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@

Iy U.S. FOOD & DRUG

ADMINISTRATION

ANDA 213676
ANDA APPROVAL

Laurus Generics Inc.
U.S. Agent for Laurus Labs Limited
400 Connell Drive, Suite 5200
Berkeley Heights, NJ 07922
Attention: Sharath Koripally
Senior Director - RA, QA & PV

Dear Sharath Koripally:

This letter is in reference to your abbreviated new drug application (ANDA) received for
review on July 8, 2019, submitted pursuant o section 505(j) of the Federal Food, Drug,
and Cosmetic Act (FD&C Act) for Sacubitril and Valsartan Tablets, 24 mg/26 mg,

49 mg/51 mg, and 97 mg/103 mg.

Reference is also made to the complete response letter issued by this office on
December 20, 2022, and to any amendments thereafter.

We have completed the review of this ANDA and have concluded that adequate
information has been presented to demonstrate that the drug meets the requirements
for approval under the FD&C Act. Accordingly the ANDA is approved, effective on the
date of this letter. We have determined your Sacubitril and Valsartan Tablets,

24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg to be bioequivalent and therapeutically
equivalent to the reference listed drug (RLD), Entresto Tablets, 24 mg/26 mg,

49 mg/51 mg, and 97 mg/103 mg, of Novartis Pharmaceuticals Corp. (Novartis).

The RLD upon which you have based your ANDA, Novartis’s Entresto Tablets,

24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg, is subject to periods of patent
protection. The following patents and expiration dates are currently listed in the
Agency’s publication titled Approved Drug Products with Therapeutic Equivalence
Evaluations (the “Orange Book”):

U.S. Patent Number Expiration Date

8,101,659 (the '659 patent) July 15, 2025*
8,877,938 (the '938 patent) November 27, 2027*

9,388,134 (the '134 patent)  May 8, 2027*

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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9,517,226 (the '226 patent) August 22, 2033

9,937,143 (the '143 patent) August 22, 2033

11,058,667 (the '667 patent)  May 9, 2036

11,135,192 (the '192 patent) =~ August 22, 2033
* with pediatric exclusivity added

Your ANDA contains paragraph |V certifications to each of the patents’, under section
505(j)(2)(A)(vii)(IV) of the FD&C Act stating that the patents are invalid, unenforceable,
or will not be infringed by your manufacture, use, or sale of Sacubitril and Valsartan
Tablets, 24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg, under this ANDA. You have
notified the Agency that Laurus Labs Limited (Laurus) complied with the requirements of
section 505(j)(2)(B) of the FD&C Act. Litigation was initiated within the statutory 45-day
period against Laurus for infringement of the '659, '938 and '134 patents in the United
States District Court for the District of Delaware [Novartis Pharmaceuticals Corporation
v. Alkem Laboratories Ltd., Aurobindo Pharma USA Inc., Aurobindo Pharma Ltd.,
Biocon Pharma Limited, Biocon Limited, Biocon Pharma, Inc., Crystal Pharmaceutical
(Suzhou) Co., Ltd., Laurus Labs Limited, Laurus Generics Inc., Teva Pharmaceuticals
USA, Inc., Torrent Pharma Inc., Torrent Pharmaceuticals Ltd., Civil Action No. 19-
01979]. The 8 year period identified in section 505(j)(5)(B)(iii) of the FD&C Act, during
which FDA was precluded from approving your ANDA, has expired.

With respect to 180-day generic drug exclusivity, we note that Laurus was a first ANDA
applicant for Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg, and

97 mg/103 mg, to submit a substantially complete ANDA with a paragraph IV
certification. Therefore, with this approval, Laurus may be eligible for 180 days of
generic drug exclusivity for Sacubitril and Valsartan Tablets, 24 mg/26 mg,

49 mg/51 mg, and 97 mg/103 mg. This exclusivity, which is provided for under
505(j)(5)(B)(iv) of the FD&C Act, would begin to run from the date of the commercial
marketing identified in section 505(j)(5)(B)(iv). The Agency notes that Laurus failed to
obtain tentative approval of this ANDA within 30 months after the date of which the
ANDA was filed. See section 505(j)(5)(D)(i)(IV) of the FD&C Act (forfeiture of exclusivity
for failure to obtain tentative approval). The Agency is not, however, making a formal
determination at this time of Laurus’ eligibility for 180-day generic drug exclusivity. We
will do so only if a subsequent paragraph IV applicant becomes eligible for full approval
(a) within 180 days after Laurus begins commercial marketing of Sacubitril and
Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg, or (b) at any time
prior to the expiration of the '659, '938, and '134 patents if Laurus has not begun
commercial marketing. Please submit correspondence to this ANDA notifying the
Agency within 30 days of the date of the first commercial marketing of this drug product
or the RLD. If you do not notify the Agency within 30 days, the date of first commercial
marketing will be deemed to be the date of the drug product’s approval. See 21 CFR
314.107(c)(2).

U.S. Food & Drug Administration

Silver Spring, MD 20993
www.fda.gov
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Please note that if FDA requires a Risk Evaluation and Mitigation Strategy (REMS) for a
listed drug, an ANDA referencing that listed drug also will be required to have a
REMS. See section 505-1(i) of the FD&C Act.

COMPENDIAL STANDARDS

A drug with a name recognized in the official United States Pharmacopeia or official
National Formulary (USP-NF) generally must comply with the compendial standard for
strength, quality, and purity, unless the difference in strength, quality, or purity is plainly
stated on its label (see FD&C Act § 501(b), 21 USC 351(b)). FDA typically cannot share
application-specific information contained in submitted regulatory filings with third
parties, which includes USP-NF. To help ensure that a drug continues to comply with
compendial standards, application holders may work directly with USP-NF to revise
official USP monographs. More information on the USP-NF is available on USP’s
website as hitps://www.uspnf.com/.

REQUIREMENTS AND RECOMMENDATIONS POST APPROVAL

Under applicable statutes, regulations, and guidances, your ANDA may be subject to
certain requirements and recommendations post approval, including requirements
regarding changes to approved ANDAs, postmarketing reporting, promotional materials,
and annual facility fees, among others. For information on post-approval requirements
and recommendations for ANDAs and a list of resources for ANDA holders, we refer

you to https:/www.fda.gov/drugs/abbreviated-new-drug-application-anda/requirements-
and-resources-approved-andas.

Sincerely yours,
{See appended electronic signature page}

For Edward M. Sherwood

Director

Office of Regulatory Operations

Office of Generic Drugs

Center for Drug Evaluation and Research

1 The Agency notes that the '226, '143, '667 and '192 patents were submitted to the Agency after
submission of your ANDA. Litigation, if any, with respect to these patents would not create a statutory
stay of approval.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use SACUBITRIL AND
VALSARTAN TABLETS safely and effectively. See full prescribing information for SACUBITRIL
AND VALSARTAN TABLETS.

SACUBITRIL AND VALSARTAN tablets, for oral use

Initial U.S. Approval: 2015

WARNING: FETAL TOXICITY
See full prescribing information for compiete boxed warmning.
+ When pregnancy Is detected, discontinue sacubitril and valsartan as soon as possible.
(5-1)
= Drugs that act directly on the renin-anglotensin system can cause injury and death to the

developing fetus. (5.1)

RECENT MAJOR CHANGES:

» Dosage and Administration. {2.3)
{NDICATIONS AND USAGE:
Sacubitrll and valsartan tablets are a combination of sacubitrll, a nepriligin inhibitor, and valsartan, an
anglotensin Il receptor blocker, and is indicated:
s to reduce the risk of cardiovascular death and hospitalization for heart failure in adult patients
with chronic heart failure. Benefits are most clearly evident in patients with left ventricular ejection
fraction (LVEF) below normal, {1.1)

« for the treatment of symptomatic heart failure with systemic left ventricular systolic dysfunction in
pediatric patients aged one year and older. Sacubitril and valsartan tablets reduce NT-proBNP and
are expected to improve cardiovascular outcomes. (1.2)

DOSAGE AND ADMINISTRATION-

The recommended starting dosage for adults is 49 mg/51 mg orally twice daily. The target

maintenance dose is 97 mg/103 mg orally twice dally. (2.2)

«  Adjust adult doses every 2 to 4 weeks to the target maintenance dose, as tolerated by the patient.
2.2)

= For pediatric patients, see the Full Prescribing Information for recommended dosage, titrations;
preparation and administration instructions. (2.3, 2.4)

= Reduce starting dose to half the usually recommended starting dosage for:

412024

o patients not currently taking an angiotensin-converting enzyme (ACE) inhibitor or angiotensin Il
receptor blocker (ARB) or previously taking a low dose of these agents. (2.6)

o patients with severe renal impairment. {2.7)

o patients with moderale hepalic impairment. (2.8}

DOSAGE FORMS AND STRENGTHS-

» Film-coated tablets: 24/26 mg; 49/51 mg; 97/103 mg (3)

CONTRAINDICATIONS:

= Hypersensitivity to any component. (4)

= History of angioedema related to previous ACE or ARB therapy. (4)

= Concomitant use with ACE inhibitors. (4, 7.1)

» Coricomitant use with aliskiren in patients with diabetes. (4, 7.1)

WARNINGS AND PRECAUTIONS

s Observe for signs and symptoms of angioedema and hypotension. (5.2, 5.3)

= Monitor renal function and potassium in susceptible patients. (5.4, 5.5)

-ADVERSE REACTIONS:

Adverse reactions occurring greater than or equal to 5% are hypotension, hyperkalemia, cough,
dizziness, and renal failure, {6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Laurus Generice Inc. at
1-833-3-LAURUS (1-833-352-8787) or FDA at 1-800-(FDA-1088) or www.fda.gov/medwatch.
DRUG INTERACTIONS.

= Avold concomitant use with aliskiren in patients with estimated glomerular filtration rate (eGFR)
less than 60. (7.1)

= Potassium-sparing diuretics: May lead to increased sarum potassium. (7.2}

= Nonsteroidal Anti-Inflammatory Drugs (NSAIDs): May lead to increased risk of renal impalrment.
(7.3)

s Lithium: Increased risk of lithium toxicity. (7.4)

USE IN SPECIFIC POPULATIONS:

» Lactafion: Breastfeeding not recommended. (8.2)

» Severe Hepatic Impairment: Use not recommended. (2.8, 8.6}

See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling.
Revised: 5/2024
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FULL PRESCRIBING INFORMATION

WARNING: FETAL TOXICITY
» When pregnancy is detected, discontinue sacubitril and valsartan as soon as possible
{5.1)
= Drugs that act directly on the renin-angiotensin system can cause injury and death to

the developing fetus (5.1)

1 INDICATIONS AND USAGE
1.1 Adult Heart Fallure

Sacubitrl and valsarfan tablets are indicated 1o reduce the risk of cardiovascular death and
hospitalization for heart failure in adult patients with chronic heart fallure. Benefits 2
evident in patients with left ventricular ejection fraction (LVEF) below normal.

the dose to follow the recommended dose escalation hereafter [see Dosage and Administration (2.2;
23

Note: Initiate pediatric patients weighing 40 to 50 kg who meet this criterion at 0.8 ma/kg twice daily
using the oral suspension [see Dosage and Administration (2.3, 2.4)].

No starting dose adjustment is needed for mild hepatic impairment.

Use in patients with severe hepatic impairment is not recommended.

3 DOSAGE FORMS AND STRENGTHS

Sacubitril and valsartan tablets are supplied in the following strengths:

Sacubitrl and valsartan tablets 24/26 mg, {sacubitril 24 mg and valsartan 26 mg) are violet white
color,_oval shaped, biconvex film-coated tablets debossed with “S5" on one side and plain on the

hlsartan tablets 43/51 mg, (sacubitril 42 mg and valsartan 51 mg) are pale yellow




Co-administration of sacubitril and valsartan did not significantly alter the BP effect of intravenous -

nitroghycerin.

12.3 Pharmacokinetics

Absorption

Following oral administrafion, sacubitril and valsarian tablets dissociates into sacubitril and valsartan.
Sacubitrl Is further metabolized to LBQE57. The peak plasma concentrations of sacubitril, LBQES7,
and valsartan are reached in 0.5 hours, 2 hours, and 1.5 hours, respectively. The oral absolute
bioavailability of sacubitril is estimated to be greater than or equal to 60%. The valsartan in sacubitril
and valsartan tablets is more bicavallable than the valsartan in other marketed tablet formulations; 26
mg, 51 mg, and 103 mg of valsartan in sacubitril and valsartan tablets is equivalent to 40 mg, 80 mg,
and 160 mg of valsartan in other marketed tablet formulations, respectively.

Following twice-dally dosing of sacubitrl and valsartan tablets, steady-state levels of sacubitril,
LBQ657, and valsartan are reached in 3 days. At steady state, sacubitril and valsartan do not
accumulate significantly, whereas LBQ657 accumulates by 1.6-fold. Sacubitril and valsartan
administration with food has no clinically significant effect on the systemic exposures of sacubitril,
LBQ657, or valsartan. Although there is a decrease in exposure to valsartan when sacubitril and
valsartan is- administered with food, this decrease is not accompanied by a clinically significant
reduction in the therapeutic effect. Sacubitril and valsartan tablets can therefore be administered
with or without food.

Disiribui
Sacubitril, LBQB57 and valsartan are highly bound to plasma proteins (94% to 97%). Based on the
comparison of plasma and CSF exposures, LBQ657 crosses the blood brain barrier to a limited extent
{0.28%). The average apparent volumes of distribution of valsartan and sacubitril are 75 and 103 L,
respectively.

Metabolism

Sacubitrl ks readily converted to LBQB57 by esterases; LBQB57 is not further metabolized to
a significant extent. Valsartan is minimally metabolized; only about 20% of the dose is recovered
as metabolites. A hydroxyl metabolite has been identified in plasma at low concentrations (less
than 10%).

Elimination

Following oral administration, 52% to 68% of sacubltril {primarily as LBQB57) and approximately 13%
of valsartan and its metabolites are excreted in urine; 37% to 48% of sacubitril (primarily as LBOB57),
and 86% of valsartan and its metabolites are excreted in feces. Sacubitril, LBQ657, and valsartan are
sliminated from plasma with a mean elimination half-life (T, ) of approximately 1.4 hours, 11.5 hours,
and 9.9 hours, respectively.

Linearity/Nonlingarity

The pharmacokinetics of sacubitril, LBQB57, arid valsartan were linear over a sacubitril and valsartan
dose range of 24 mg sacubitril/26 mg valsartan to 194 mg sacubitril/206 mg valsartan.

Drug Int jons:

Effect of Co-admini d Drugs on S i and Valsarian:

B CYP450enzy fiated bolism of sacubitril and valsartan is minimal, coadministration
with-drugs that impact CYP450 enzymes is not expected to affect the pharmacokinetics of sacubitril
and valsartan. Dedicated drug interaction studies demonsirated that coadministration of furosemide,
warfarin, digoxin, carvedilol, a combination of levonor Vathinyl diol, amledipine,
omeprazole, hydrochlorothiazide (HCTZ), metformin, atorvastatin, and sildenafil, did not alter the
systemic exposure to sacubitril, LBQE57 or valsartan.

Effect of Sacubitrit and Valsartan on Co-administered Drugs:

in vitro data indicate thal sacubitril hl'iblbe 0ATP1B1 and OATP1B3 transporters, The effects of

sacubitril and valsartan on the pt k of coadministered drugs are summarized in Figure 1.
Figure 1: Effect of Sacubitril and Valsartan on Pharmacokinetics of Coadministered Drugs
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alone In reducing the risk of the combined endpoint of cardiovascular (CV) death or hospitalization
for heart failure (HF).

After discontinuing their existing ACE inhibitor or ARB therapy, patients entered sequential single-
blind run-in periods during which they recelved enalapril 10 mg twice-daily, followed by sacubitrl and
vatsartan 100 mg twice-daily, increasing to 200 mg twice-daily. Patients who successfully completed
the sequential run-in periods were randomized to recelve either sacubitril and valsartan 200 mg (N =
4,209) twice-daily or enalapril 10 mg (N = 4,233) twice-dally. The primary endpoint was the first event
in the composite of CV death or hospitalization for HF. The median follow-up duration was 27 maonths
and patients were treated for up to. 4.3 years.

The population was 66% Caucasian, 18% Asian, and 5% Black; the mean age was 64 years and 78%
were male. At randomization, 70% of patients were NYHA Class Il, 24% were NYHA Class |ll, and
0.79% were NYHA Class IV. The mean left ventricular ejection fraction was 29%. The underlying cause
of heart failure was coronary artery disease in 60% of patients; 71% had a history of hypertension,
43% had a history of myocardial infarction, 37% had an eGFR less than 60 mL/min/1.73 m?, and 35%
had diabetes meliitus. Most patients were taking beta-blockers {94%), mineralocorticold antagonists
(58%), and diuretics (82%). Few patients had animplantable cardioverter-defibrillator (ICD) or cardiac
resynchronization therapy-defibrillator (CAT-D) (15%).

PARADIGM-HF demonstrated that sacubitril and valsartan tablets, a combination of sacubitril and
an RAS Inhibitor {valsanian), was superior to a RAS inhibitor (enalapril}, in reducing the risk of the
combined endpoint of cardiovascular death or hospitalization for heart failure, based on a time-to-
event analysis (hazard ratio [HR] 0.80; 95% confidence interval [CI], 0.73, 0.87, p < 0.0001). The
treatment effect reflected a reduction in both cardiovascular death and heart failure hospitalization;
see Table 4 and Figure 3. Sudden death accounted for 45% of cardiovascular deaths, followed by
pump fallure, which accounted for 26%.

Sacubitril and vaisartan also improved overall survival (HR 0.84; 95% CI [0.76, 0.93], p = 0.0008)
(Table 4). This finding was driven entirely by a lower incidence of cardiovascular mortality on sacubitril
and valsartan.

Table 4: Treatment Effect for the Primary Composite Endpoint, its Components, and All-
cauge Mortality in PARADIGM-HF

Sacubitril and
Valsartan 'Elr:aia';?; Hazard Ratio akia
N=4,187 "% (es%ch | PV
n (%)
Primary composite endpoint of <
cardiovascular death or heart fallure | 814 (21.8) 1,117 (26.5) | 0.80 (0.73, 0.87) | 0.0001
hospitalization
Cardiovascular death as first event 377 (9.0) 459 (10.9)
Hean fallure hospitalization as 537 (12.8) 658 (15.6)
first event
Number of patients with events: *
Cardiovascular death®* 558 (13.3) 693 (16.5) | 0.80(0.71, 0.89)
Heart failure hospitalizations 537 (12.8) 658 (15.6) | 0.79 (0.71, 0.89)
All-cause mortality 711 (17.0) 835(19.8) | 0.84(0.76,0.93) | 0.0009

* Analyses of the components of the primary compesite endpoint were not prospectively planned to
be adjusted for multiplicity,

*Includes patients who had heart failure hospitalization prior to death.

The Kaplan-Meier curves presented below (Figure 3) show time to first occurrence of the primary

composite endpoint (3A), and time te occurrence of cardiovascular death at any time (3B} and first

heart failure hospitalization (3C).

Figure 3: Kaplan-Meier Curves for the Primary Composite Endpoint (A), Cardiovascular Death

(B), and Heart Failure Hospitalization (C)
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PATIENT INFORMATION
Sacubitril and Valsartan
(sak-UE-bi-tril and val-SAR-tan)
Tablets, for oral use

What is the most important information | should
know about sacubitril and valsartan tablets?

Sacubitril and valsartan tablets can harm or cause
death to your unborn baby. Talk to your doctor
about other ways to treat heart failure if you plan to
become pregnant. Tell your doctor right away if you
become pregnant during treatment with sacubitril and
valsartan tablets.

What are sacubitril and valsartan tablets?

Sacubitril and valsartan tablets are a prescription
medicine used to treat:

e adults with long-lasting (chronic) heart failure to
help reduce the risk of death and hospitalization.
Sacubitril and valsartan tablet works better when
the heart cannot pump a normal amount of blood
to the body.

¢ certain children 1 year of age and older who have
symptomatic heart failure.

It is not known if sacubitril and valsartan tablets are

safe and effective in children under 1 year of age.

Do not take sacubitril and valsartan tablets if you:

¢ are allergic to any of the ingredients in sacubitril
and valsartan tablets. See the end of this Patient
Information leaflet for a complete list of ingredients
in sacubitril and valsartan tablets.

» have had an allergic reaction, including swelling of
your face, lips, tongue, throat, or trouble breathing
while taking a type of medicine called an angiotensin-
converting enzyme (ACE) inhibitor or angiotensin I|
receptor blocker (ARB).

e take an ACE inhibitor medicine. Do not take
sacubitril and valsartan tablets for at least 36
hours before or after you take an ACE inhibitor
medicine. Talk with your doctor or pharmacist
before taking sacubitril and valsartan tablets if you
are not sure if you take an ACE inhibitor medicine.

e have diabetes and take a medicine that contains
aliskiren.

Before taking sacubitril and valsartan tablets, tell
your doctor about all of your medical conditions,
including if you:

» have a history of hereditary angioedema
¢ have kidney or liver problems
e have diabetes

e are pregnant or plan to become pregnant. See
“What is the most important information |
should know about sacubitril and valsartan
tablets?”

e are breastfeeding or plan to breastfeed. It is not
known if sacubitrii and valsartan passes into
your breast milk. You should not breastfeed during
treatment with sacubitril and valsartan tablets. You
and your doctor should decide if you will take sacubj
and valeartan tablete or breastieed.

Tell your doctor about all the medicines you
take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements. Taking
sacubitril and valsartan tablets with certain other
medicines may affect each other. Taking sacubitril
and valsartan tablets with other medicines can cause
serious side effects. Especially tell your doctor if you
take:

s potassium supplements or a salt substitute

¢ nonsteroidal anti-inflammatory drugs (NSAIDs)

e lithium

¢ other medicines for high blood pressure or heart

problems, such as an ACE inhibitor, ARB, or
aliskiren

Keep a list of your medicines to show your doctor and
pharmacist when you get a new medicine.

How should | take sacubitril and valsartan tablets?

o Take sacubitril and valsartan tablets exactly as your
doctor tells you to take it.

« Take sacubitril and valsartan tablets 2 times each
day. Your doctor may change your dose of sacubitril
and valsartan tablets duringtreatment.

e If you or your child cannot swallow tablets, or if
tablets are not available in the prescribed strength,
you or your child may take sacubitril and valsartan
tablets prepared as a liquid (oral) suspension.

o [f you or your child switches between taking
sacubitril and valsartan tablets and the liquid
suspension prepared from sacubitril and valsartan
tablets, your doctor will adjust the dose as needed.

o If you or your child are prescribed sacubitril
and valsartan tablets to be prepared as a liquid
suspension:

o Your pharmacist will prepare sacubitrii and
valsartan tablets for you or your child to take as
a liquid suspension.

o Shake the bottle of suspension well before
measuring the dose of medicine and before
taking or giving the dose.

« If you miss a dose, take it as soon as you remember.
Ifitis close to your next dose, do not take the missed
dose. Take the next dose at your regular time.

« If you take too many sacubitril and valsartan tablets,
call your doctor right away.

What are the possible side effects of sacubitril
and valsartan tablets?

Sacubitril and valsartan tablets may cause
serious side effects, including:

e See “What Is the most important information
| should know about sacubitril and valsartan
tablets?”

« Serious allergic reactions causing swelling of
your face, lips, tongue, and throat (angioedema)
that may cause trouble breathing and death.
Get emergency medical help right away if you have
symptoms of angioedema or trouble breathing.
Do not take sacubitril and valsartan tablets again

pae 11 of 1492 angioedema during treatment with
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People who are Black and take sacubitril and
valsartan tablets may have a higher risk of having
angioedema than people who are not Black and
take sacubitril and valsartan tablets.

People who have had angioedema before taking
sacubitril and valsartan tablets may have a higher
risk of having angioedema than people who have
not had angioedema before taking sacubitril and
valsartan tablets. See “Who should not take
sacubitril and valsartan tablets?”

Low blood pressure (hypotension). Low blood
pressure is common during treatment with
sacubitril and valsartan tablets. Your risk of low
blood pressure is greater if you also take water pills
(diuretics). Call your doctor if you become dizzy or
lightheaded, or you develop exireme tiredness
(fatigue).

Kidney problems. Kidney problems are common
during treatment with sacubitrii and valsartan
tablets and can be serious and can lead to kidney
failure. Your doctor will check your kidney function
during your treatment with sacubitril and valsartan
tablets.

Increased amount of potassium in your blood
(hyperkalemia). Increased blood potassium
levels are common during treatment with sacubitril
and valsartan tablets. Your doctor will check your
potassium blood level during your treatment with
sacubitril and valsartan tablets.

The most common side effects of sacubitril and
valsartan tablets also include cough and dizziness.

Your doctor may need to lower your dose, temporarily
stop treatment, or permanently stop treatment if you
develop certain side effects or if you have changes
in your kidney function or increased blood levels
of potassium during treatment with sacubitril and
valsartan tablets.

These are not all of the possible side effects of
sacubitril and valsartan tablets. Call your doctor for
medical advice about side effects. You may report
side effects to FDA at 1-800-FDA-1088.

How should | store sacubitrii and valsartan
tablets?

e Store sacubitrii and valsartan tablets at room
temperature between 68°F to 77°F (20°C t025°C).

e Protect sacubitril and valsartan tablets from
moisture.

» Store bottles of sacubitril and valsartan tablets
prepared as an oral suspension at room temperature
less than 77°F (25°C) for up to 15 days. Do not
refrigerate sacubitril and valsartan tablets prepared
as an oral suspension.

Keep sacubitrii and valsartan tablets and all
medicines out of the reach of children.

General information about the safe and effective
use of sacubitril and valsartan tablets.

Medicines are sometimes prescribed for purposes
other than those listed in a Patient Information leaflet.

sacubitril and valsartan tablets to other people, even
if they have the same symptoms that you have. It may
harm them. You can ask your pharmacist or doctor for
information about sacubitril and valsartan tablets that
is written for health professionals.

What are the ingredients in sacubitrii and
valsartan tablets?

Active ingredients: sacubitril and valsartan

Inactive ingredients: crospovidone, low-substituted
hydroxypropylcellulose, magnesium stearate,
microcrystalline cellulose, and silicon dioxide. The
film-coat inactive ingredients are hypromellose,
titanium dioxide, Macrogol 4000, talc, and iron oxide
red. The film-coat for the 24 mg of sacubitril and 26
mg of valsartan tablet and the 97 mg of sacubitril and
103 mg of valsartan tablet also contains iron oxide
black. The film-coat for the 49 mg of sacubitril and 51
mg of valsartan tablet contains iron oxide yellow.

Prepared sacubitril and valsartan oral suspension
also contains Ora-Sweet SF and Ora-Plus.

For more information, call Laurus Generics Inc. at
1-833-3-LAURUS (1-833-352-8787).
This Patient Information has been approved by the
U.S. Food and Drug Administration.

Manufactured for:

Laurus Generics Inc.

400 Connell Drive

Suite 5200

Berkeley Heights, NJ 07922

Manufactured by:
Laurus Labs Limited
Anakapalli-531011
India

Revised: 5/2024

2002867

Do not use sacubitril and valsartan tablets for,
condition for which it was not prescribed. Do not gUEKCXS [ WK o) I WP
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B.No.:
Baich coding details

Mfg.: x :
Exp/ will be printed online

P NDC 42385-930-68
LAURUS Labs

Sacubitril and Valsartan
Tablets

24 mg/26 mg

For Institutional Use Only.

100 (10 x 10) Unit-Dose Tablets Rx Only

[,

2p09 BBy 10} 38dg

.

Each film-coated tablet contains
24 mg sacubitril and 26 mg valsartan.

Usual Dosage: See prescribing information.

Store at 20° to 25°C (68° to 77°F); excursions permitted
between 15° to 30°C (59° to B6°F) [See USP Controlled Room
Temperature]. Protect from moisture.

Keep this and all drugs out of the reach of children.

(===

P NDC 42385-930-68
LAURUS Labs

£
g 2
=M@ = Sacubitril and Valsartan
: P g‘f Tablets
: f 32
& g‘ “ < 24 mg/26 mg
oW &
< § For Institutional Use Only.
= 100 (10 x 10) Unit-Dose Tablets Rx Only
Manufactured for:

Laurus Generics Inc.

400 Connell Drive

Suite 5200

Berkeley Heights, NJ 07922

Manufactured by: 5
Laurus Labs Limited

_ L

India M. L. No.: 16/VSP/AP/2015/F & B/CC

'3  ;
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B.No.: )
Mifg.: Batch coding details

Exp / will be printed online

P NDC 42385-930-72
LAURUS | abs

Sacubitril and Valsartan
Tablets

24 mg/26 mg

For Institutional Use Only.

100 (10 x 10) Unit-Dose Tablets Rx Only

; 8p02 BULIBY 0} 3dedg ;

Each film-coated tablet contains
24 mg sacubitril and 26 mg valsartan.

Usual Dosage: See prescribing information.

Store at 20° to 25°C (68° to 77°F); excursions permitted
between 15° to 30°C (59° to 86°F) [See USP Controlled Room
Temperature]. Protect from moisture.

Keep this and all drugs out of the reach of children.

i Space for Pharma code j

0 NDC 42385-930-72
LAURUS | abs

&
g 2
A = Sacubitril and Valsartan
- R Tablets
5 =8 oD
i N ga
c B 7 < 24 mg/26 mg
g W o
e @ 3
z E For Institutional Use Only.
= 100 (10 x 10) Unit-Dose Tablets Rx Only
Manufactured for:

Laurus Generics Inc.

400 Connell Drive

Suite 5200

Berkeley Heights, NJ 07922

Manufactured by: 5
Laurus Labs Limited

Visakhapatnam-531011

India M. L. No.: 16/VSP/AP/2015/F & B/CC
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For Institutional Use Only.
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v

3pod BuLBy J0j 3%edS

2000XXX

"UBIp|IYd JO yoral ey} Jo Ino sbnip | pue siy) deey

*2ln}s|ow woij 19930.d
‘Teamesedws] wooy pejjonuo) 4sn 20S] (4.98 01 .65) D.0€ 01 .51
usemieq pepiuued suoisINdXe (4,22 0} .89) .52 O} .02 1€ 81015

-uonewwojul Buiquoseid eeg :ebesoq [ensn

‘uepesiea bw g pue juugnoes bu g
Sulejuo je|qe] pejeod-wiy yosey

J

Space for Pharma code

]

Ajup xy sja|qeL asog-}un (04 x 01) 00}

"AjluQ esn [euonnsu| 104

bw | 5/6w 6f

sjo|qeL
uelES|BA PUE [LIgnoes

SqETISNENYT %
¢L-1£6-588cy OAN

aujjuo pajuud aq Im
sirejep Buipood yoreg

:dxg
B
“ON'g

Page 31 of 1492 (



‘AlUQ 8sn reuonnuisuj Jo4

Bw goL/bw 26

sis|gel
ueles|eA pue julgnoes

sge1sNENv1 nw
89-¢€£6-58€cy OAN

Sacubitril and Valsart

Tablets

97 mg/103 mg

For Institutional Use Onl

803 BULRY 10} 8J8dS

\_

2000XXX

“ULJpPIYD Jo yoeal ay} Jo 1no sbnip (e pue siy) deay

*3INSjoW WoJj }9910.d
‘[eanesedwa) wooy pajjonuo) dsn @os] (4,98 01 .65) D.0€ 01 S|
usamiaq papiunad suoisinaxe (4,22 01 .89) D.5Z 01 .02 18 31015

"uonewJoju Buiquosa.id sag :abesoq jensn

‘uepes|ea bw o1 pue juuqnoes bw /6
SuIejuo9 ja|qe] pajeoa-w|l yoeg

Alup xy sje|qel asog-yun (oL x 01) 001

‘AlUQ 8sn reuonnuisu| Jo4

bw goL/bw 26

sis|qel
ueles|eA pue julgnoes

sqe1sSNENv1 %
89-¢€6-58€2¢y OAN

eg

FON'g

Page 32 of 1492



‘AluQ 8sn feuonnyisuj 104

Bw goL/bw 26

siojqel
uelESs|eA pue julgnoes

Ssqe sSNENV %
¢/-¢£6-58€cy OUN

Sacubitril and Valsar

Tablets

97 mg/103 mg

For Institutional Use On

8p0J BULIRY 10} BJRdS

-

2000XXX

“uaIp|iyo o yoeal ay} Jo 1no sbnip (e pue siy} desyy

‘alnjsiowl Wwolj 199]0.d
‘[eamesadwa] wooy pajjonuo) dsn 89s] (4,98 01 .65) D.0€ 01 .S
usamiaq paniwiad suoIsinaxe (4,22 01 .89) D.52 01 .02 1 21015

‘uonew.ojul Buiquoseid eeg :abesoq |ensn

‘uepes|eA bw g0 pue juqnoes bw /6
Sujejuod j9|qe;} pajeod-wily yoeg

Ajup xy sje|qel @soa-uun (01 x OL) 001

‘AjuQ 8sn reuonnyisuj Jo4

Bw go/bw L6

sig|qel
uelLES|EA PUE [LlIgNnoeS

SgeT 1 sSNENV1 %
¢L-¢€6-98€2y OUN

\axw
_. By

oN'g

Page 33 of 1492



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 213676

LABELING REVIEW(s)
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*** This document contains proprietary information that cannot be released to the public.***V-21

LABELING REVIEW

Division of Labeling Review
Office of Regulatory Operations

Office of Generic Drugs (OGD)
Center for Drug Evaluation and Research (CDER)

Date of This Review | 10/01/2019

ANDA Number(s) | 213676

Review Number | 1

Applicant Name | Laurus Labs Limited

Established Name & Strength(s) | Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg, and
[Add “(OTC)” after strength if applicable] | 97 mg/103 mg

Proposed Proprietary Name | None

Submission Received Date | July 8, 2019

Primary Labeling Reviewer | Angela Payne, RPh

Secondary Labeling Reviewer | Refer to signature page

Review Conclusion

[[] ACCEPTABLE — No Comments
[[] ACCEPTABLE - Include Post Approval Comments
X] Minor Deficiency* — Refer to Labeling Deficiencies and Comments for Letter to Applicant
[C] Major Deficiency — Refer to Labeling Deficiencies and Comments for Letter to Applicant
"Theme - Choose an item.
Justification for Major Deficiency - Choose an item.

*Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Discipline
Review Letter/Information Request (DRL/IR) if all other OGD reviews are acceptable. Otherwise, the labeling minor and major
deficiencies will be included in the Complete Response Letter (CRL) letter to the applicant.

On Policy Alert List X Yes [] No
Acceptable for Filing X Yes [ No
Combined Insert/Qutsert [JYes [X No (f yes, indicate ANDA number)
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1. LABELING COMMENTS

1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT

Labeling Deficiencies determined on October 1, 2019, based on your submission received
July 8, 2019:

1. CONTAINERS 24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg in bottles of 30s, 60s, and
180s.

a. Relocate the net quantity statement to the bottom portion of label or very top (on same
line as NDC statement) further away from the declaration of strength statement to
prevent medication errors.

b. Insert a hyphen in “film-coated” and revise the “Each film-coated tablet...” statements
so that the amount of active ingredient is consistent with the Description section in the
insert.| (b)(4)
2. UNIT DOSE BLISTERS and CARTONS, 100s (10 x10 unit dose blisters)
a. Revise “Each film-coated tablet contains...” statements so that the amount of active is
consistent with the insert, description section.| (b)(4) |

’ (0)(4)

3. PRESCRIBING INFORMATION

a. Revise your labeling to be in accordance with the labeling for the reference listed drug
(RLD), Entresto (sacubitril and valsartan) tablets, NDA 207620/S-013, approved
10/1/2019. Labeling is posted at Drugs@FDA website.

b. Please address any updates to the OB listing.

C. In addition to the above changes, please note the following minor editorial change
request: HIGHLIGHTS, title line, replace “TABLETS” with lower case letters “tablets”.
See the RLD labeling for guidance.

d’ (0)(4)

4. PATIENT LEAFLET- See comments under prescribing information.

Submit your revised labeling electronically. The prescribing information and any patient labeling
should reflect the full content of the labeling as well as the planned ordering of the content of the
labeling. The container label and any outer packaging should reflect the content as well as an
accurate representation of the layout, color, text size, and style.

3|Page
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To facilitate review of your next submission, please provide a side-by-side comparison of your
proposed labeling with the reference listed drug labeling with all differences annotated and explained.
We also advise that you only address the deficiencies noted in this communication.

Additionally, we remind you that it is it your responsibility to continually monitor available labeling
resources such as DRUGS@FDA, the Electronic Orange Book, and the United States Pharmacopeia
— National Formulary (USP-NF) online for recent updates, and make any necessary revisions to your
labels and labeling.

It is also your responsibility to ensure your ANDA addresses all listed exclusivities that claim the
approved drug product. Please ensure that all exclusivities and patents listed in the electronic OB are
addressed and updated in your application. Ensure your labeling aligns with your patent and
exclusivity statements.

l]

2. LABELING REVIEW INFORMATION
2.1 REGULATORY INFORMATION

Are there any applicable issues in DLR's SharePoint Drug Facts? NO
If YES, please explain.

Is the drug product listed in the Policy Alert Tracker on OGD’s SharePoint? YES

If YES, please explain.
4/19/2019
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Requests FDA to: {1) Require ANDAS that rafarence ENTRESTO to d APl
(2) Revisa FDA's Draft Guidance document reganding sacubitrilvalsartan oral tablals to

recommend that AP be established by showing that the chemical of each
aciive ingredient in the finished dosage form of a proposed generic is identical to the chemical

structure of each active ingredient in the RLD, including all lonic bonds; (3) Further revise the

cP FDA-2019-P-1893 Entresto sacublirl; valsartan tablets  |Draft Guidance to include BE and PK requiremants. 207620
No Approval Actions (AP/TA) can be taken prior to All disciplines can continue communications (CRL, IR'DRL);
contacting Policy Lead . CC should contact Pdlicy if related to CP

Is the drug product listed in the Susceptibility Test Interpretive Criteria web page? NO

Is there a mid-review cycle meeting (MRCM) task in Platform? NO

If YES, what is the proposed agenda from DLR for MRCM?

Click here to enter text.

Is there a Product Development or Pre-ANDA Submission Project under the ANDA Program? NO
If YES, review the meeting minutes and state the labeling impact, if any.

Click here to enter text.

2.2 MODEL LABELING

2.2.1 MODEL PRESCRIBING INFORMATION/DRUG FACTS LABELING (OTC)

[X] MOST RECENTLY APPROVED NDA MODEL LABELING

(If NDA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and if so,
enter the most recently approved ANDA labeling information as applicable.)

NDA#/Supplement# (S-000 if original): NDA 207620/SE-013
Supplement Approval Date: 10/1/2019

Proprietary Name: Entresto® (sacubitril/valsartan), Tablets.
Established Name: sacubitrilivalsartan tablets

Description of Supplement:

This Prior Approval supplemental new drug application, submitted in response to a Pediatric Written Request, supports a
labeled indication for use of Entresto® for freatment of symptomatic heart failure with systemic left ventricular systolic
dysfunction in pediatric patients aged one year and older. Entresto® reduces NT-proBNP and is expected to improve
cardiovascular outcomes.

S-008, approved 11/22/2017
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This supplemental new drug application provides for rcvisi to pnrv::d labc]in follows
(additions are shown as underlined text and deletions are shown as steikethrough text):

1. Under WARNINGS AND PRECAUTIONS/Angioedema, the following text was added to the
last paragraph:
Patients with a prior history of angioedema may be at increased risk of angioedema with
ENTRESTO [see Adverse Reactions (6.1)]. ENTRESTO sheald must not be used in
patients with a known history of angioedema related to previons ACE inhibitor or ARB
therapy [see Contraindications (4)]. ENTRESTO should not be used in patients with
hereditary angioedema.

2. Under ADVERSE REACTIONS, the following section was added:

6.2 Postmar| Experience

The following additional adverse reactions have been reported in postmarketing
experience. Because these reactions are reported voluntarily from a population of

uncertain size, it is not alw, ssible to reliably estimate their or establish a
causal relationship to sure.
ensitivity, including rash itus and anaphviactic reaction

The revision was made o the Entresto Patient Package Insel:

3. Under What should I tell my doctor before taking ENTRESTQ? the following bullet was
added:

o have a history of hereditary angioedema
4. The CONTENTS section was updated to reflect the addition of the new section (6.2).

5. The revision date and version numbers were updated.

There are no other changes from the last approved package insert.

OTHER IMPORTANT INFORMATION:

Supplement 16 (CBE-30 CMC supplement): PENDING; submission of carton labels

(b)(4)

Supplements 14 to 15 (CMC supplements); PENDING No submission of labels; no impact on labeling.

Drug product saction 3.2.P.7 also updated for addition of 60 cc] (b)(4) | bottles, addition of 28 count physician sample pack

and

49/51 mg| (b)(4) | of physician sample pac (b)(4) |
(b)(4) |

[C] MOST RECENTLY APPROVED_ANDA MODEL LABELING
ANDA#/Supplement# (S-000 if original): Click here to enter text.
Supplement Approval Date: Click here to enter text.

Proprietary Name: Click here to enter text.
Established Name: Click here to enter text.
Description of Supplement: Click here to enter text.

[] TEMPLATE (e.g., BPCA, PREA, Carve-out): Click here to enter tex,
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[C] OTHER (Describe):

2.2.2 MODEL CONTAINER LABELS

Model container/carton/blister labels (Source: DARRTS; ANRPT-4 submitted 8/30/2019)

LO7/dX3

£4965908£00800 :NILO

£9-6590-840UL0

065967
Entresto-

(sacubitril/valsartan)
tablets

24mg/26mg

Rx only
180 Tablets

bermitted to 15° to 30°C (59°F to 86°F),
;08 USP controlled room temperature)

eep this and all drugs out of the reach
of children.

anufacturing Pte. Ltd., 637461 Singapore
'sl. by: Novartis Pharmaceuticals Corp.

th NOVARTIS

ptect from moisture.

by: Novartis Singapore Pharmaceutical

o
\

mp
Not for Sale

Q@ Entresto°

(sacubitril/valsartan)
tablats

24mo/26my

Heep this and all drugs oul of the resch
ot children.

FI w%&mﬁrmm
Dist, by: Msmmsm

East Hanover, NJ

qu“y ZBTGNQS “gémmmm&assrms}
th novarTIS )
— e N
Entresto® E&%&Tﬁ@?’-m
alure]
(sacubitril/valsartan) kg
tablets ?:w:lmddrmuﬂmmm
24mg/26mg e o St Soem]
Rronly ot
60 Tablets L maEntatston
[1-888-ENTRESTO (1-888-368-7378)
Lth NOVARTIS i /
FW
Entrestor | psiesriue
(sacubitriljvalsartan) et
tablets m:waudwmmm
49mg/51my e e 1o STAEL S|
Rx only mmsm o,
1 Taties mmu-mmwsl
L&.ﬂmmﬂ i j‘/
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;A Fhysician ple e e ung 7
i Not for Sale L O e

o c Eﬂtl‘EStO” Protect from maisiure.

] (sacubitril/valsartan) [ insat o dogs ot o oo

g tablets o— ;

- . g P Lid, 67161 Singogre

49ma/51mg mmwsm
Rxonly 28 Tablets st —
th NovarTIS losts_0man0 1205185 |)

L3

Entre
(sacubirril/valsartan)
tablets

. by Npwartis

49mg/51mg wing Pl 112 63161 Sgapare
Rx only &}m&mmm

60 Tablets

this. and all drugs out of te reach
baaa

pww Entresto.com
H-888-ENTRESTO (1-888-368-7378)
iE Novwartis 21254 IS

lablets

97mg/103ma

NDC N

o Entrestor B psirceicaronn
B (sacubirl/valsartan) -_1...5..."“‘
L tablars i g tatinG:
o 97mg/103mg enihoaee B b S
I Rxnnly st by: Novartis Pharmacesticas Corp.
n East Hanover, W 07936

60 Tablets o Entbresho.com
(1-BEE-ENTRESTO {1-BB8-368-7378)
—

Model container/carton/blister labels (Source: DARRTS; ANRPT-3 submitted 8/30/2018)
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(=soqg uun Jnog g1 x 01)
SR|qeL 09T
Kjuoxy

siajge! (UelissfeAf|ulignass)
«0}SaU3 ¢

GE-G590-3/00 00N

Usuzal Dosage: Sea prescribing information.

Shore at 25°C (77°F); excursians parmitted to
15°C o 30°C (&°F o 85°F), [zee USP contralled
room temperakure]. Protect from moisure.

NDC 0078-0659-35

bl @Entresto~
Do ot distribute for housebolduse. (sacubitril/valsartan) tablets

Ko this and all drsgs out of S reach of children
g 24mg/26mg
MeFd. by, is Singapare
Manufachuring Pia. Lid. g
537861 Singapore: g
Dést. by: Movartis Pharmaceuficals Coep. ot |
East Hanover, NI 07936 g g .‘““. a
= [ ISTITUTION ONLY
1-B83-ENTRESTO (1-B88-368-7378) 5 ‘E‘ a
= Rx only
= BE %"‘ g 100 Tablet
I!III |I|| % h’}g ;; 8 (10 x 10 Count Unit Dose)
SE B
078-0659-35 2 E £= = £ Sk
© NHovarles 120752 USH § s - 3 ‘Shown actul size.
° b NOVARTIS

P Bt el g s of B o of s

N, b Mo Sngosn Purresancd
Wamsiachrirg Pl L.

e

Dint: by Mowartes Fawwossiicots Do
Eannl Hmo', 01 (7906

o sty
|68 ENTRESTO (1688 28 7T

AR,

Reonly 100 Tablels (910 Count Uit Dess)

[sacabitrilivateartan] tablers

@Entresto®
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Moy 100 Teukehs (000 1D Clmnet Uit Doen )

tabiets 2
49mg/S1mg

© Movartis 312488

wend7ir-a BM—
Rxealy —
e vt =
49mg/Simg

© Nowrtis 312489

meone-0711-a gl
Rx only _
49mg/51mg

© Nowartis 312489 &

23
The USP was searched on 10/2/2019.

UNITED STATES PHARMACOPEIA (USP)
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: Packaging and Storage/Labeling
YES or NO Date (NAW&'L?';“E:OE'::;“) Statements
(NA if no monograph)
Currently Official NO NA NA
Not Yet Official NO NA NA NA

2.4 PATENTS AND EXCLUSIVITIES
The Orange Book was searched on 10/2/2019.

Table 3 provides Orange Book patents for the Model Labeling (NDA 207620) and ANDA patent certifications.
(For applications that have no patents, N/A is entered in the patent number column.)

Date of Labeling Impact
Patent Patent Patent " Patent
P Patent Use Code Definition i Patent Cert | (enter Carve-out
Number Expiration | Use Code Certification Submission of None)
2023-11-27
7468390 PED v 7182019 None
05/27/2024
2023-01-14
8101659 Ped 7/14/2023 v 7182019 None
2023-01-14
8404744 PED 7/14/2023 v 7182019 None
g796331 | 20230114 |\ 4703 TREATMENT OF HEART FAILURE v 71812019 None
PED 7/14/2023
2027-05-27
8877938 PED v 7182019 None
1112712027
2026-11-08
9388134 PED U-1723 TREATMENT OF HEART FAILURE v 7182019 None
05/08/2027

Table 4 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.

- - - Date of Labeling Impact
Ex:!usmty Excl_u sn_wty Exclusivity Code Definition Exclusivity Exclusivity | (enter Carve-out
ode Expiration Statement Submissi
ubmission or None)
does not intend
to market its
proposed prior to
NCE 2020-07-07 NEW CHEMICAL ENTITY the expiration of 71812019 None
the NCE
exclusivity.

2.5 MANUFACTURER, DISTRIBUTOR, AND/OR PACKER

Name and Address of ANDA
Manufacturer/Distributor/Packer Nameé::t:;: ::g:::nANDA Na;‘rz:::b?:d:::r::t;f\m\
(Module 3.2.P.3) 9
11|Page
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Manufactured for: Manufactured for:

Laurus Generics Inc. Laurus Generics Inc.

; 400 Connell Drive
siifios L vt 2 Conrell rive Suite 5200

bnd Floor, Serene Charnbers, Road No. 7 Bte Sk Berkeley Heights, NJ 07922

Banjara Hills, Hyderabad - 500034, e tiad i P R Manufactured by:
Telangana, India (IND). Y.

(0)(4) (0)(4)

3. ASSESSMENT OF ANDA LABELING AND LABELS

Is this product Rx or OTC? Please check one.

X] Rx Product (If Rx, skip 3.2 OTC DRUG PRODUCT.)
[_] OTC Product (If OTC, skip 3.1 RX DRUG PRODUCT.)

3.1 RX (PRESCRIPTION) DRUG PRODUCT

3.1.1 RX: PRESCRIBING INFORMATION

Reviewer Assessment:

Is the Prescribing Information same as the model labeling, except for differences allowed under 21 CFR
314.94(a)(8)? NO

Is the established name the same as the USP monograph title appearing in section 2.3? NA

Is the established name the same as the RLD’s nonproprietary name? YES

If NO is answered to EITHER of the 2 questions above, then advise firm to revise to the USP name (if
applicable) and include justification language under Reviewer Comments.

Does the Model Labeling have combined insert labeling for multiple NDAs or dosage forms? NO

Is the applicant’s “patent carve out” acceptable? NA

Is the applicant’s “exclusivity carve out” acceptable? NA

Is the Manufacturer/Distributor/Packer statement acceptable? YES

Is there a Pregnancy Registry for the NDA RLD? NO (If YES, determine if it is required for the ANDA and
provide assessment under Reviewer Comments.)

For antiretroviral applications, did the applicant state its intent to join the Antiretroviral Pregnancy Registry
(APR) upon full approval? NA

Reviewer Comments:
e On 10/1/2019 an efficacy supplement for pediatric use and indication was approved for the NDA.
ANDA will be requested to revise accordingly. In addition, we anticipate H/W pediatric exclusivity
will be posted in the OB.. '

s Minor editorial change needed under HIGHLIGHTS, title line, dosage form “tablets” rather than
TABLETS. This type of change editorial and based on labeling tools guidance. Because the insert has
to be revised based on new updates, we will be issued the following comment: PROFESSIONAL
LABELING - HIGHLIGHTS, title line, replace “TABLETS” with lower case letters “tablets”. See the
RLD labeling for guidance.

- (b)(4)

* +-
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3.1.1.1 RX: DESCRIPTION

Model Labeling

ENTRESTO contains a complex comprised of anionic forms of sacubitril and valsartan, sodium cations, and water molecules
in the molar ratio of 1:1:3:2.5, respectively. Following oral administration, the complex dissociates into sacubitril (which is
further metabolized to LBQ657) and valsartan. The complex is chemically described as Octadecasodiumhexakis(4-{[(1S,3R)-
1-([1,1"-biphenyl]-4-yimethyl)-4-ethoxy-3-methyi-4-oxobutyllamino}-4- oxobutanoate)hexakis(N-pentanoyl-N-{[2'-
(1H-tetrazol-1-id-5-y1)[1,1"-biphenyl]-4-ylmethyl}-Lvalinate}—water (1/15).

Its empirical formula (hemipentahydrate) is C48H55N608Na3 2,5H20. lts molecular mass is 957.99 and its schematic
structural

ENTRESTO is available as film-coated tablets for oral administration, containing 24 mg of sacubitril and 26 mg of

valsartan; 49 mg of sacubitril and 51 mg of valsartan; and 97 mg of sacubitril and 103 mg of valsartan. The tablet inactive
ingredients are microcrystalline cellulose, low-substituted hydroxypropylcellulose, crospovidone, magnesium stearate
(vegetable origin), talc, and colloidal silicon dioxide. The filmcoat inactive ingredients are hypromellose, titanium dioxide (E
171), Macrogol 4000, talc, and iron oxide red (E 172). The filmcoat for the 24 mg of sacubitril and 26 mg of valsartan tablet
and the 97 mg of sacubitril and 103 mg of valsartan tablet also contains iron oxide black (E 172). The film-coat for the 49 mg
of sacubitril and 51 mg of valsartan tablet contains iron oxide yellow (E 172)..

ANDA Labeling

anionic forms of sacubitril and valsartan, and sodium cations in the molar ratio of 1:1:3, respectively. Following oral
administration, the complex dissociates into sacubitril (which is further metabolized to LBQ657) and valsartan. The complex is
chemically described as Tri sodium [3-((1,3R)-1-biphenyl-4-yimethyi-3-ethoxycarbonyl-1-butylcarbamoyl)propionate-( S)-3'-
methyl-2'-{pentanoyl{2"-(tetrazol-5-ylate)biphenyl-4-yimethyl}amino)butyrate].

Its molecular formula is C48HS5N608e3Na. Its molecular mass is 912.95 and its schematic structural formula is:

Reviewer Assessment:

Are the inactive ingredients accurate? PENDING DRUG PRODUCT REVIEW

For products required to be qualitatively and quantitatively the same in regards to active and inactive
ingredients (Q1/Q2), are the ANDA ingredients consistent with the Model Labeling? NA

Does any inactive ingredient require special warnings, precautions, or labeling statements? NO

Are the required USP recommendations and/or differences in test methods (e.g., dissolution, organic impurities,
assay) reflected in the labeling? NA

If the labeling includes a “Does not contain...” statement, is it acceptable/allowed? NA Has the statement been
verified by drug product reviewer? NA

(0)(4)
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(0)(4)

32 P 1.2 Composition of the Drug Product

The Qualitative and Quantitative Composition of Sacubitn] and Valsartan Tablets 24 mg/26 mg,
49 mg/51 mg and 97 mg/103 mg along with the function of each component are listed below:

(b)(4)
Sacubitril Valsartan| (D) (4) InHouse |Active Ingredient

[ (o)) -

s o] o) (D)(4)

{B){4)
Silicon dioxide| _ (D)(4) | USPNF
Magnesium Stearate]  (D)(4) | USP-NF

(b)(4)

(b)(4) [v (b)(4)
(b)(4)

(0)(4) v (b)) |
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S):

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.
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3.1.1.2 RX: HOW SUPPLIED/STORAGE AND HANDLING

ENTRESTO (sacubitril/valsartan) is available as unscored, ovaloid, biconvex, film-coated tablets, containing 24 mg of
sacubitril and 26 mg of valsartan; 49 mg of sacubitril and 51 mg of valsartan; and 97 mg of sacubitril and 103 mg of
valsartan. All strengths are packaged in bottles and unit dose blister packages (10 strips of 10 tablets) as described below.

Tablet Color | Debossment NDC # 0078-XXXX-XX
Sacubitril/ Valsartan "NVR" and | Bofttle of 60 Bottle of 180 Blister Packages of 100
. 24 mg/26 Violet | LZ 0659-20 0659-67 0659-35
Model Labeling e white
49 mg/51 mg Pale L1 0777-20 0777-67 0777-35
yellow
97 mg/103 mg Light |L11 0696-20 0696-67 0696-35
pink
Store at 25°C (77°F) with excursions between 15°C and 30°C (59°F and 86°F) permitted [see USP Controlled Room
Temperature]. Protect from moisture.
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16 HOW SUPPLIED/STORAGE AND HANDLING
Sacubitril and valsartan tablets are available as described below:
Sacubitril and valsartan tablets 24/26 mg, (sacubitril 24 mg and valsartan 26 mg) are violet white color, oval

shaped, biconvex film-coated tablets debossed with "S5" on one side and plain on the other side.

Bottles of 30 NDC 42385-930-30

Bottles of 60 NDC 42385-930-60

Bottles of 180 NDC 42385-930-18

Carton with 100 (10 x 10) Unit-Dose Tablets

containing cold form with desiccant blisters NDC 42385-930-68

Carton with 100 (10 x 10) Unit-Dose Tablets

containing PVC/ACLAR blisters NDC 42385-930-72

Sacubitril and valsartan tablets 49/51 mg, (sacubitril 49 mg and valsartan 51 mg) are pale yellow color, oval

shaped, biconvex film-coated tablets debossed with “S1" on one side and plain on the other side.

Bottles of 30 NDC 42385-931-30

Bottles of 60 NDC 42385-931-60

Bottles of 180 NDC 42385-931-18

Carton with 100 (10 x 10) Unit-Dose Tablets

containing cold form with desiccant blisters NDC 42385-931-68

Carton with 100 (10 x 10) Unit-Dose Tablets

containing PVC/ACLAR blisters NDC 42385-931-72

Sacubitril and valsartan tablets 97/103 mg, (sacubitril 97 mg and valsartan 103 mg) are light pink color, oval

shaped, biconvex film-coated tablets debossed with “S2" on one side and plain on the other side.

Bottles of 30 NDC 42385-932-30

Bottles of 60 NDC 42385-932-60

Bottles of 180 NDC 42385-932-18

Carton with 100 (10 x 10) Unit-Dose Tablets

containing cold form with desiccant blisters NDC 42385-932-68
Carton with 100 (10 x 10) Unit-Dose Tablets

containing PVC/ACLAR blisters NDC 42385-932-72

Store at 20° to 25°C (68° to 77°F); excursions permitted between 15° to 30°C (59° to 86°F) [See USP
Controlled Room Temperature]. Protect from moisture.

ANDA Labeling

Reviewer Assessment:

Are all of the submitted labels and labeling consistent with the How Supplied section? YES

Is the description (e.g., scoring, color, imprint) of the finished product in the HOW SUPPLIED section
accurate? PENDING DRUG PRODUCT REVIEW

Does the ANDA require the same color coding as the Model? NO

Is there any difference in scoring configuration between the ANDA and the Model Labeling? NO

Are the packaging sizes and configurations acceptable as compared to the Model Labeling? YES

If the packaging configuration is different than the Model Labeling, does it require addition or deletion of
labeling statements? NO

Is the storage or dispensing statement acceptable as compared to the Model Labeling? YES

Is the storage or dispensing statement acceptable as compared to the USP? NA

Reviewer Comments: The RLD proposes 60s, 180s, and UD (institutional) while the ANDA is proposing
308“601“ o |and ISOSMand UD. The 30 count appears reasonable for this drug product.
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_Reviewer Assessment:
Diomewms

3.1.3 RX: OTHER PATIENT LABELING

Are other patient labeling required? YES
If YES go to Reviewer Assessment below, if NO go to section 3.1.4.

Reviewer Assessment:

Was other patient labeling submitted? YES
Is the patient labeling the same as the model labeling, except for allowable differences? YES

Reviewer Comments: Updates to the RLD PI occurred on 10/1/2019. Applicant will be requested to revise
their labeling. (b)(4) |

(b)(4)

3.14 RX: CONTAINER LABEL

Was container label (other than Blisters) submitted? YES
(For BLISTER labels go to section 3.1.5.)

Reviewer Assessment:

Is the established name acceptable? YES
Is title case used in expressing the established name? YES
Does labeling comply with Tall Man lettering recommendations found on FDA webpage? NA
If the container label is too small to contain all required information, does it meet the “too small” exemption
found in 21 CFR 201.10(i)? NA
Are established name (proprietary name, if applicable) and strength the most prominent information on the
Principal Display Panel? YES
Is the following information properly displayed?
Net quantity statement: NO
Route(s) of administration (other than oral): NA
Warnings (if any) or cautionary statements (if any): NA
Medication Guide Pharmacist instructions per 21 CFR 208.24(d): NA
Controlled substance symbol: NA
Usual Dosage statement: YES
Product strength equivalency statement: NA
NDC: YES
Bar code per 21 CFR 201.25(c)(2): YES
Is the Manufacturer/Distributor/Packager statement acceptable? YES
Are the USP recommendations and/or differences in test methods (e.g., organic impurities, assay) reflected on
the label(s)? NA
Is the storage or dispensing statement consistent with the How Supplied section of the insert? YES
Does any inactive ingredient require special warnings, precautions, or labeling statements? NO
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Are multiple strengths differentiated by use of different color or other acceptable means? YES

Are the labels of related products differentiated to avoid selection errors? NA

Does the ANDA require the same color coding as the Model? NO

Are requirements met for the required label statements (21 CFR 201.15 and 21 CFER 201.100)? YES
Reviewer Comments:
This ANDA is proposes 30s, 60s, 180s, UD 100s While the RLD markets 60s, 180s and UD 100s. The
package size of 30s appears to be a reasonable difference in package size from the RLD. There are no safety

concerns for 30s

¢ (b)(4) | See
comment to applicant above. The container labels are inadequate.

e The net quantity statement is in-close proximity to the declaration of strength. relocate to the bottom
part of the labeling or top part near NDC numbers.

Bottles labels and UD carton labeling are inadequate.
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3.1.5 RX: UNIT DOSE BLISTER LABEL

Is container a Unit Dose Blister Pack? YES
If YES go to Reviewer Assessment below, if NO go to section 3.1.6.

Reviewer Assessment:

Does each blister include only one dosage unit (e.g., one tablet, one capsule)? YES
Do proprietary name, established name, strength, bar code, and manufacturer/distributor/packer appear
accurately on each blister cell? YES

Reviewer Comments: None.

3.1.6 RX: CARTON (OUTER OR SECONDARY PACKAGING) LABELING

Was carton labeling submitted? YES
If YES go to Reviewer Assessment below, if NO go to section 3.3.

Reviewer Assessment:

Are the answers to the Container Label questions the same for the Carton Labeling? YES If no, please explain
the differences in the Reviewer Comments section.

If container is too small or otherwise unable to accommodate a label with enough space to include all required
information, is all required information present on the carton labeling? NA

Reviewer Comment (b)(4)

(0)(4)

(b) (4) ‘We will ask for a revision.

UD carton labeling are in-adequate.
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.
3.2.1.1 OTC: INACTIVE INGREDIENTS COMPARISON
Tt Ctord s s o O DSt

Reviewer Assessment:
ot
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3.3 CONTAINER/CLOSURE

Reviewer Assessment:

Describe container closure (e.g., 30s| (0)4) |100s| (b)(4) |and cite source of information in Reviewer
Comments text box.

Is the use of a child-resistant closure (CRC) or non-CRC appropriate? YES
Are the tamper evident requirements met for OTC, Ophthalmic and Controlled Substances NA
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For ophthalmic products:

Does this ophthalmic product cap color match the American Academy of Ophthalmology (AAO) packaging
color-coding scheme? NA

For parenteral products:
Is there text on the cap/ferrule overseal of this injectable product? NA
If YES, does text comply with the recommendations in USP General Chapter <7> Labeling? NA
What is the cap color? NA
NOTE: Black closure system is prohibited, except for Potassium Chloride for Injection Concentrate.

Reviewer Comments: 30s, 60s, 180s| (b)(4) | Unit dose blisters 100 (10x10s) Module 3.2.P.1
The primary packaging material components were required to meet the established specifications.

- TR T

Oomew

3.5 STRUCTURED PRODUCT LABELING (SPL) DATA ELEMENTS

Was SPL submitted? YES
Tablet/Capsule ANDA Tablet/Capsule Size (mm) and impri;lt code ANDA Tablet/Capsule Size (mm) and imprint code
Strength from SPL (Cite source: e.g., Description and Composition of the
Drug Product in 3.2.P.1, and Commercial Batch Record
in3.2P.3.3)
24 mg/26 mg 85; 9mm; no score See below
49 mg/51 mg S1; 12 mm; no score
97 mg/103 mg S52;15 mm; no score

Reviewer Assessment:

Are the data elements (strength, inactive ingredients, product characteristics, packaging etc.) consistent with the
information submitted in the ANDA labeling? YES

Reviewer Comments:
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Module 3.2.P.1

3.2.P.1.1 Description of the Drug Product

Sacubitril and Valsartan Tablets

24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg

Omal

Violet white color, oval shaped, biconvex film-coated tablets
debossed with “S5” on one side and plain on the other side.
Pale yellow color, oval shaped biconvex film-coated tablets
debossed with “S1” on one side and plain on the other side.
Light pink color, oval shaped, biconvex film-coated tablets
debossed with “S2” on one side and plain on the other side.

4. COMMENTS FOR OTHER DISCIPLINES
Describe questions/issue(s) sent to and/or received from other discipline(s) (e.g., OPQ, OB):

(For Issues, include the following information: discipline and description of issue, issue reference number or
link, and date of issue)

Reviewer Comments: To OPQ- This just a FYI that the description section in the labeling is noted as having
differences from the RLD. Please provide the applicant guidance if the description difference should change
to reflect the RLD or if the description is allowable difference. The labeling reviewer defers to the quality
assessor for changes in the description and did not make any comment to the applicant.

| (D)(4) |
| ___(0)&) __ |DLR has requested a change {0 the
container labels to be consistent with the applicant’s insert labeling.

5. SPECIAL CONSIDERATIONS

None

6. OVERALL ASSESSMENT OF MATERIALS REVIEWED

Final or Draft or NA Packaging Sizes Rig:ir\'::lsll;a% Recommendation
24 mg/26 mg, 49 mg/51 mg and
Container Final ggsna” %%g‘g.'”an 1805w July 8, 2019 Revise
count bottles)
Blister NA 10s cold form and 10s pvc/aclar July 8, 2019 Satisfactory
Carton NA 100s July 8, 2019 Revise
IOthe_r - sieciii NA
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Submission

Final or Draft or NA Revision Date and/or Code : Recommendation
Received Date
Prescribing Information Final 06/2019 July 8, 2019 Revise
Medication Guide NA
Patient Information Final Sl July 8, 2019 Revise
SPL Data Elements Final June 2019 July 8, 2019 Satisfactory
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Dig’igglly signed by Angela Payne
Date: 10/24/2019 12:00:41PM
GUID: 508da70600028ab611d2ba935d5074a6

Digitally signed by Betty Turner
Date: 10/24/2019 12:33:28PM
GUID: 508da70600028acef381be737f7836a9
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*** This document contains proprietary information that cannot be released to the public.***V-22

LABELING REVIEW

Division of Labeling Review
Office of Regulatory Operations

Office of Generic Drugs (OGD)
Center for Drug Evaluation and Research (CDER)

Date of This Review | 3/30/2020

ANDA Number(s) | 213676

Review Number | 2

Applicant Name | Laurus Labs Limited

Established Name & Strength(s) Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg,
[Add “(OTC)” after strength if applicable] | and 97 mg/103 mg

Proposed Proprietary Name | None

Submission Received Date | 11/07/2019

Primary Labeling Reviewer | Angela Payne, RPh

Secondary Labeling Reviewer | Refer to signature page

Review Conclusion

[ ] ACCEPTABLE - No Comments
X] ACCEPTABLE - Include Post Approval Comments
[] Minor Deficiency* — Refer to Labeling Deficiencies and Comments for Letter to Applicant
[] Major Deficiency’ — Refer to Labeling Deficiencies and Comments for Letter to Applicant
"Theme - Choose an item.
Justification for Major Deficiency - Choose an item.
*Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to

Discipline Review Letter/Information Request (DRL/IR) if all other OGD reviews are acceptable. Otherwise, the labeling
minor and major deficiencies will be included in the Complete Response Letter (CRL) letter to the applicant.

On Policy Alert List X Yes [] No
Combined Insert/Outsert [_| Yes [X] No (If yes, indicate ANDA number)
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1. LABELING COMMENTS

1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT

Labeling Deficiencies determined on (add date) based on your submission(s) received (add
date):

1. GENERAL COMMENTS
Comment

2. CONTAINER LABEL
a. Comment
b. Comment

3. CARTON LABELING
4. PRESCRIBING INFORMATION
a. Comment
b. Subheading
i. Comment
ii. Comment
5. MEDICATION GUIDE
6. STRUCTURED PRODUCT LABELING (SPL)

Submit your revised labeling electronically. The prescribing information and any patient labeling
should reflect the full content of the labeling as well as the planned ordering of the content of the
labeling. The container label and any outer packaging should reflect the content as well as an
accurate representation of the layout, color, text size, and style.

To facilitate review of your next submission, please provide a side-by-side comparison of your
proposed labeling with Choose an item. all differences annotated and explained. We also advise that
you only address the deficiencies noted in this communication.

Additionally, we remind you that it is it your responsibility to continually monitor available labeling
resources such as DRUGS@FDA, the Electronic Orange Book, and the United States Pharmacopeia
— National Formulary (USP-NF) online for recent updates and make any necessary revisions to your
labels and labeling.

It is also your responsibility to ensure your ANDA addresses all listed exclusivities that claim the
approved drug product. Please ensure that all exclusivities and patents listed in the electronic OB are
addressed and updated in your application. Ensure your labeling aligns with your patent and
exclusivity statements.

1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE

The Division of Labeling has no further questions/comments at this time based on your labeling
submission (s) received November 07, 2019.

Additionally, we remind you that it is your responsibility to continually monitor available labeling
resources such as DRUGS@FDA, the Electronic Orange Book, and the United States Pharmacopeia
— National Formulary (USP-NF) online for recent updates and make any necessary revisions to your
labels and labeling.
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It is also your responsibility to ensure your ANDA addresses all listed exclusivities that claim the
approved drug product. Please ensure that all exclusivities and patents listed in the electronic OB are
addressed and updated in your application. Ensure your labeling aligns with your patent and
exclusivity statements.

1.3 POST APPROVAL REVISIONS

(b)(4)
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2. PREVIOUS LABELING REVIEW, DEFICIENCIES, FIRM’S RESPONSE, AND REVIEWER’S
ASSESSMENT

In this section, we include any previous labeling review deficiencies, the firm’s response and reviewer’s
assessment to firm’s response as well as any new deficiencies found in this cycle. Include the previous review

cycle and the review’s submission date(s) [e.g. “The below comments are from the labeling review C3 based on
the submission dated 7/4/15”].
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Reviewer Comments:
Labeling Deficiencies determined on October 1, 2019, based on your submission received
July 8, 2019:

1. CONTAINERS 24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg in bottles of 30s, 60s, and 180s.

a. Relocate the net quantity statement to the bottom portion of label or very top (on same line as NDC
statement) further away from the declaration of strength statement to prevent medication errors.

b. Insert a hyphen in “film-coated” and revise the “Each film-coated tablet...” statements so that the
amount of active ingredient is consistent with the Description section in the insert. (b)(4) \
-(b) (4) '

2. UNIT DOSE BLISTERS and CARTONS, 100s (10 x10 unit dose blisters)

a. Revise “Each film-coated tablet contains...” statements so that the amount of active is consistent with
the insert, description section. (b)(4) |

(b)(4)

3. PRESCRIBING INFORMATION

a. Revise your labeling to be in accordance with the labeling for the reference listed drug (RLD),
Entresto (sacubitril and valsartan) tablets, NDA 207620/S-013, approved 10/1/2019. Labeling is posted at
Drugs @FDA website.

b. Please address any updates to the OB listing.

c. In addition to the above changes, please note the following minor editorial change request:
HIGHLIGHTS, title line, replace “TABLETS” with lower case letters “tablets”. See the RLD labeling for

(b)(4)

4. PATIENT LEAFLET- See comments under prescribing information.

Applicants 11/7/2019 response to cycle 1 deficiencies (2b): Unit dose cartons comment-

(0)(4
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3/30/2020 Reviewer's assessment: Applicant responded to the deficiencies from cycle 1. The container,
blisters, cartons, insert and patient leaflet are adequate.

e While the applicant stated their product carton blister labels matches the RLD, it is noted comment 2b
above (highlight) for the carton will be addressed as a post approval change addressing the blue
highlighted deficiency comment above.

’ (0)(4)

2.1 CONTAINER AND CARTON LABELS

Did the firm submit container and/or carton labels that were NOT requested in the previous labeling review?

NO

If yes, state the reason for the submission, and comment below whether the proposed revisions are acceptable or
deficient.

Reviewer Comments: Deficiencies from cycle 1 were addressed in cycle 2. Container labels, unit dose
blisters and cartons labels are adequate. ] (b)(4)

2.2 ADDITIONAL BACKGROUND INFORMATION PERTINENT TO THE REVIEW

In this section, include any correspondence or internal information pertinent to the review. Include the
correspondence(s) and/or information date(s) [e.g. resolution of any pending chemistry review or issue].

(0)(4)

3. LABELING REVIEW INFORMATION AND REVIEWER ASSESSMENT

Reviewer Comments:

3.1 REGULATORY INFORMATION

Are there any pending issues in DLR's SharePoint Drug Facts? YES
If Yes, please explain in section 2.2 Additional Background Information Pertinent to the Review‘ (b)(4)

(b)(4)
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Is the drug product listed in the Policy Alert Tracker on OGD’s SharePoint? YES
If Yes, please explain. Check PAL#03302020

cP FDA-2019-P-1893 | Entresto 207620
No Approval Actions (AP/TA) can be taken prior to All disciplines can continue communications (CRL, IR'DRL);
contacting Policy Lead | CC should contact Policy if related to CP

Is the drug product listed on the Susceptibility Test Interpretive Criteria web page? NO

3.2 MODEL LABELING

X] MOST RECENTLY APPROVED NDA MODEL LABELING
(If NDA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and if so,
enter the most recently approved ANDA labeling information as applicable.)

NDA#/Supplement# (S-000 if original): NDA 207620/SE-013
Supplement Approval Date: 10/1/2019

Proprietary Name: Entresto® (sacubitril/valsartan), Tablets.
Established Name: sacubitrilivalsartan tablets

Description of Supplement:

This Prior Approval supplemental new drug application, submitted in response to a Pediatric Written Request, supports a
labeled indication for use of Entresto® for freatment of symptomatic heart failure with systemic left ventricular systolic
dysfunction in pediatric patients aged one year and older. Entresto® reduces NT-proBNP and is expected to improve
cardiovascular outcomes.

S-008, approved 11/22/2017
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The

This supplemental new drug application provides for rcvisi‘to pnrv::d lag as follows
(additions are shown as underlined text and deletions are shown as steikethrough text):

Under WARNINGS AND PRECAUTIONS/Angioedema, the following text was added to the
last paragraph:

Patients with a prior history of angioedema may be at increased risk of angioedema with
ENTRESTO [see Adverse Reactions (6.1)]. ENTRESTO sheald must not be used in
patients with a known history of angioedema related to previons ACE inhibitor or ARB

therapy [see Contraindications (4)]. ENTRESTO should not be used in patients with
hereditary angioedema.

2. Under ADVERSE REACTIONS, the following section was added:

6.2 Postmar| Experience
The following additional adverse reactions have been reported in postmarketing

rience. Because these reactions are reported voluntarily from a ion of
uncertain size, it is not alw, ssible to reliably estimate their or establish a

causal relationship to sure.
ensitivity, including rash itus and anaphviactic reaction

revision was made o the Entresto Patient Package Insel:

3. Under What should I tell my doctor before taking ENTRESTQ? the following bullet was

o have a history of hereditary angioedema

4. The CONTENTS section was updated to reflect the addition of the new section (6.2).

5. The revision date and version numbers were updated.

There are no other changes from the last approved package insert.

OTHER IMPORTANT INFORMATION:

Supplement 16 (CBE-30 CMC supplement): PENDING; | (b)(4)

Supplements 14 to 15 (CMC supplements); PENDING No submission of |abels; no impact on labeling.

[C] MOST RECENTLY APPROVED_ANDA MODEL LABELING
ANDA#/Supplement# (S-000 if original): Click here to enter text.
Supplement Approval Date: Click here to enter text.

Proprietary Name: Click here to enter text.
Established Name: Click here to enter text.
Description of Supplement: Click here to enter text.
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[] OTHER (Describe):

Reviewer Assessment:

allowed under 21 CFR 314.94(a)(8)? YES

Is the Prescribing Information or Drug Facts Labeling (OTC) same as the model labeling, except for differences

Are the specific requirements for format met under 21 CFR 201.57(new) or 201.80(old), or 201.66 (OTC)? YES

Does the Model Labeling have combined insert labeling for multiple dosage forms? YES

Reviewer Comments:

The proposed template models the RLD S-013. This NPP is being retained in the labeling.

| (b)(4)

3.3 MODEL CONTAINER LABELS
Model container/carton/blister labels (Source: DARRTS; ANRPT-4 submitted 8/30/2019)

The insert and medication guide are adequate.

49-6590-8200

NDC 0078-0659-

Entrestoe
(sacubitril/valsartan)

fablets

24mg/26mg

Rx only
180 Tablets

th NOVARTIS

:

of children.

sual Dosag :Saemscﬁhhginhmaih?
Store at 25°C (77°F); excursions

permitted to 15°C to 30°C (58°F te 86°F),
[see USP controlled room temperature]
ptect from moisture.

eep this and all drugs out of the reach

d. by: Novartis Singapore Pharmaceutical
anufacturing Pte. Ltd., 637461 Singapore

Dist. by: Novartis Pharmaceuticals Corp.
ast Hanover, NJ 07936

vw Entresto.com
1-§88-ENTRESTO (1-888-368-7378)

121253 IS

S

Not for Sale i mﬁ’%‘#”m
@Entrestos o o g
(sacubitril/valsartan) i vl W
tablets . by: ovartis Singapore Pharmaceutical
7 Ple. Lid, 637461 Singapore
e
Enat Hanover, K 07936
Rxonly 28Tablets s TUS—
U NOVARTIS Btiova 178,965
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o Entrestor
(sacublrril/valsartan)

tablets

2dmo/26mg

Rx anly
60 Tablets

Lth NOVARTIS

R
a1 25°C (1T°F); excarsions

permitted to 15°C to 30°C (39°F tu B6°F),
{sea USP canirolled room temperature],
Protect from moisture.
Moep this and all drugs out of the reach
pf childcan.

by: Nowarlis Singapore Pharmacautical

ring Pie, Lid., 637461 Singapore
isL. by: Novartis Phanmaceuticals Corp,

East Hanover, NI 07936
yrvew Entresto.com
11-888-ENTRESTO (1-BB8-368-7378)

2

Entrestos
(sacubitrll/valsartan)
tablets

43mg/51mg

Rx only
180 Tablets

L&h novarTis

ﬁmﬂmmﬂm\
a1 25°C (77°F; encursions

permitied to 15°C to 30°C (39°F 1o 86°F),
fsee USP controlied room temperaturs]|
Protect from molsturs.

Koep this and all drugs out of the mach
of children,

P ysician sampie
Not for Sale

@Entresto°

(sacubitril/valsartan)

Fieep this and all drugs out of the resch
of children.

tablets 1. b Novartis Singapore Prarmaceutca
Manuiacturing Pie. Lid., 837451 Singapona
43mg/51mg i b s Pt O
Beonly JATehinty 0. S28-ENTRESTO 1-888-368 7308)
th NovARTIS owtis 0079177912035 ) )
: — N
at 25°C (77°F); smcursions.
Entresto® praliad 1 030 (7 0 167
.o cont| room
e (sacubitrilfvalsartan) Ao
1 tablers Heeg this and all dugs out ofha reach
=] pf children.
N 49mg/blmag aniacing i L, G316 Snppr
- ey Bt
nJ
— R4 ENTRESTO (18863661578
Lth novagTIs ;

=

$99B508200£00 :NILO

[ ————— liowa

97mg/103mo
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“\\‘

Entresto® &m;mummmm' by
room

(sacubitrll/valsartan) Protectfrom moisture.
1ablats ﬁmwammum

§7mg/103my h‘"h'_‘:km’ G308 Sagmore
Rxonly mmlm i
60 Tahlets weww Entivestn.com

[I-888-ENTRESTO {1-886-368-7378)

Model container/carton/blister labels (Source: DARRTS; ANRPT-3 submitted 8/30/2018). The RLD has
delisted blister packs

dwez /dwyg

SI0J0e! (VELIBSIBA/|IGN3ES)
~0}SajU3 ¢

SEG590-23/00 2ON

Usual Desage: See prescribing information.
Slore 2t 25°C (77°F); axcursions permiited to
15°C to 30°C (F°F o §6°F), [see USP contralled
room tsmperaiure]. Protect from moisture.

NDC 0078-0659-35

Eknﬂap -::rmm-lng o rEStOm
pey e (sacubitril/valsartan) tabiets
Keep this and all drags out of the reach of children.
e z
Hamer, M0 = PACKAGE NOT CHILD-RESISTANT
E“mﬂlm = = IN-INSTITUTION LISE ONLY
= s
1-BR8-ENTRESTO (1-BE8-368-7378) - E s h."
8 28 = | 100 Tablets
|!IIII |I||l| g Y =< 5 (10x 10 Count Uit Dose)
=t -
5 '0078-0659-35 = g -E'-g = £ E_
= s E L g =~ 2 ‘Shown achoad size
° b NOVARTIS
GTIN: DE3007B0EEEIED

11|Page

Page 71 of 1492



“Reonby 100 Tablets (10 £ 10 Count Unit Dose)

@Entresto™
(sacabiiriljvelsartan tablets
451

Lerg] -/

Model container/carton/blister labels (Source: DARRTS; ANRPT-1 submitted 8/30/2016). The applicant is
no longer marketing blisters container/cartons.
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ey —T —y
WOC 0078-0777-61 :I‘::mml = ;ﬁg\;l-wﬁ-ﬁl
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3.4 UNITED STATES PHARMACOPEIA (USP)
The USP was searched on 3/30/2020.

. Packaging and Storage/Labeling
YES or NO Date (NAM;':“L“:E:QT'::’ ’ Statements
grap (NA if no monograph)
Currently Official NO B  Cick here to enter text. Click here to enter text,
Click here to enter
. the date when the . .
Not Yet Official NO monograph becomes Click here to enter text. Click here fo enter text.
official,

Reviewer Assessment:

Are the required USP recommendations and/or differences in test methods (e.g., dissolution, organic impurities,
assay) reflected in the labeling and labels? NA

Reviewer Comments:
NA
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3.5 PATENTS AND EXCLUSIVITIES

The Orange Book was searched on 3/30/2020.

Table 3 provides Orange Book patents for the Model Labeling NDA 207620 and ANDA patent certifications.
(For applications that have no patents, N/A is entered in the patent number column)

Date of Labeling Impact
Patent Patent Patent - Patent
e Patent Use Code Definition G Patent Cert | (enter Carve-out
Number Expiration | Use Code Certification Submission of None)
2023-11-27
7468390 PED v 7/8/2019 None
052712024
2023-01-14
8101659 Ped 7/14/2023 v 71812019 None
2023-01-14
8404744 PED 7/14/2023 v 71812019 None
g796331 | 20230114 |, 1703 TREATMENT OF HEART FAILURE v 7182019 None
PED 7/14/2023
2027-05-27
8877938 PED v 71812019 None
1112712027
2026-11-08
9388134 PED U-1723 TREATMENT OF HEART FAILURE v 71812019 None
05/08/2027
Reviewer Assessment:

| Is the applicant’s “patent carve out” acceptable? NA

Reviewer Comments:
NA

Table 4 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.

s ;i s Date of Labeling Impact
EK{(:;::I:IW E:;cl:::mt: Exclusivity Code Definition g:::::::{ Exclusivity | (enter Carve-out
P Submission or None)
does not intend
07/07/2020 [to market prior to
NCE PED NEW CHEMICAL ENTITY the expiration of|  7/8/2019 None
01/07/2021 the NCE
exclusivity.
does not intend
10/02/2022 fto market prior to
NPP/3-013 PED New Patient Population the expiration of| 11/7/2019 None
04/01/2023 the NPP
exclusivity.

Reviewer Assessment:

| Is the applicant’s “exclusivity carve out” acceptable? NA
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NA

4. DESCRIPTION, HOW SUPPLIED AND MANUFACTURED BY STATEMENT

Tables 5, 6, and 7 describe any changes in the inactive ingredients, dosage form description, package sizes, and
manufacturer/distributor/packer statements of the Prescribing Information or Drug Facts for OTC products
when compared to the previous labeling review.

Reviewer Assessment:

size(s) for OTC? NO

Are there changes to the manufacturer/distributor/packer statements? NO
If yes, then comment below in Tables 5, 6, and 7.

Are there changes to the inactives in the DESCRIPTION section or Inactive Ingredients (OTC)? YES
Are there changes to the dosage form description(s) or package size(s) in HOW SUPPLIED or package

Previous Labeling Review

Currently Proposed

Assessment

b)(4

Sacubitril and valsartan tablets are
ailable as film-coated tablets for oral
dministration, containing 24 mg of sacubitril and
6 mg of valsartan; 49 mg of sacubitril and 51
g of valsartan; and 97 mg of sacubitril and 103
g of valsartan. The tablet inactive ingredients
re crospovidone, low-substituted
ydroxypropylcellulose, magnesium stearate,
icrocrystalline cellulose, and silicon dioxide.
he film-coat inactive ingredients are
romellose, titanium dioxide, Macrogol 4000,
le, and iron oxide red.

3

(b)(4)

The film-coat for the 24 mg of sacubitril and 26
g of valsartan tablet and the 97 mg of sacubitril

nd 103 mg of valsartan tablet also contains iron

pxide black.

The film-coat for the 49 mg of sacubitril and 51

g of valsartan tablet contains iron oxide yellow.

Previous Labeling Review

Currently Proposed

Assessment
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16 HOW SUPPLIED/STORAGE AND
HANDLING Sacubitril and valsartan tablets are
available as described below: Sacubitril and

alsartan tablets 24/26 mg, (sacubitril 24 mg and
alsartan 26 mg) are violet white color, oval
shaped, biconvex film-coated tablets debossed
ith “S5” on one side and plain on the other side.
Bottles of 30 NDC 42385-930-30 Bottles of 60
NDC 42385-930-60 Bottles of 180 NDC 42385-
930-18 Carton with 100 (10 x 10) Unit-Dose
ablets containing cold form with desiccant
blisters NDC 42385-930-68 Carton with 100 (10
X 10) Unit-Dose Tablets containing PVC/ACLAR
blisters NDC 42385-930-72 Sacubitril and
alsartan tablets 49/51 mg, (sacubitril 49 mg and
alsartan 51 mg) are pale yellow color, oval
shaped, biconvex film-coated tablets debossed
ith “S1” on one side and plain on the other side.
Bottles of 30 NDC 42385-931-30 Bottles of 60
NDC 42385-931-60 Bottles of 180 NDC 42385-
031-18 Carton with 100 (10 x 10) Unit-Dose
ablets containing cold form with desiccant
plisters NDC 42385-931-68
arton with 100 (10 x 10) Unit-Dose Tablets

containing PVC/ACLAR blisters NDC 42385-931-containing PVC/ACLAR blisters NDC 42385-931-

2 Sacubitril and valsartan tablets 97/103 mg,
sacubitril 97 mg and valsartan 103 mg) are light
pink color, oval shaped, biconvex film-coated
ablets debossed with “S2” on one side and plain
on the other side. Bottles of 30 NDC 42385-932-
30 Bottles of 60 NDC 42385-932-60 Bottles of
180 NDC 42385-932-18 Carton with 100 (10 x
10) Unit-Dose Tablets containing cold form with
desiccant blisters NDC 42385-932-68 Carton

ith 100 (10 x 10) Unit-Dose Tablets containing
PVC/ACLAR blisters NDC 42385-932-72 Store
t 20° to 25°C (68° to 77°F); excursions
permitted between 15° to 30°C (59° to 86°F)
[See USP Controlled Room Temperature].
Protect from moisture.

16 HOW SUPPLIED/STORAGE AND
HANDLING Sacubitril and valsartan tablets are
available as described below: Sacubitril and

alsartan tablets 24/26 mg, (sacubitril 24 mg and
alsartan 26 mg) are violet white color, oval
shaped, biconvex film-coated tablets debossed
ith “55° on one side and plain on the other side.
Bottles of 30 NDC 42385-930-30 Bottles of 60
NDC 42385-930-60 Bottles of 180 NDC 42385-
930-18 Carton with 100 (10 x 10) Unit-Dose
ablets containing cold form with desiccant
blisters NDC 42385-930-68 Carton with 100 (10
x 10) Unit-Dose Tablets containing PVC/ACLAR
plisters NDC 42385-930-72 Sacubitril and
alsartan tablets 49/51 mg, (sacubitril 49 mg and
alsartan 51 mg) are pale yellow color, oval
shaped, biconvex film-coated tablets debossed
ith “S1" on one side and plain on the other side.
Bottles of 30 NDC 42385-931-30 Bottles of 60
NDC 42385-931-60 Bottles of 180 NDC 42385-
931-18 Carton with 100 (10 x 10) Unit-Dose
ablets containing cold form with desiccant
blisters NDC 42385-931-68
arton with 100 (10 x 10) Unit-Dose Tablets

2 Sacubitril and valsartan tablets 97/103 mg,
sacubitril 97 mg and valsartan 103 mg) are light
pink color, oval shaped, biconvex film-coated
ablets debossed with “S2” on one side and plain
on the other side. Bottles of 30 NDC 42385-932-
30 Bottles of 60 NDC 42385-832-60 Bottles of
180 NDC 42385-932-18 Carton with 100 (10 x
10) Unit-Dose Tablets containing cold form with
desiccant blisters NDC 42385-932-68 Carton

ith 100 (10 x 10) Unit-Dose Tablets containing
PVC/ACLAR blisters NDC 42385-932-72 Store
at 20° to 25°C (68° to 77°F); excursions
permitted between 15° to 30°C (59° to 86°F)
[See USP Controlled Room Temperature].
Protect from moisture.

No change

NJ 07922 Manufactured by: Laurus Labs Limited
\Visakhapatnam-531011 India Revised: 06/2019

NJ 07922 Manufactured by: Laurus Labs Limited
\lisakhapatnam-531011 India Revised: 11/2019

Previous Labeling Review Currently Proposed Assessment
Manufactured for: Laurus Generics Inc. Manufactured for: Laurus Generics Inc.
400 Connell Drive Suite 5200 Berkeley Heights, 400 Connell Drive Suite 5200 Berkeley Heights, s
No change except revision date.
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5. COMMENTS/CONSULTS FOR OTHER DISCIPLINES

Describe questions, issues and consults sent to and/or received from other discipline(s) (e.g., OPQ, OB,

DCR):

Refer to the Consult Screening flow chart to determine any necessary consults.

(For Issues, include the following information: discipline and description of issue, issue reference number or
link, and date of issue). Reminder: Refer to chemistry review to verify labeling section (per Chemistry-
Labeling MOU) is complete. Refer to DCR review for combination product to verify if labeling comments
were communicated to applicant.

‘Reviewer Comments:

NA

6. OVERALL ASSESSMENT OF MATERIALS REVIEWED
Tables 8 and 9 provide a summary of recommendations for all labeling pieces for this application.

For each row, you MUST choose an item “Final, Draft, or “NA”. If you enter “NA” under the second column,
you do NOT need to enter “NA” for the remaining columns.

; : . Submission 5

Final or Draft or NA Packaging Sizes Received Date Recommendation
24 mg/26 mg, 49 mg/51 mg and
: ; 97 mg/103 mg in :
Container Final 30s =] 605 ™ land 180 11/7/2019 Satisfactory
count bottles)

Blister Final 10s cold form and 10s pvc/aclar 117712019 Satisfactory

Carton Final 100s 117712019 Satisfactory
(Other - specify) NA Click here to enter text. Click here to enter | Click h?é;to enter

text,

Submission

Final or Draft or NA Revision Date and/or Code Racalved Date Recommendation
Prescribing Information Final Revised: 11/2019 111712019 Satisfactory
Medication Guide NA
Patient Information Final Revised: 11/2019 11/712019 Satisfactory
SPL Data Elements 1%t cycle-NA Click here to enter text. Ko h?re ieqnier | Dilxhare taaree
ext. text.
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Dig’igglly signed by Angela Payne
Date: 4/02/2020 02:06:05PM
GUID: 508da70600028ab611d2ba935d5074a6

Digitally signed by Betty Turner
Date: 4/02/2020 02:21:56PM
GUID: 508da70600028acef381be737f7836a9
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*** This document contains proprietary information that cannot be released to the public.***V-25

Labeling Review
Division of Labeling Review
Office of Regulatory Operations
Office of Generic Drugs (OGD)
Center for Drug Evaluation and Research (CDER)

Date of This Review | 06/07/2021

ANDA Number(s) | 213676

Review Number | 3

Applicant Name | Laurus Labs Limited

Established Name & Strength(s) | Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51
[Add "(OTC)" after strength if | mg, and 97 mg/103 mg
applicable]

Proposed Proprietary Name | NA

Submission Received Date | May 3, 2021

Primary Labeling Reviewer | Angela Payne

Secondary Labeling Reviewer | Marshall Florence

Review Conclusion

O Acceptable - No Comments

O Acceptable - Include Post Approval Comments

& Minor Deficiency* - Refer to Labeling Deficiencies and Comments for Letter to Applicant
O Major Deficiency™* - Refer to Labeling Deficiencies and Comments for Letter to Applicant

*Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to
Discipline Review Letter/Information Request (DRL/IR) if all other OGD reviews are acceptable. Otherwise, the labeling
minor and major deficiencies will be included in the Complete Response Letter (CRL) letter to the applicant.

On Policy Alert List BYes [ONo
Acceptable For Filing BYes [ONo
Combined Insert/Outsert [OYes RNo
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1

LABELING COMMENTS (C3)
1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT (C3

Labeling deficiencies based on your submission received May 3, 2021

1. GENERAL COMMENTS

2. CARTON LABELING

Unit-dose 100s (10x10)- To be consistent with the RLD's cartons, consider adding
“For Institutional Use Only.” statement.

3. PRESCRIBING INFORMATION
a. HIGHLIGHTS, INDICATIONS AND USAGE- Revise to read the same as the RLD.

i First paragraph-| (b)(4) “Benefits are most
clearly evident in patients with left ventricular ejection fraction (LVEF)
below normal.”.

(0)(4)

b. HIGHLIGHTS, RECENT MAJOR CHANGES- Revise to read the same as the RLD
labeling.

c. INDICATIONS AND USAGE- Revise to read the same as the RLD or provide a
comment why you feel this information should not be included.

. First paragraph- (b)(4) “Benefits are most
clearly evident in patients with left ventricular ejection fraction (LVEF)

below normal”.

(0)(4)

d. Clinical Trials, Section 6

Page 3
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Please ensure this section is up to date with the most recently approved RLD
labeling posted at Drugs@FDA and is aligned with your patent certifications and
exclusivity statements.

e. Clinical Trials Experience 6.1, Adult Heart Failure

(b)( 4) This study was in the previously
approved RLD labeling and your previous ANDA labeling submission. Any updates
occurring in the recent approval to section 6.1 would also be retained.

(b)(4)

"In PARADIGM-HF, incidence of angioedema was 0.1% in both the enalapril and
ENTRESTO run-in periods. In the double-blind period, the incidence of
angioedema was higher in patients treated with ENTRESTO than enalapril (0.5%
and 0.2%, respectively). The incidence of angioedema in Black patients was
2.4% with ENTRESTO and 0.5% with enalapril [see Warnings and Precautions
(5-2)]-

Orthostasis was reported in 2.1% of patients treated with ENTRESTO compared
to 1.1% of patients treated with enalapril during the double-blind period of
PARADIGM-HF. Falls were reported in 1.9% of patients treated with ENTRESTO
compared to 1.3% of patients treated with enalapril.

4, PATIENT INFORMATION LEAFLET

(0)(4)

Submit your revised labeling electronically. The prescribing information and any patient labeling
should reflect the full content of the labeling as well as the planned ordering of the content of the
labeling. The container label and any outer packaging should reflect the content as well as an
accurate representation of the layout, color, text size, and style.

To facilitate review of your next submission, please provide a side-by-side comparison of your
proposed labeling with the reference listed drug labeling with all differences annotated and
explained. We also advise that you only address the deficiencies noted in this communication.

Additionally, we remind you that it is your responsibility to continually monitor available labeling
resources such as DRUGS@FDA, the Electronic Orange Book (OB), and the United States
Pharmacopeia — National Formulary (USP-NF) online for recent updates and make any necessary
revisions to your labels and labeling.

It is also your responsibility to ensure your ANDA addresses all listed exclusivities that claim the
approved drug product. Please ensure that all exclusivities and patents listed in the electronic OB
are addressed and updated in your application. Ensure your labeling aligns with your patent and
exclusivity statements.

1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE (C3)
Page 4
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1.3 POST-APPROVAL REVISIONS (C3)

These comments will be addressed post approval (in the first labeling supplement review).

2 INSTRUCTIONS FOR ASSESSMENT (C3)

General Comments:

Select the "no deficiency” or "deficiency” radio button as appropriate for each row. If a "Deficiency Comments” appears, ensure it is
appropriate for your situation, edit, or enter "Reviewer Comments" if necessary.

If there is no issue/concern, or if the question is not applicable. No *Deficiency Comments" will appear but reviewers can still enter
"Reviewer Comments" if desired.

O X There is information in the Orange Book that the applicant needs to address,
= O Information in the Orange Book has expired and the applicant needs to revise labeling.
Reviewer Comments:

Enter free text in this section as necessary.
Deficiency Comments:

* Standardized comments/deficiencies are available for certain questions. For a complete list of standardized comments,
reference the DLR Standardized Comments SharePoint.

'» Reviewers can modify standardized comments/deficiencies for their situation.

' Deficiencies will have a review number, deficiency number, and roman numeral in the user interface. For first original
reviews the review number and iteration numeral will al|gn, however, older Teviews may have review numbers and iteration
numerals that differ due to some reviews being completed under past practloes

» Deficiency comments will populate by default to the Labeling Comments deficiency section unless you select the Post-

Approval checkbox. Assessors also have the option to move all comments to the Post-Approval Revisions section or vice
versa from the Labeling Comments tab.

i

Momdfed F Lmisd 3 BT U B
AW W@ EEE EE K

o S = | — "

[ ST

3 OVERALL ASSESSMENT OF MATERIALS REVIEWED (C3

Final or Draft or N Submission :
NA Packaging Sizes Received Date Recommendation
24 mgl26 mg, 49 mg/51 mg

; ; and 97 mg/103 mg in 30s, ;

Container Final 60s, and 180s count bottles 111712019 Satisfactory
(b)(4)

g ; 10s unit dose cold form and ;

Blister Final 10s pvo/aclar 111712019 Satisfactory
Carton Final 100s (10x10) unit dose 117712019 Revise
Page 5
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Final o':'IEraft OF | Revision Date andlor Code Rseg:iT:]sll;)aL Recommendation
Prescribing Information Final 412021 5/3/2021 Revise
Medication Guide N/A N/A
Patient Information Final 412021 513/2021 Revise
Instructions for Use N/A N/A
SPL Data Elements -

4 LABELING REVIEW INFORMATION(C3)
41 REGULATORY INFORMATION (C3

Yes No
B O Are there any applicable issues in DLR's SharePoint Drug Facts ?

(b)(4) |

R O Is the drug product listed in the Policy Alert Tracker on OGD's SharePomt'?

checked PAL#06042021

DA (1) B
bl biinaian (oo Sidod by
U—-mu--u-'_ﬂ
W0 e Sprecart = P FLD. miting o e sonin, (3] e rrees B

mwmm‘mmumwb . (CRL, IRDRL);

42 MODEL PRESCRIBING INFORMATION (C3)

EIMOST RECENTLY APPROVED NDA MODEL LABELING

(If NDA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and if so,
enter the most recently approved ANDA labeling information as applicable.)

NDA#/Supplement# (S-000 if original): NDA207620 / S-018
Supplement Approval Date: 02/16/2021

Proprietary Name: Entresto

Established Name: sacubitril/valsartan

Description of Supplement:

SE-018- approved 02/16/2021. This Prior Approval supplemental new drug application provides for
updates to the United States Prescribing Information (USPI) and the Patient Package Insert (PPI) related
to the PARAGON-HF trial, including substantive revisions to Indications and Usage and Clinical
Studies; additional revisions were made throughout labeling,

SE-013- approved 10/01/2019. This Prior Approval supplemental new drug application, submitted in

response to a Pediatric Written Request, supports a labeled indication for use of Entresto® for treatment
of symptomatic heart failure with systemic left ventricular systolic dysfunction in pediatric patients aged
one year and older. Entresto® reduces NT-proBNP and is expected to improve cardiovascular outcomes.
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*OTHER IMPORTANT INFORMATION: |

e Supplement 16 (CBE-30 CMC supplement) ( b) ( 4)

(b)(4)

e Supplements 14 to 15 (CMC supplements): PENDING No submission of labels; no impact on
labeling.

Link: https://palantir.fda.qov/workspace/hubble/external/obiect/v0/fda-
communication?pk communication=4747255 4336977 090140af805d2738 NDA207620 3091789

COMOST RECENTLY APPROVED ANDA MODEL LABELING
O OTHER/ITEMPLATE (e.g., Pending Supplements, BPCA, PREA, Carve-out):

Reviewer Assessment:

No
Deficiency

O B ANDA is up-to-date with the RLD/Model labeling.

Reviewer Comments:

It is noted by current reviewer that in the ANDA labeling, the updated paradigm trail information, added in
S-018, was carved out by the applicant. | (b)(4) |

(b)(4)

Deficiency

Deficiency Comments:
Deficiency # 1

Created in C3

General Comments:

Response / Assessment;

4.3 PATENTS AND EXCLUSIVITIES (C3)

The Orange Book was searched on 06/07/2021
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Table 4 provides Orange Book patents for the Model Labeling (NDA207620) and ANDA patent certifications. (For applications that
have no patents, N/A is entered in the patent number column.)

Page 86 of 1492

Labeling
Patent Patent Use Date of Impact
Strengths Patent Number Expailtr::i:m Use Code Ce:;':‘::;on Patent Cert (enter
P Code Definition Submission | Carve-out
or None)
97MG;103MG,
49MG;51MG, 7468390*PED 05/27/12024 v 71812019 None
24MG;26MG
97MG;103MG,
49MG;51MG, 7468390 1112712023 v 71812019 None
24MG;26MG
97MG;103MG,
49MG;51MG, 8101659*PED 07/14/2023 v 71812019 None
24MG;26MG
49MG;51MG,
97MG;103MG, 8101659 01/14/2023 v 71812019 None
24MG;26MG
97MG;103MG,
49MG;51MG, 8404744*PED 07/14/2023 v 71812019 None
24MG;26MG
49MG;51MG,
24MG;26MG, 8404744 01/14/2023 v 71812019 None
97MG;103MG
97MG;103MG,
49MG;51MG, 8796331*PED 07/14/2023 v 71812019 None
24MG;26MG
49MG;51MG, TREATMENT
97MG;103MG, 8796331 01/14/2023 U-1723 OF HEART v 71812019 None
24MG;26MG FAILURE
97MG;103MG,
49MG;51MG, 8877938*PED 1112712027 v 71812019 None
24MG;26MG
97MG;103MG,
49MG;51MG, 8877938 06/2712027 v 71812019 None
24MG;26MG
97MG;103MG,
49MG;51MG, 9388134*PED 05/08/2027 v 71812019 None
24MG;26MG
24MG;26MG, TREATMENT
97MG;103MG, 9388134 11/08/2026 U-1723 OF HEART v 71812019 None
49MG;51MG FAILURE
TREATMENT
OF HEART
24MG;26MG, FAILURE
49MG;51MG, 9517226 08/22/2033 U-3084 WITH Vil 51312021 Carve-out
97MG;103MG PRESERVED
EJECTION
FRACTION
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Labeling
Patent Patent Use Date of Impact
Strengths Patent Number Exp?zlt.li:)n Use Code CerI:;'E::ion Patent Cert (enter
P Code Definition Submission | Carve-out
or None)
TREATMENT
OF HEART
24MG;26MG, FAILURE
49MG;51MG, 9937143 08/22/2033 U-3084 WITH Vil 5/3/2021 Carve-out
97MG;103MG PRESERVED
EJECTION
FRACTION

Table 5 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.

Labeling
Exclusivity | Exclusivity | Exclusivity Code | Exclusivity | oo 'ggfe"rt
Strengths Code Expiration Definition Statement 3ivity
Submission Carve-out
or None)
Lo 1N will launch
49MG;51MG, REVISIONS fior to expi
97MG;103MG, M-82 02/16/2024 RELATED TO P of M -82p o 05/03/2021 Carve-out
24MG; 26MG CLINICAL i
STUDIES exclusivity,
does not
HMGHAMG, " EwEﬁ'll-'lFl'v! oA mal:;(t:tndrit::r to
49MG;51MG, NCE PED 01/07/2021 ! priol 07/08/2019 None
24MG:26MG PEDIATRIC the expiration
! EXCLUSIVITY of the NCE
exclusivity
does not
NEW PATIENT intend to
97MG;103MG, . :
4MG5IMG, NPP PED 04012023 | POESLETON: | makatpriorlo | - q4j7904g None
24MG;26MG * AR
! EXCLUSIVITY of the NCE
exclusivity
does not
intend to
49MG;51MG, market prior to
OTMG103MG, | NPPIS013 | 10/01/2022 ﬁ%ﬁuﬁﬂ%ﬂ the expiration | 11/07/2019 None
24MG; 26MG of the NCE
exclusivity, S-
013
Reviewer Assessment:
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Deficiency Comments:

Deficiency Deﬁ::Ii?a ncy

O = There is information in the Orange Book that the applicant needs to address.

O X Information in the Orange Book has expired and the applicant needs fo revise labeling.
Reviewer Comments:

MOU to Patent ...226' and 143’ are new listing added based on S-018 recent approval that covered the
Paragon-HF study and preserved ejection fraction.
carve out of Exclusivity M-82 was granted for S-018 related to the paragon HF study.

44 UNITED STATES PHARMACOPEIA (USP) (C3)

The USP was searched on 06/07/2021

Packaging and
Monograph Title (N/Aif | Storage/Labeling
29 e no monograph) Statements (N/A if
no monograph)
Currently Official No N/A N/A
Not Yet Official No N/A N/A
Reviewer Assessment:
oz No
Deficiency Deficiency
0 Established name is acceptable with regard to the USP monograph or the RLD's nonproprietary
name.
O X RLD's non-proprietary name is different from USP established name.
O X USP descriptor is correctly used in the appropriate sections of the prescribing information.
USP RECOMMENDATIONS and/or DIFFERENCES IN TEST METHODS (QUALITY):
O X DISSOLUTION: The applicant's dissolution statement is appropriate.
O = ORGANIC IMPURITIES: Drug product meets USP acceptance criteria for organic impurities.
O X ASSAY: Drug product meets USP acceptance criteria for assay.
Reviewer Comments:
Deficiency Comments:

45 MODEL CONTAINER LABELS (C3)

Model container/carton/blister labels (Source: |abels (Source: DARRTS; ANRPT-4 submitted 8/30/2019) )
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Model container/carton/blister labels (Source: DARRTS; ANRPT-3 submitted 8/30/2018). The RLD has
delisted blister packs
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5 ASSESSMENT OF ANDA LABELING AND LABELS (C3)

5.1 QUALITY INFORMATION (DRUG PRODUCT MOU & BIOPHARMACEUTICS) (C3)
5.1.1 DRUG PRODUCT REVIEW (C3)

Insert screenshot of Labeling portion from drug product review if completed:
Drug Product Review complete

NA for Third cycle.

5.1.2 DESCRIPTION (C3)

NA on 3rd cycle
11 DESCRIPTION

Sacubitril and valsartan tablets are a combination of a neprilysin inhibitor and an
angiotensin II receptor blocker.

Sacubitril and valsartan tablets contain a complex comprised of anionic forms of
sacubitril and valsartan, and sodium cations in the molar ratio of 1:1:3,
respectively. Following oral administration, the complex dissociates into sacubitril
(which is further metabolized to LBQ657) and valsartan. The complex is
chemically described as Tri sodium [3-((1S,3R)-1-biphenyl-4-ylmethyl-3-
ethoxycarbonyl-1-butylcarbamoyl)propionate-(S)-3’-methyl-2’-(pentanoyl {2”-
(tetrazol-5-ylate)biphenyl-4’-ylmethyl }amino)butyrate].
Its molecular formula is C48H55N608®3Na. Its molecular mass is 912.95 and its
schematic structural formula is:
Sacubitril and valsartan tablets are available as film-coated tablets for oral
administration, containing 24 mg of sacubitril and 26 mg of valsartan; 49 mg of
sacubitril and 51 mg of valsartan; and 97 mg of sacubitril and 103 mg of
valsartan. The tablet inactive ingredients are crospovidone, low-substituted

Model Labeling

ANDA Labeling
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hydroxypropylcellulose, magnesium stearate, microcrystalline cellulose, and
silicon dioxide. The film-coat inactive ingredients are hypromellose, titanium
dioxide, Macrogol 4000, talc, and iron oxide red. The film-coat for the 24 mg of
sacubitril and 26 mg of valsartan tablet and the 97 mg of sacubitril and 103 mg of
valsartan tablet also contains iron oxide black. The film-coat for the 49 mg of
sacubitril and 51 mg of valsartan tablet contains iron oxide yellow.

Sacubitril Valsartan Structure

5.1.3 HOW SUPPLIED/STORAGE AND HANDLING (C3)

Model Labeling NA to the third cycle review.

16 HOW SUPPLIED/STORAGE AND HANDLING Sacubitril and valsartan
tablets are available as described below:

Sacubitril and valsartan tablets 24/26 mg, (sacubitril 24 mg and valsartan 26 mg)
are violet white color, oval shaped, biconvex film-coated tablets debossed with
“S5” on one side and plain on the other side. Bottles of 30 NDC 42385-930-30
Bottles of 60 NDC 42385-930-60 Bottles of 180 NDC 42385-930-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters
NDC 42385-930-68 Carton with 100 (10 x 10) Unit-Dose Tablets containing
PVC/ACLAR blisters NDC 42385-930-72

Sacubitril and valsartan tablets 49/51 mg, (sacubitril 49 mg and valsartan 51 mg)
are pale yellow color, oval shaped, biconvex film-coated tablets debossed with
“S1” on one side and plain on the other side. Bottles of 30 NDC 42385-931-30
Bottles of 60 NDC 42385-931-60 Bottles of 180 NDC 42385-931-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters
NDC 42385-931-68

Carton with 100 (10 x 10) Unit-Dose Tablets containing PVC/ACLAR blisters
NDC 42385-931-72

ANDA Labeling

Sacubitril and valsartan tablets 97/103 mg, (sacubitril 97 mg and valsartan 103
mg) are light pink color, oval shaped, biconvex film-coated tablets debossed with
“S2” on one side and plain on the other side. Bottles of 30 NDC 42385-932-30
Bottles of 60 NDC 42385-932-60 Bottles of 180 NDC 42385-932-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters
NDC 42385-932-68 Carton with 100 (10 x 10) Unit-Dose Tablets containing
PVC/ACLAR blisters NDC 42385-932-72

Store at 20° to 25°C (68° to 77°F); excursions permitted between 15° to 30°C (59°
to 86°F) [See USP Controlled Room Temperature]. Protect from moisture.

51.4 MANUFACTURER, DISTRIBUTOR, AND/OR PACKER(C3)

Name and Address of ANDA
Manufacturer/Distributor/Packer b 4
(cite source as applicable)
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Name and Address on ANDA
Container/Carton

Name and Address on ANDA
Prescribing Information

Manufactured by

Manufactured for Distributed by Distributed for

(0)(4)

Manufactured for: Laurus Generics
Inc. 400 Connell Drive Suite 5200
Berkeley Heights, NJ 07922
Revised: 04/2021

52 CONTAINER LABEL (FOR BLISTERS GO TO UNIT-DOSE BLISTERS) (C3)

Reviewer Assessment:
- No
Deficiency Deficiency
0 = Container meets the too small exemption [ 21 CFR 201.10(i)]. Please enter Reviewer/Deficiency
Comments if you select Deficiency.
ESTABLISHED/PROPRIETARY NAME and STRENGTH:
O X Tall Man |ettering complies with recommendations found on FDA webpage.
O = Established/proprietary name and strength are the most prominent information on the Principal
Display Panel.
O X No intervening text(written, printed, or graphic matter) between established name and strength.
_THE FOLLOWING COMPONENTS ARE PROPERLY DISPLAYED:
O X Net quantity statement. Please enter Reviewer/Deficiency Comments if you select Deficiency.
O R Dosage statement.
O X NDC number; prominence, linear bar code, and its orientation,
O X Expiration date and lot number (or placeholder).
O X Equivalency statement (product strength).
O X Medication Guide Pharmacist instructions [21 CFR 208.24(d)].
O X Controlled Substance Symbol.
O = Image of drug product represents the true size, color, and imprint.
O = Yellow #5 (tartrazine) warning statement is properly displayed.
O X Alcohol is properly listed [21 CER 201.10(d)(2)].
O X Latex warning statement is properly displayed [21 CFR 801.437 ].
PRODUCT DIFFERENTIATION:
O 5 ANDA is the same color as the RLD |abels as required (e.g. warfarin, levothyroxine, enoxaparin).
Please enter Reviewer/Deficiency Comments if you select Deficiency.
O X Multiple strengths are differentiated by use of different color or other acceptable means.
O X Labels of proposed product is differentiated from related products.
STORAGE, DISPENSING, MANUFACTURER, and PACKAGING:
O B Storagel/dispensing statement is consistent with the How Supplied section of the insert/RLD/USP.
Please enter Reviewer/Deficiency Comments if you select Deficiency.
O & g‘loa1n:l{:;]cturermist'ibutorfPackager statement is acceptable [21 CFR 201.1(h)(5) or (6) or 21 CFR
()]
O X Tamper evident (controlled substances) requirements are met.
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. No

Deficiency Deficiency
Use of child-resistant closure (CRC) or non-CRC is appropriate.

O X Describe container closure, cite source, and any issues in Reviewer Comments below, Please enter
Reviewer/Deficiency Comments if you select Deficiency.

OVERALL ASSESSMENT:

O B Requirements met for the required label statements (21 CFR 201.15 and 21 CFR 201.100 ). Please
enter Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:

Container labels found satisfactory during cycle 2. Carton labels had one post approval comment that we will
relay to the applicant during cycle 3.

Deficiency Comments:

5.3 PRESCRIBING INFORMATION (C3

Reviewer Assessment:
No
Deficiency
HIGHLIGHTS:

O [ Contact information for applicant and FDA are listed correctly.

O X Revision date appears at end of HIGHLIGHTS section.

DESCRIPTION/INACTIVE INGREDIENTS:

Appropriate warning/precaution statements for inactive ingredients are present (21 CFR 201) Check
only if applicable:

CBulfite (21 CFR 201.22)

Yellow #5 (Tartrazine) (21 CFR 201.20)

[Phenylalanine/aspartame (21 CFR 201.21)

Matex (21 CFR 801.437). Please enter Reviewer/Deficiency Comments if you select Deficiency.
Alcohol is properly listed [ 21 CFR 201.10(d)(2) ].
Gluten statement is appropriately stated. Please enter Reviewer/Deficiency Comments if you select
Deficiency.

Sterile product statement [21 CFR 201.57(c)(12)(D)].

Dosage form and route of administration properly listed [21 CFR 201.57(c)(12)(B)].

W SUPPLIED/STORAGE and HANDLING/MANUFACTURER:

All submitted labels and |abeling are consistent with the HOW SUPPLIED section.

Physical description (e.g. scoring, color, imprint, capsule size, nozzle tip, cap color) of the finished
product in the HOW SUPPLIED section are appropriately displayed.

NDC numbers are present.

Drug product is the same color as the RLD's drug product as required (e.g. warfarin, levothyroxine,
enoxaparin).

Storage or dispensing statement is acceptable compared to the RLD/USP monograph. Please enter
Reviewer/Deficiency Comments if you select Deficiency.

"Discard unused portion" for single-dose products.

Manufacturer/Distributor/Packager statement is acceptable [ 21 CFR 201.1(h)(5) or {6) or 21 CFR
201.10)].

HOW SUPPLIED/STORAGE and HANDLING/MANUFACTURER:

Deficiency

O
=

H

O|Oo|jo|o|olo|op (oo oo
RIRR I RIHRRESRIR R (R

O X STIC requirements addressed appropriately.
O X Intent to join the Antiretroviral Pregnancy Registry (APR) upon full approval.
0 = Pregnancy registry information is appropriately included/excluded as required for the RLD. Please

enter Reviewer/Deficiency Comments if you select Deficiency.

Page 17

Page 95 of 1492



. No
Deficiency Deficiency
5 O Patent/exclusivity carve out is acceptable. Please enter Reviewer/Deficiency Comments if you select
Deficiency.
5 O Prescribing Information is the same as the model labeling, except for differences allowed under 21 CFR
314.94(a)(8). Please enter Reviewer/Deficiency Comments if you select Deficiency.
Reviewer Comments:

1]

(b)(4)

2]

(b)(4) —

(b)(4) | sentence to read as follows: “A total of 6,622 heart failure patients were treated

with in the clinical trials. Of these, 5,085 were exposed for at least 1 year| (b)(4) |

(b)(4)

RLD I&U section from S-018

1.1 Adult Heart Failure

ENTRESTO is indicated to reduce the risk of cardiovascular death and hospitalization for heart failure in
adult patients with chronic heart failure. Benefits are most clearly evident in patients with left ventricular
ejection fraction (LVEF) below normal.

LVEF is a variable measure, so use clinical judgment in deciding whom to treat [see Clinical Studies (14.1)].

RLD i&U section from S-013, INDICATIONS AND USAGE
1.1 Adult Heart Failure
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ENTRESTO is indicated to reduce the risk of cardiovascular death and hospitalization for heart failure in
patients with chronic heart failure (NYHA Class II-IV) and reduced ejection fraction.
ENTRESTO is usually administered in conjunction with other heart failure therapies, in place of an ACE

inhibitor or other ARB.

Deficiency Comments:
Deficiency # 1

Created in C3

Prescribing Information

HIGHLIGHTS, INDICATIONS AND USAGE- Revise to read the same
as the RLD.

| (b)(4) “Benefits are most
clearly evident in patients with left ventricular ejection fraction (LVEF)

below normal.”.

Response [ Assessment;
Deficiency # 2 HIGHLIGHTS, RECENT MAJOR CHANGES- Revise to read the same
as the RLD labeling.

Created in C3

Prescribing Information

Response [ Assessment:

Deficiency # 3 INDICATIONS AND USAGE- Revise to read the same as the RLD or

. provide a comment why you feel this information should not be included.
reated in C.

Prescribing Information

(b)(4) T‘Beneﬁts are most

clearly evident in patients with left ventricular ejection fraction (LVEF)

below normal”,
Response / Assessment:
Deficiency # 4 Clinical Trials, Section 6
Crealed in C3

Prescribing Information

Response [ Assessment;

Please ensure this section is up to date with the most recently approved
RLD labeling posted at Drugs@FDA and is aligned with your patent
certifications and exclusivity statements.
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Deficiency #5
Created in C3

Prescribing Information

Response / Assessment:

Clinical Trials Experience 6.1, Adult Heart Failure

(b)(4) | This study was in the

previously approved RLD labeling and your previous ANDA labeling
submission. Any updates occurring in the recent approval to section 6.1

wonkd e vt (0)(4)

L b2

"In PARADIGM-HF, incidence of angioedema was 0.1% in both the
enalapril and ENTRESTO run-in periods. In the double-blind period, the
incidence of angioedema was higher in patients treated with ENTRESTO
than enalapril (0.5% and 0.2%, respectively). The incidence of angioedema
in Black patients was 2.4% with ENTRESTO and 0.5% with enalapril [see
Warnings and Precautions (5.2)].

Orthostasis was reported in 2.1% of patients treated with ENTRESTO
compared to 1.1% of patients treated with enalapril during the double-
blind period of PARADIGM-HF. Falls were reported in 1.9% of patients
treated with ENTRESTO compared to 1.3% of patients treated with

Deficiency # 6
Created in C3

Patient Information Leaflet

(b)(4)

Carton Labeling
Response [ Assessment;

Response / Assessment:

Deficiency #7 Unit-dose 100s (10x10)- To be consistent with the RLD's cartons, consider
adding “For Institutional Use Only.” statement.

Created in C3

6 COMMENTS/CONSULTS FOR OTHER DISCIPLINES (C3)

A labeling statement required verification from another division discipline. Check only if applicable.

Reviewer Assessment:

Rubber

Latex

Gluten

Alcohol (ethanol)

Aluminum (small/large volume parenteral and pharmacy bulk package)

Sulfite

Phenylalanine (aspartame) - content calculation

OjOjo(ojoo|o|o

Yellow #5 (tartrazine)
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O

Ghost tablet/capsule (i.e. solid or semi-solid mass in stool)

O

Other

Describe questionsfissue(s) sent to and/or received from other discipline(s) (e.g., OPQ, OB): (For Issues, include the following
information; discipline and description of issue, issue reference number or link, and date of issue)

Reviewer Comments:

NA

Deficiency Comments:
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Digigglly signed by Angela Payne
Date: 8/17/2021 03:38:08PM
GUID: 508da70600028ab611d2ba935d5074a6

Digitally signed by Marshall Florence
Date: 8/18/2021 09:48:52AM
GUID: 55eefa420051b501ac3ced124279f785
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*** This document contains proprietary information that cannot be released to the public.***V-25

Labeling Review
Division of Labeling Review
Office of Regulatory Operations
Office of Generic Drugs (OGD)
Center for Drug Evaluation and Research (CDER)

Date of This Review | 12/01/2021

ANDA Number(s) | 213676

Review Number | 4

Applicant Name | Laurus Labs Limited

Established Name & Strength(s) | Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51
[Add "(OTC)" after strength if | mg, and 97 mg/103 mg
applicable]

Proposed Proprietary Name | N/A

Submission Received Date | November 26, 2021

Primary Labeling Reviewer | Angela Payne

Secondary Labeling Reviewer | Refer to signature page

Review Conclusion

O Acceptable - No Comments

O Acceptable - Include Post Approval Comments

& Minor Deficiency* - Refer to Labeling Deficiencies and Comments for Letter to Applicant
O Major Deficiency** - Refer to Labeling Deficiencies and Comments for Letter to Applicant

*Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to
Discipline Review Letter/Information Request (DRL/IR) if all other OGD reviews are acceptable. Otherwise, the labeling
minor and major deficiencies will be included in the Complete Response Letter (CRL) letter to the applicant.

On Policy Alert List RYes [ONo
Acceptable For Filing RYes [ONo
Combined Insert/Outsert [OYes RNo
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1 LABELING COMMENTS (C4)
1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT (C4)

Labeling deficiencies based on your submission received November 26, 2021

1. GENERAL COMMENTS

a.

GENERAL: Address the new information (or new patents/exclusivities) listed in the
Orange Book for the reference listed drug (RLD), NDA 207620. Additionally, ensure
all patent certifications and exclusivity statements are congruent among themselves
and with the proposed labeling.

GENERAL: Address patent number(s), 11135192 and 11058667 as listed in the
"Approved Drug Products with Therapeutic Equivalence Evaluations” (the "Orange
Book").

2. PRESCRIBING INFORMATION

a.

HIGHLIGHTS

i. RECENT MAJOR CHANGES

We acknowledge your comment regarding the HIGHLIGHTS, RECENT MAJOR
CHANGES request. However, please revise to read the same as the RLD labeling.
Please note below, revisions for section 1.1.

ii. INDICATIONS AND USAGE

(0)(4)

PRESCRIBING INFORMATION, INDICATIONS AND USAGE, Revise Section 1.1

Adult Heart Failure as follows:

(b)(4) (LVEF) is a variable measure, so use clinical

judgment in deciding whom to freat [see Clinical Studies (14.1)].

(b)(4)

Submit your revised labeling electronically. The prescribing information and any patient labeling
should reflect the full content of the labeling as well as the planned ordering of the content of the

labeling. The

container label and any outer packaging should reflect the content as well as an

accurate representation of the layout, color, text size, and style.

To facilitate review of your next submission, please provide a side-by-side comparison of your
proposed labeling with your last submitted labeling with all differences annotated and explained.
We also advise that you only address the deficiencies noted in this communication.

Additionally, we remind you that it is your responsibility to continually monitor available labeling
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resources such as DRUGS@FDA, the Electronic Orange Book (OB), and the United States
Pharmacopeia — National Formulary (USP-NF) online for recent updates and make any necessary
revisions to your labels and labeling.

It is also your responsibility to ensure your ANDA addresses all listed exclusivities that claim the
approved drug product. Please ensure that all exclusivities and patents listed in the electronic OB
are addressed and updated in your application. Ensure your labeling aligns with your patent and
exclusivity statements.

1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE (C4)
1.3 POST-APPROVAL REVISIONS (C4)

These comments will be addressed post approval (in the first labeling supplement review).

2 INSTRUCTIONS FOR ASSESSMENT (C4)

General Comments:

Select the "no deficiency” or "deficiency” radio button as appropriate for each row. If a "Deficiency Comments" appears, ensure it is
appropriate for your situation, edit, or enter "Reviewer Comments" if necessary.

If there is no issue/concern, or if the question is not applicable. No "Deficiency Comments" will appear but reviewers can still enter
"Reviewer Comments" if desired.

O X There is information in the Orange Book that the applicant needs to address.
X O Information in the Orange Book has expired and the applicant needs to revise labeling.
Reviewer Comments:

Enter free text in this section as necessary.

Deficiency Comments:

e Standardized comments/deficiencies are available for certain questions. For a complete list of standardized comments,
reference the DLR Standardized Comments SharePoint.

e Reviewers can modify standardized comments/deficiencies for their situation.

e Deficiencies will have a review number, deficiency number, and roman numeral in the user interface. For first original
reviews the review number and iteration numeral will align; however, older reviews may have review numbers and iteration
numerals that differ due to some reviews being completed under past practices.

e Deficiency comments will populate by default to the Labeling Comments deficiency section unless you select the Post-
Approval checkbox. Assessors also have the option to move all comments to the Post-Approval Revisions section or vice
versa from the Labeling Comments tab.

Dol chancy Commants

Craather Catogary efsmney
e

Someltem & Goamierd 8 B I N 6
AN OB STEE ES X

s . — | | D

3 OVERALL ASSESSMENT OF MATERIALS REVIEWED (C4)
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Final or Draft or g . Submission ;
NA Packaging Sizes Received Date Recommendation

24 mg/26 mg, 49 mg/51 mg
and 97 mg/103 mg in 30s,
60s, and 180s count bottles
(b)(4)
10s unit dose cold form and

Blister Final 10s pv olaclar 11/712019 Satisfactory

Carton Final 100s (10x10) unit dose 11126121

Container Final 11/7/2019 Satisfactory

Satisfactory

Final GLR raftor Revision Date and/or Code Riz:ir::]sll;ar::e Recommendation
Prescribing Information Final 11121 11126121 Revise
Medication Guide N/A
Patient Information Final 11121 11126121 Satisfactory
Instructions for Use N/A
SPL Data Elements -

4 LABELING REVIEW INFORMATION(C4)

41 REGULATORY INFORMATION (C4)
Yes No

= O Are there any applicable issues in DLR's SharePoint Drug Facts ?

(0)(4)

X O Is the drug product listed in the Policy Alert Tracker on OGD's SharePoint?

checked PAL#06042021

w—ch.
ingrottant o P e chonage ko of Mardeal i e cheecs
% B gl i e LD, reoing of mews bonc (1) F i meves T

No Approval Actions (AP/TA) can be taken prior 10 |- can cont (CRL, IRDRLY
y should contact if related to

42 MODEL PRESCRIBING INFORMATION (C4)

XIMOST RECENTLY APPROVED NDA MODEL LABELING

(If NDA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and if so,
enter the most recently approved ANDA labeling information as applicable.)

NDA#/Supplement# (S-000 if original): NDA207620 / S-018
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Supplement Approval Date: 02/16/2021
Proprietary Name; Entresto Tablets
Established Name: sacubitril/valsartan tablets
Description of Supplement:

SE-018- approved 02/16/2021. This Prior Approval supplemental new drug application provides for
updates to the United States Prescribing Information (USPI) and the Patient Package Insert (PPI) related
to the PARAGON-HF trial, including substantive revisions to Indications and Usage and Clinical
Studies; additional revisions were made throughout labeling.

SE-013- approved 10/01/2019. This Prior Approval supplemental new drug application, submitted in

response to a Pediatric Written Request, supports a labeled indication for use of Entresto® for treatment
of symptomatic heart failure with systemic left ventricular systolic dysfunction in pediatric patients aged
one year and older. Entresto® reduces NT-proBNP and is expected to improve cardiovascular outcomes.

*OTHER IMPORTANT INFORMATION:

e Supplement 16 (CBE-30 CMC supplement): PENDING;

(b)(4)

(0)(4)

e Supplements 14 to 15 (CMC supplements): PENDING No submission of labels; no impact on
labeling.

Link: htips://palantir.fda.goviworkspace/hubble/external/object/v0/fda-
communication?pk communication=4747255 4336977 090140af805d2738 NDA207620 3091789

COMOST RECENTLY APPROVED ANDA MODEL LABELING

Reviewer Assessment:

Deficiency

OTHERITEMPLATE (e.q.. Pending Supplements. BPCA. PREA, Carve-out):
No

(0)(4)

O

[ ANDA is up-to-date with the RLD/Model labeling.

Reviewer Comments:
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S):

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.
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Response / Assessment:

(b)(4)

4.3 PATENTS AND EXCLUSIVITIES (C4

The Orange Book was searched on 06/07/2021

Table 4 provides Orange Book patents for the Model Labeling (NDA207620) and ANDA patent certifications. (For applications that
have no patents, N/A is entered in the patent number column.)

Page 109 of 1492

Labeling
Patent Date of Impact
Patent Patent Patent Use Code Patent
Strangths Number Expiration cUse Definition Certification Paten.t C.art (aittar
ode Submission | Carve-out
or None)
7MG. 103MC,
AMG5IMG, | 7468390PED | 0512712024 v 71812019 None
24MG:26MG
7MG. 103MC,
AMGSIMG, | 7488390 | 112712023 v 71812019 Kone
2AMG:26MG
97MG. 103MC,
AMG5IMG, | 8101659PED | 071412023 v 71812019 Norie
2AMG;26MG
29MG51MG,
o7MG103MG, | 8101659 | 0111412023 v 71812019 Nefie
2AMG;26MG
97MG 103MC,
AIMG5IMG, | 8404744*PED | 0711412023 v 71812019 None
24MG:26MG
29MG51MG,
2UMG26MG, | 8404744 | 0111412023 v 71812019 Kone
97MG:103MG
7MG: 103MC,
AMG5IMG, | 8796331PED | 071412023 v 71812019 Norie
2AMG;26MG
29MG51MG,
o7MG103MG, | 8796331 | 011412023 | U-1723 ;EAEQ'TrhE;E\TLTugE v 71812019 Nefie
2AMG;26MG
97MG 103MC,
AMG5IMG, | ss77938PED | 1112712007 v 71812019 None
24MG:26MG
7MG. 103MC,
AMG5IMG, | 8877938 | 052712027 v 71812019 Kone
24MG:26MG
97MG: 103MC,
AMG5IMG, | 9388134PED | 0510812027 v 71812019 Norie
24MG:26MG
2AMG.26MG,
o7MG103MG, | 9388134 | 110812026 | U-1723 ;Féig"gi%gg v 71812019 Nefie
19MG51MG
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Strengths

Patent
Number

Patent
Expiration

Patent
Use
Code

Patent Use Code
Definition

Patent
Certification

Date of
Patent Cert
Submission

Labeling
Impact
(enter

Carve-out

or None)

24MG;26MG,
49MG;51MG,
97MG;103MG

9517226

08/22/2033

U-3084

TREATMENT OF
HEART FAILURE
WITH
PRESERVED
EJECTION
FRACTION

Vil

5/3/2021

Carve-out

24MG;26MG,
49MG;51MG,
97MG;103MG

9937143

08/22/2033

U-3084

TREATMENT OF
HEART FAILURE
WITH
PRESERVED
EJECTION
FRACTION

Vil

5/3/2021

Carve-out

24MG;26MG,
49MG;51MG,
97MG;103MG

11135192

08/22/2033

U-3084

TREATMENT OF
HEART FAILURE
WITH
PRESERVED
EJECTION
FRACTION

Missing

24MG;26MG,
49MG;51MG,
97MG;103MG

11058667

05/09/2036

U-3170

TREATING
CHRONIC
HEART FAILURE
WITH REDUCED
EJECTION
FRACTION IN
PATIENTS NOT
TAKING AN ACE
INHIBITOR OR
AN ARB OR
PREVIOUSLY
TAKING LOW
DOSES OF
THESE AGENTS,
BY TITRATING
UP FROM HALF
THE USUALLY
RECOMMENDED
STARTING DOSE

Missing

Table 5 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.
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Labeling
ot Exclusiviy | Exclusivity | Exclusivity Code | Exclusivity Exzj‘lﬁi“’,‘;ty '(’L'.’,’l‘i*
mn s " . = mam
g Code Expiration Definition Statement Submission Carvesolit
or None)
LARFLING will launch
49MG:51MG, REVISIONS rior to expi
97MG:;103MG, M-82 02/16/2024 RELATED TO P of M _82p y 05/03/2021 Carve-out
24MG;26MG CLINICAL eoEIG
STUDIES !
does not
VG TN, NEWEﬁ?FFE!CAL malrrllt:tndritgr to
49MG:51MG, NCE PED 01/07/2021 PED ATR'|C ih P i 07/08/2019 None
24MG;26MG 9 SXpiraton
! EXCLUSIMITY of the NCE
exclusivity
does not
NEW PATIENT intend to
97MG;103MG, ; ;
49MG;51MG, NPP PED 04/01/2023 PSE[LJ’MLATTF'I%M rgf‘”‘at i o1 140712019 None
JAMG26MG g expiration
: EXCLUSIVITY of the NCE
exclusivity
does not
intend to
49MG;51MG, market prior to
97MG103MG, | NPP/S013 100112022 '\F',%";,’UPLTT'%\'J the expiration |  11/07/2019 None
24MG:26MG of the NCE
exclusivity. S-
013
Reviewer Assessment:
i No
Deficiency Deficiency
= M| There is information in the Orange Book that the applicant needs to address.
O X Information in the Orange Book has expired and the applicant needs to revise labeling.
Page 11
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Deficiency Comments:

Deficiency # 1 GENERAL: Address the new information (or new patents/exclusivities)
L listed in the Orange Book for the reference listed drug (RLD), NDA

Created in C4 207620. Additionally, ensure all patent certifications and exclusivity

Cancrdl Commente Tib:}llltllegnts are congruent among themselves and with the proposed

GENERAL: Address patent number(s), 11135192 and 11058667 as listed
in the "Approved Drug Products with Therapeutic Equivalence
Evaluations” (the "Orange Book").

Response / Assessment:

44 UNITED STATES PHARMACOPEIA (USP) (C4)

The USP was searched on 12/01/2021

Packaging and
Monograph Title (N/JAif | Storage/Labeling
RSl no monograph) Statements (N/A if
no monograph)
Currently Official No N/A N/A
Not Yet Official No N/A N/A
Reviewer Assessment:
: No
Deficiency Deficiency
O & Established name is acceptable with regard to the USP monograph or the RLD's nonproprietary
name.
| ® RLD's non-proprietary name is different from USP established name.
O B USP descriptor is correctly used in the appropriate sections of the prescribing information.
_ USP RECOMMENDATIONS andfor DIFFERENCES IN TEST METHODS (QUALITY):
O B DISSOLUTION: The applicant's dissolution statement is appropriate.
O B ORGANIC IMPURITIES: Drug product meets USP acceptance criteria for organic impurities.
O = ASSAY: Drug product meets USP acceptance criteria for assay.
Reviewer Comments:
None.
Deficiency Comments:
4.5 MODEL CONTAINER LABELS (C4)
Model container/carton/blister labels (Source: [abels (Source: DARRTS; S-016, approved 2!20!2020)\ (b)(4) \

Page 12
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DARRTS; ANRPT-4 submitted 8/30/2019. Note storage is not updated per S-016.
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Model container/carton/blister labels (Source: DARRTS; ANRPT-3 submitted 8/30/2018). The RLD
has delisted blister packs
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Model container/carton/blister labels (Source: DARRTS; ANRPT-1 submitted 8/30/2016). The applicant
is no longer marketing blisters container/cartons.
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5 ASSESSMENT OF ANDA LABELING AND LABELS (C4)

5.1 QUALITY INFORMATION (DRUG PRODUCT MOU & BIOPHARMACEUTICS) (C4)

5.1.1 DRUG PRODUCT REVIEW (C4)

Page 117 of 1492
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Insert screenshot of Labeling portion from drug product review if completed:
Drug Product Review complete

RO3. 9/22/2021
1.14 Labeling
Labeling & Prescribing Information

DESCRIPTION (Rx insert or Active Ingredient{s), and Inactive Ingredients in
DRUG FACTS for OTC):

Is the information accurate? X Yes [[JNo
If*No," explain.

Is the drug product subject of a US‘P'm_onngaphi [JYes [XNo

If “Yes,” does labeling have accurate USP statement in the DESCRIPTION (for
Rx) or Other Information section of DRUG FACTS (for OTC)?

[CJYes [ONo [ Statement not needed

If NO, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)
i) Is the information accurate? K Yes [JNo
If *No,” explain.
i)  Arethe storage conditions acceptable? [ Yes [JNo
If *No," explain.

DOSAGE AND ADMINISTRATION section, for injectables, and where applicable:

Is tamper evident feature provided in the container/closure for the OTC
Elndm-or Controlled Substance (Cil — CIV) products? [] Yes [] No
'[C1N/A (NOT OTC or Controlled Substance)

1 *No,” explain.
For solid oral drug products, only: drug product length(s) of commercial
batch(es):
Violet white color, oval, biconvex film-coated
24mg/26mg 9.11x 5.08 tablets debossed with “S5™ on one side and
plain on the other side.
Pale yellow color, oval, hiconvex film-coated
49mg/Simg 12.75x 5.90 tablets debossed with “S1™ on one side and
plain on the other side.
Light pink color, oval, biconvex film-coated
9Tmg/103mg 1257 x 685 tablets debossed with “S2" on one side and
plain on the other side.

Send issue to the Labeling assessor through the Platform with a list of
quality-related labeling deficiencies and also record reference number or link
for all the issues:

_Issue Reference Number or Link

LABELING LIST OF DEFICIENCIES

None

5.1.2 DESCRIPTION (C4)

.' ENTRES is available as film-coated tblets for oral administration, containing
Model Labeling 24 mg of sacubitril and 26 mg of valsartan; 49 mg of sacubitril and 51 mg of
valsartan; and 97 mg of sacubitril and 103 mg of valsartan. The tablet inactive

Page 18
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ingredients are microcrystalline cellulose, low-substituted
hydroxypropylcellulose, crospovidone, magnesium stearate (vegetable origin),
talc, and colloidal silicon dioxide. The film-coat inactive ingredients are
hypromellose, titanium dioxide (E 171), Macrogol 4000, talc, and iron oxide red
(E 172). The film-coat for the 24 mg of sacubitril and 26 mg of valsartan tablet
and the 97 mg of sacubitril and 103 mg of valsartan tablet also contains iron oxide
black (E 172). The film-coat for the 49 mg of sacubitril and 51 mg of valsartan
tablet contains iron oxide yellow (E 172).

Sacubitril and valsartan tablets are available as film-coated tablets for oral
administration, containing 24 mg of sacubitril and 26 mg of valsartan; 49 mg of
sacubitril and 51 mg of valsartan; and 97 mg of sacubitril and 103 mg of
valsartan. The tablet inactive ingredients are crospovidone, low-substituted
hydroxypropylcellulose, magnesium stearate, microcrystalline cellulose, and
silicon dioxide. The film-coat inactive ingredients are hypromellose, titanium
dioxide, Macrogol 4000, talc, and iron oxide red. The film-coat for the 24 mg of
sacubitril and 26 mg of valsartan tablet and the 97 mg of sacubitril and 103 mg of
valsartan tablet also contains iron oxide black. The film-coat for the 49 mg of
sacubitril and 51 mg of valsartan tablet contains iron oxide yellow.

Sacubitril and valsartan tablets are available as film-coated tablets for oral
administration, containing 24 mg of sacubitril and 26 mg of valsartan; 49 mg of
sacubitril and 51 mg of valsartan; and 97 mg of sacubitril and 103 mg of
valsartan. The tablet inactive ingredients are crospovidone, low-substituted
hydroxypropylcellulose, magnesium stearate, microcrystalline cellulose, and
silicon dioxide. The film-coat inactive ingredients are hypromellose, titanium
dioxide, Macrogol 4000, talc, and iron oxide red. The film-coat for the 24 mg of
sacubitril and 26 mg of valsartan tablet and the 97 mg of sacubitril and 103 mg of
valsartan tablet also contains iron oxide black. The film-coat for the 49 mg of
sacubitril and 51 mg of valsartan tablet contains iron oxide yellow.

Previous ANDA Labeling

Current ANDA Labeling

5.1.3 HOW SUPPLIED/STORAGE AND HANDLING (C4)

mwﬂhﬂ-“-ﬂhh“ﬂh ant 31‘
sacubitril snd 26 mg of 49 mg of sacubitril and 51 mg of valsartan; and 97 mg of sacubitril and 103 mg.
valsartan All strengths are packaged in bottles 33 described below.

Tablet Color Debotmment NDC # 0078-XJ000-XX
. Sacobitnl/'Valsartan “NVR™ Bottle of 80 Bottle of 180
Model Labeling o
A mg2img Viclet white | LZ 065920 065967
Hmg/S1 mg Puleyellow | L1 20 orm67
NmgiBmg | Lightpisk |11 0m620  |omes

Store 2t 20°C 10 25°C (68°F 10 77°F), excarsions pesmitied betwoen 15°C and 30°C (59°F and $6°F) [see USP Coutolied

16 HOW SUPPLIED/STORAGE AND HANDLING Sacubitril and valsartan
tablets are available as described below:

Sacubitril and valsartan tablets 24/26 mg, (sacubitril 24 mg and valsartan 26 mg)
are violet white color, oval shaped, biconvex film-coated tablets debossed with
“S5” on one side and plain on the other side. Bottles of 30 NDC 42385-930-30
Bottles of 60 NDC 42385-930-60 Bottles of 180 NDC 42385-930-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC

Previous ANDA Labeling
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42385-930-68 Carton with 100 (10 x 10) Unit-Dose Tablets containing
PVC/ACLAR blisters NDC 42385-930-72

Sacubitril and valsartan tablets 49/51 mg, (sacubitril 49 mg and valsartan 51 mg)
are pale yellow color, oval shaped, biconvex film-coated tablets debossed with
“S1” on one side and plain on the other side. Bottles of 30 NDC 42385-931-30
Bottles of 60 NDC 42385-931-60 Bottles of 180 NDC 42385-931-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC
42385-931-68

Carton with 100 (10 x 10) Unit-Dose Tablets containing PVC/ACLAR blisters
NDC 42385-931-72

Sacubitril and valsartan tablets 97/103 mg, (sacubitril 97 mg and valsartan 103
mg) are light pink color, oval shaped, biconvex film-coated tablets debossed with
“S2” on one side and plain on the other side. Bottles of 30 NDC 42385-932-30
Bottles of 60 NDC 42385-932-60 Bottles of 180 NDC 42385-932-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC
42385-932-68 Carton with 100 (10 x 10) Unit-Dose Tablets containing
PVC/ACLAR blisters NDC 42385-932-72

Store at 20° to 25°C (68° to 77°F); excursions permitted between 15° to 30°C (59°
to 86°F) [See USP Controlled Room Temperature]. Protect from moisture.

16 HOW SUPPLIED/STORAGE AND HANDLING Sacubitril and valsartan
tablets are available as described below:

Sacubitril and valsartan tablets 24/26 mg, (sacubitril 24 mg and valsartan 26 mg)
are violet white color, oval shaped, biconvex film-coated tablets debossed with
“S5” on one side and plain on the other side. Bottles of 30 NDC 42385-930-30
Bottles of 60 NDC 42385-930-60 Bottles of 180 NDC 42385-930-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC
42385-930-68 Carton with 100 (10 x 10) Unit-Dose Tablets containing
PVC/ACLAR blisters NDC 42385-930-72

Sacubitril and valsartan tablets 49/51 mg, (sacubitril 49 mg and valsartan 51 mg)
are pale yellow color, oval shaped, biconvex film-coated tablets debossed with
Current ANDA Labeling “S1” on one side and plain on the other side. Bottles of 30 NDC 42385-931-30
Bottles of 60 NDC 42385-931-60 Bottles of 180 NDC 42385-931-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC
42385-931-68

Carton with 100 (10 x 10) Unit-Dose Tablets containing PVC/ACLAR blisters
NDC 42385-931-72

Sacubitril and valsartan tablets 97/103 mg, (sacubitril 97 mg and valsartan 103
mg) are light pink color, oval shaped, biconvex film-coated tablets debossed with
“S2” on one side and plain on the other side. Bottles of 30 NDC 42385-932-30
Bottles of 60 NDC 42385-932-60 Bottles of 180 NDC 42385-932-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC
42385-932-68 Carton with 100 (10 x 10) Unit-Dose Tablets containing
PVC/ACLAR blisters NDC 42385-932-72
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Store at 20° to 25°C (68° to 77°F); excursions permitted between 15° to 30°C (59°
to 86°F) [See USP Controlled Room Temperature]. Protect from moisture.

5.1.4 MANUFACTURER, DISTRIBUTOR, AND/OR PACKER (C4)

Name and Address on
ANDA Prescribing
Information

Name and Address on
ANDA Prescribing
Information

(b)(4)

Manufactured by Manufactured for Distributed by Distributed for
Manufactured for; Laurus Generics

Inc. 400 Connell Drive Suite 5200
Berkeley Heights, NJ 07922

Revised: 11/2021

5.2 CONTAINER LABEL (FOR BLISTERS GO TO UNIT-DOSE BLISTERS) (C4)

Reviewer Assessment:

No
Deficiency

Deficiency

0 & Container meets the too small exemption [ 21 CFR 201.10(i)]. Please enter Reviewer/Deficiency
Comments if you select Deficiency.

ESTABLISHED/PROPRIETARY NAME and STRENGTH:

2] Tall Man lettering complies with recommendations found on FDA webpage.

Established/proprietary name and strength are the most prominent information on the Principal

Display Panel.

No intervening text(written, printed, or graphic matter) between established name and strength.

FOLLOWING COMPONENTS ARE PROPERLY DISPLAYED:

Net quantity statement. Please enter Reviewer/Deficiency Comments if you select Deficiency.

Dosage statement.

NDC number: prominence, linear bar code, and its orientation.

Expiration date and lot number (or placeholder).

Equivalency statement (product strength).

Medication Guide Pharmacist instructions [21 CFR 208.24(d)].

Controlled Substance Symbol.

Image of drug product represents the true size, color, and imprint.

Yellow # (tartrazine) warning statement is properly displayed.

Alcohol is properly listed [21 CFR 201.10(d)(2)].

Latex warning statement is properly displayed [21 CFR 801.437.].

PRODUCT DIFFERENTIATION:

TH|

m

O|Oojojojo|ojojojojoiol (gl o |0
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. No

Deficiency Deficiency

O = ANDA is the same color as !he RLD labels as required (e.g. warfarin, levothyroxine, enoxaparin).
Please enter Reviewer/Deficiency Comments if you select Deficiency.

O B Multiple strengths are differentiated by use of different color or other acceptable means.

O B Labels of proposed product is differentiated from related products.

STORAGE, DISPENSING, MANUFACTURER, and PACKAGING:

O & Storage/dispensing statemgnt is consistent with the How Supplied section of the insert/RLD/USP.
Please enter Reviewer/Deficiency Comments if you select Deficiency.,

0 & gdéln:lg]cturerlDistributorfPackager statement is acceptable [21 CFR 201.1(h)(5) or (6) or 21 CFR

A0

O K Tamper evident (controlled substances) requirements are met.
Use of child-resistant closure (CRC) or non-CRC is appropriate.

O R Describe container closure, cite source, and any issues in Reviewer Comments below, Please enter
Reviewer/Deficiency Comments if you select Deficiency.

OVERALL ASSESSMENT:

0 B Requirements met for the required |abel statements (21 CFR 201.15 and 21 CFR 201.100 ). Please
enter Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:

Container labels found satisfactory during'cyc'l'e{;Z.

Deficiency Comments:

5.21 UNIT-DOSE BLISTERS(C4)

Reviewer Assessment:
s No
Deficiency Deficiency
O B Each blister contains only one dosage unit (e.g. one tablet, one capsule).
| R® Established/proprietary name, strength, bar code, and manufacturer/distributor/packer appear
accurately on each blister cell.
Reviewer Comments:
‘Satisfactory in the previous cycle 2.
Deficiency Comments:
5.3 CARTON (OUTER OR SECONDARY PACKAGING) LABELING (C4
Reviewer Assessment:
. No
Doficiey Deficiency
0 = The answers to the Container Label questions are the same for the Carton Labeling. Please enter
Reviewer/Deficiency Comments if you select Deficiency.
Reviewer Comments:
U/D carton labels are satisfactory in the 11/26/2021 submission.
Deficiency Comments:

54 PRESCRIBING INFORMATION (C4)

Reviewer Assessment:
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No

Deficiency Deficiency

HIGHLIGHTS:
| R Contact information for applicant and FDA are listed correctly.
O I Revision date appears at end of HIGHLIGHTS section.

DESCRIPTION/INACTIVE INGREDIENTS:

Appropriate warning/precaution statements for inactive ingredients are present (21 CFR 201) Check
only if applicable:
CBulfite (21 CFR 201.22)

o - Yellow #5 (Tartrazine) (21 CFR 201.20)
[Phenylalanine/aspartame (21 CFR 201.21)
Olatex (21 CFR 801.437). Please enter Reviewer/Deficiency Comments if you select Deficiency.

O B Alcohol is properly listed [ 21 CFR 201.10(d)(2) ].

O & Gluten statement is appropriately stated, Please enter Reviewer/Deficiency Comments if you select
Deficiency.

O = Sterile product statement [21 CFR 201.57(c)(12)(D)].

O K Dosage form and route of administration properly listed [21 CFR 201.57(c)(12)(B)].

HOW SUPPLIED/STORAGE and HANDLING/MANUFACTURER;

| = All submitted labels and labeling are consistent with the HOW SUPPLIED section.

0O & Physical description (e.g. scoring, color, imprint, capsule size, nozzle tip, cap color) of the finished
product in the HOW SUPPLIED section are appropriately displayed.

O B NDC numbers are present.

O = Drug product is the same color as the RLD's drug product as required (e.g. warfarin, levothyroxine,
enoxaparin).

0O & Storage or dispensing statement is acceptable compared to the RLD/USP monograph. Please enter
Reviewer/Deficiency Comments if you select Deficiency.

O X "Discard unused portion" for single-dose products.

O = Manufacturer/Distributor/Packager statement is acceptable [ 21 CFR 201.1(h)(5) or (6) or 21 CFR

201.1(1)].

HOW SUPPLIED/STORAGE and HANDLING/MANUFACTURER!

O R STIC requirements addressed appropriately.

O B Intent to join the Antiretroviral Pregnancy Registry (APR) upon full approval.

O = Pregnancy registry information is appropriately included/excluded as required for the RLD, Please
enter Reviewer/Deficiency Comments if you select Deficiency.

5 O Patentlexclusivity carve out is acceptable. Please enter Reviewer/Deficiency Comments if you select
Deficiency.

0 & Prescribing Information is the same as the model labeling, except for differences allowed under 21 CFR
314.94(a)(8). Please enter Reviewer/Deficiency Comments if you select Deficiency.

| Reviewer Comments:
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S):

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.
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Deficiency Comments;
Deficiency # 1

Created in C3

Prescribing Information

HIGHLIGHTS, INDICATIONS AND USAGE- Revise to read the same
as the RLD.

First -:pa-ragraph-‘ (b)(4) “Benefits are most
clearly evident in patients with left ventricular ejection fraction (LVEF)

— DTS (TE T

o b)(4)

Response / Assessment: (b)(4) [This is acceptable.
Deficiency # 2 HIGHLIGHTS, RECENT MAJOR CHANGES- Revise to read the same

Created inC3

Prescribing Information

as the RLD labeling.

Response / Assessment: Addressed adequately in the 11/26/2021 submission.

Deficiency # 3 INDICATIONS AND USAGE- Revise to read the same as the RLD or

Cratai O provide a comment why you feel this information should not be included.
reated in

Prescribing Information

Response / Assessment:

First paragraph- (b)(4) “Benefits are most
clearly evident in patients with left ventricular ejection fraction (LVEF)
below normal”.

Deficiency # 4
Created in C3

Clinical Trials, Section 6
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Prescribing Information

Response / Assessment:

Please ensure this section is up to date with the most recently approved
RLD labeling posted at Drugs @FDA and is aligned with your patent
certifications and exclusivity statements.

applicant addressed this comment in the 11/26/2021 submission.

Deficiency # 5
Created inC3

Prescribing Information

Response [ Assessment:

Deficiency # 6
Created in C3

Patient Information Leaflet
Response / Assessment;

Deficiency # 7
Created in C3

Carton Labeling

Unit-dose 100s (10x10)- To be consistent with the RLD's cartons, consider
adding “For Institutional Use Only.” statement.

Response / Assessment: Addressed- Information added to the carton in the 11/26/2021 submission.
Deficiency #8 HIGHLIGHTS
Created in C4 i. RECENT MAJOR CHANGES

Prescribing Information

We acknowledge your comment regarding the HIGHLIGHTS, RECENT
MAJOR CHANGES request. However, please revise to read the same as
the RLD labeling, (b)(4) |
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Response / Assassment:

(0)(4)

Deficiency #9

Created in C4

Prescribing Information

Response / Assessment:

PRESCRIBING INFORMATION, INDICATIONS AND USAGE, Revise
Section 1.1 Adult Heart Failure as follows:

(0)(4

Left ventricular ejection fraction (LVEF) is a variable measure, so use
clinical judgment in deciding whom to treat [see Clinical Studies (14.1)].

(0)(4)

5.5 OTHER PATIENT LABELING (C4)

Reviewer Assessment:
. No
Deficiency Deficiency
O = Other patient labeling is the same as the model labeling except for allowable differences. Please enter
Reviewer/Deficiency Comments if you select Deficiency.
Reviewer Comments:
Satisfactory in the 11/26/2021 submission.
Deficiency Comments:

6 COMMENTSI/CONSULTS FOR OTHER DISCIPLINES (C4)

A labeling statement required verification from another division discipline. Check only if applicable.

Reviewer Assessment:

Rubber

Latex

Gluten

Alcohol (ethanal)

Aluminum (small/large volume parenteral and pharmacy bulk package)

Sulfite

Phenylalanine (aspartame) - content calculation

Yellow #5 (tartrazine)

Ghost tablet/capsule (i.e. solid or semi-solid mass in stool)

Ojo|ojOjojojo|ojojo

Other
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Describe questions/issue(s) sent to andfor received from other discipline(s) (e.g., OPQ, OB): (For Issues, include the following
information: discipline and description of issue, issue reference number or link, and date of issue)

Reviewer Comments:
NA

Deficiency Comments:
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Digigglly signed by Angela Payne
Date: 12/01/2021 06:22:13PM
GUID: 508da70600028ab611d2ba935d5074a6

Digitally signed by Burhan Nour
Date: 12/01/2021 06:55:53PM
GUID: 508da70600028ae6e75di33aalf5b2ce
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*** This document contains proprietary information that cannot be released to the public.***V-25

Labeling Review
Division of Labeling Review
Office of Regulatory Operations
Office of Generic Drugs (OGD)
Center for Drug Evaluation and Research (CDER)

Date of This Review | 08/25/2022

ANDA Number(s) | 213676

Review Number | 5

Applicant Name | Laurus Labs Limited

Established Name & Strength(s) | Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51
[Add "(OTC)" after strength if | mg, and 97 mg/103 mg
applicable]

Proposed Proprietary Name | N/A

Submission Received Date | March 17, 2022

Primary Labeling Reviewer | Angela Payne, RPh

Secondary Labeling Reviewer | Refer to signature page

Review Conclusion

& Acceptable - No Comments

O Acceptable - Include Post Approval Comments

O Minor Deficiency* - Refer to Labeling Deficiencies and Comments for Letter to Applicant
O Major Deficiency** - Refer to Labeling Deficiencies and Comments for Letter to Applicant

On Policy Alert List RYes [ONo
Acceptable For Filing RYes [ONo
Combined Insert/Outsert [OYes RNo
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TABLE OF CONTENTS

1 LABELING COMMENTS

1.1

LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT

12 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE
13 POST-APPROVAL REVISIONS
2 INSTRUCTIONS FOR ASSESSMENT
3 OVERALL ASSESSMENT OF MATERIALS REVIEWED
4  LABELING REVIEW INFORMATION
41 REGULATORY INFORMATION
42 MODEL PRESCRIBING INFORMATION
4.3 PATENTS AND EXCLUSIVITIES
4.4 UNITED STATES PHARMACOPEIA (USP)
4.5 MODEL CONTAINER LABELS
5 ASSESSMENT OF ANDA LABELING AND LABELS
5.1 QUALITY INFORMATION (DRUG PRODUCT MOU &
BIOPHARMACEUTICS)
5.1.1 DRUG PRODUCT REVIEW
51.2 DESCRIPTION
5.1.3 HOW SUPPLIED/STORAGE AND HANDLING
5.1.4 MANUFACTURER, DISTRIBUTOR, AND/OR PACKER
5.2 CONTAINER LABEL (FOR BLISTERS GO TO UNIT-DOSE BLISTERS)
5.2.1 UNIT-DOSE BLISTERS
5.3 CARTON (OUTER OR SECONDARY PACKAGING) LABELING
5.4 PRESCRIBING INFORMATION
55 OTHER PATIENT LABELING

6 COMMENTS/CONSULTS FOR OTHER DISCIPLINES
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1 LABELING COMMENTS (C5)
1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT (C5)
1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE (C5)

The Division of Labeling has no further questions/comments at this time based on your labeling
submission received March 17, 2022.

Additionally, we remind you that it is it your responsibility to continually monitor available labeling
resources such as DRUGS@FDA, the Electronic Orange Book (OB), and the United States
Pharmacopeia — National Formulary (USP-NF) online for recent updates, and make any
necessary revisions to your labels and labeling.

It is also your responsibility to ensure your ANDA addresses all listed exclusivities that claim the
approved drug product. Please ensure that all exclusivities and patents listed in the electronic OB
are addressed and updated in your application. Ensure your labeling aligns with your patent and
exclusivity statements.

1.3 POST-APPROVAL REVISIONS (C5)

These comments will be addressed post approval (in the first labeling supplement review).

2 INSTRUCTIONS FOR ASSESSMENT (C5)

General Comments:

Select the "no deficiency” or "deficiency” radio button as appropriate for each row. If a "Deficiency Comments" appears, ensure it is
appropriate for your situation, edit, or enter "Reviewer Comments" if necessary.

If there is no issue/concern, or if the question is not applicable. No *Deficiency Comments" will appear but reviewers can still enter
"Reviewer Comments® if desired.

O X There is information in the Orange Book that the applicant needs to address.
R O Information in the Orange Book has expired and the applicant needs fo revise labeling.
Reviewer Comments:

Enter free text in this section as necessary.

Deficiency Comments:

¢ Standardized comments/deficiencies are available for certain questions. For a complete list of standardized comments,
reference the DLR Standardized Comments SharePoint.

e Reviewers can modify standardized comments/deficiencies for their situation.

e Deficiencies will have a review number, deficiency number, and roman numeral in the user interface. For first original
reviews the review number and iteration numeral will align; however, older reviews may have review numbers and iteration
numerals that differ due to some reviews being completed under past practices.

e Deficiency comments will populate by default to the Labeling Comments deficiency section unless you select the Post-
Approval checkbox. Assessors also have the option to move all comments to the Post-Approval Revisions section or vice
versa from the Labeling Comments tab.
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3 OVERALL ASSESSMENT OF MATERIALS REVIEWED (C5)

Final or Draft or o T Submission . .
NA Packaging Sizes Received Date Recommendation
24 mg/26 mg, 49 mg/51 mg
‘ . and 97 mg/103 mg in 30s, o
Container Final 60s, and 180 count bottles 11/712019 Satisfactory
| (0)(4)
Blister Final e osa el pemand 1712019 Satisfactory
10s pvalaclar
Carton Final 100s (10x10) unit dose 11/26/21 Satisfacto

Final or Draft or ; Submission :
NA Revision Date andior Code Received Date Recommendation
Prescribing Information Final Revised: 03/2022 311712022 Satisfactory
Medication Guide N/A N/A
Patient Information Final Revised: 03/2022 31712022 Satisfactory
Instructions for Use N/A N/A
spLvataEorars (IR
4 LABELING REVIEW INFORMATION(CS)
41 REGULATORY INFORMATION (C5)
Yes No
= O Are there any applicable issues in DLR's SharePoint Drug Facts ?
Page 5
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S):

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.
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Yes No

= O Is the drug product listed in the Policy Alert Tracker on OGD's SharePoint?

42 MODEL PRESCRIBING INFORMATION (C5)

ERIMOST RECENTLY APPROVED NDA MODEL LABELING

(If NDA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and if so,
enter the most recently approved ANDA labeling information as applicable.)

NDA#/Supplement# (S-000 if original): NDA207620 / S-018
Supplement Approval Date: 02/16/2021

Page 7
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Proprietary Name: Entresto Tablets
Established Name: sacubitril/valsartan tablets

Description of Supplement:

SE-018- approved 02/16/2021. This Prior Approval supplemental new drug application provides for
updates to the United States Prescribing Information (USPI) and the Patient Package Insert (PPI) related
to the PARAGON-HF frial, including substantive revisions to Indications and Usage and Clinical
Studies; additional revisions were made throughout labeling.

SE-013- approved 10/01/2019. This Prior Approval supplemental new drug application, submitted in

response to a Pediatric Written Request, supports a labeled indication for use of Entresto® for treatment
of symptomatic heart failure with systemic left ventricular systolic dysfunction in pediatric patients aged
one year and older. Entresto® reduces NT-proBNP and is expected to improve cardiovascular outcomes.

*OTHER IMPORTANT INFORMATION:

e Supplement 16 (CBE-30 CMC supplement): PENDING; | (b)(4)

b)(4)

e Supplements 14 to 15 (CMC supplements): PENDING No submission of labels; no impact on
labeling.

Link: https://ipalantir.fda.goviworkspace/hubble/external/object/v0/fda-
communication?pk communication=4747255 4336977 090140af805d2738 NDA207620 3091789

CIMOST RECENTLY APPROVED ANDA MODEL LABELING

& OTHERITEMPLATE (e.g., Pending Supplements, BPCA, PREA, Carve-out):

Reviewer Assessment:

Deficiency

0)(4)

O

= ANDA is up-to-date with the RLD/Model |abeling.
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S):

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.
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Table 4 provides Orange Book patents for the Model Labeling (NDA207620) and ANDA patent certifications. (For applications that
have no patents, N/A is entered in the patent number column.)

Strengths

Patent
Number

Patent
Expiration

Patent
Use
Code

Patent Use Code
Definition

Patent
Certification

Date of
Patent Cert
Submission

Labeling
Impact

24 mg;26 mq,
49 mg;51 mg,
97 mg;103 mg

11058667

06/09/2036

U-3170

TREATING
CHRONIC
HEART FAILURE
WITH REDUCED
EJECTION
FRACTION IN
PATIENTS NOT
TAKING AN ACE
INHIBITOR OR
AN ARB OR
PREVIOUSLY
TAKING LOW
DOSES OF
THESE AGENTS,
BY TITRATING
UP FROM HALF
THE USUALLY
RECOMMENDED
STARTING DOSE

12/23/2021

None

24MG;26MG,
49MG;51MG,
97MG;103MG

11058667

05/09/2036

U-3170

TREATING
CHRONIC
HEART FAILURE
WITH REDUCED
EJECTION
FRACTION IN
PATIENTS NOT
TAKING AN ACE
INHIBITOR OR
AN ARB OR
PREVIOUSLY
TAKING LOW
DOSES OF
THESE AGENTS,
BY TITRATING
UP FROM HALF
THE USUALLY
RECOMMENDED
STARTING DOSE

None

24 mg;26 mg,
49 mg;51 mq,
97 mg;103 mg

11135192

08/22/2033

U-3084

TREATMENT OF
HEART FAILURE
WITH
PRESERVED
EJECTION
FRACTION

viii

12/23/2021

Carve-out
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Strengths

Patent
Number

Patent
Expiration

Patent
Use
Code

Patent Use Code
Definition

Patent
Certification

Date of
Patent Cert
Submission

Labeling
Impact

24MG;26MG,
49MG;51MG,
97MG;103MG

11135192

08/22/2033

U-3084

TREATMENT OF
HEART FAILURE
WITH
PRESERVED
EJECTION
FRACTION

viii

Carve-out

24 mg;26 mg,
49 mg;51 mq,
97 mg;103 mg

7468390

1112712023

97MG;103MG,
49MG;51MG,
24MG;26MG

7468390

1112712023

07/08/2019

None

24 mg;26 mq,
49 mg;51 mg,
97 mg;103 mg

7468390*PED

0612712024

97MG;103MG,
49MG;51MG,
24MG;26MG

7468390*PED

0612712024

07/08/2019

None

24 mg;26 mg,
49 mg;51 mg,
97 mg;103 mg

8101659

01/16/2025

49MG;51MG,
97MG;103MG,
24MG;26MG

8101659

01/14/2023

07/08/2019

None

24 mg;26 mq,
49 mg;51 mg,
97 mg;103 mg

8101659*PED

0711512025

97MG;103MG,
49MG;51MG,
24MG;26MG

8101659*PED

071412023

07/08/2019

None

24 mg;26 mg,
49 mg;51 mg,
97 mg;103 mg

8404744

01/14/2023

49MG;51MG,
24MG;26MG,
97MG;103MG

8404744

01/14/2023

07/08/2019

None

24 mg;26 mq,
49 mg;51 mg,
97 mg;103 mg

8404744*PED

071412023

97MG;103MG,
49MG;51MG,
24MG;26MG

8404744*PED

071412023

07/08/2019

None

24 mg;26 mg,
49 mg;51 mg,
97 mg;103 mg

8796331

01/14/2023

U-1723

TREATMENT OF
HEART FAILURE

49MG;51MG,
97MG;103MG,
24MG;26MG

8796331

01/14/2023

U-1723

TREATMENT OF
HEART FAILURE

07/08/2019

None
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— NPatent Patent Pﬂ::‘t Patent Use Code | Patent Pa[::;‘l‘t’ gi | Labeling
umber Expiration C Definition Certification i Impact
ode Submission
24 mg;26 mq,
49mg;51mg, | 8796331*PED | 07/14/2023
97 mg;103 mg
97MG;103MG,
49MG;51MG, | 8796331*PED | 07/14/2023 Y] 07/08/2019 None
24MG;26MG
24 mg;26 mq,
49 mg;51 mg, 8877938 05/27/2027
97 mg;103 mg
97MG;103MG,
49MG;51MG, 8877938 05/27/2027 1Y 07/08/2019 None
24MG;26MG
24 mg;26 mq,
49mg;51mg, | 8877938*PED | 11/27/2027
97 mg;103 mg
97MG;103MG,
49MG;51MG, | 8877938*PED | 11/27/2027 Y] 07/08/2019 None
24MG;26MG
i TREATMENT OF
49 mg.,51 mg, 9388134 11/08/2026 | U-1723 HEART FAILURE
97 mg;103 mg
24MG;26MG,
o7MG103MG, |  93ss13s | 11082026 | u-1723 ;FE‘AEQ.TF"EEI\'LL%E v 07/08/2019 |  None
49MG;51MG
24 mg;26 mq,
49mg;51mg, | 9388134*PED | 05/08/2027
97 mg;103 mg
97MG;103MG,
49MG;51MG, | 9388134*PED | 05/08/2027 Y] 07/08/2019 None
24MG;26MG
TREATMENT OF
24 mg:26 mg, HEARJ#E’?-IILURE
49 mg;51 mg, 9517226 08/22/2033 | U-3084
97 mg:103 mg PRESERVED
EJECTION
FRACTION
TREATMENT OF
24MG;26MG, HEARJWFT’?}URE
49MG;51MG, 9517226 08/22/2033 | U-3084 PRESERVED viii 05/03/2021 | Carve-out
97MG;103MG
! EJECTION
FRACTION
TREATMENT OF
24 mg:26 mg, HEARJUE_T_IILURE
49 mg;51 mg, 9937143 08/22/2033 | U-3084
97 mg:103 mg PRESERVED
EJECTION
FRACTION
Page 12



Patent Date of <
Strengths Patent Pa.lter!t Ui Patent U§? Code P.a!'.ent. Patent Cert Labeling
Number Expiration Definition Certification i Impact
Code Submission
TREATMENT OF
24MG:26MG, s
49MG;51MG, 9937143 08/22/2033 | U-3084 PRESERVED viii 05/03/2021 | Carve-out
97MG;103MG
3 EJECTION
FRACTION

Table 5 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.

Exclusivity Exclusivity Exclusivity Code Exclusivity Ex?:?t?si?f:ty Labeling
Strengths Code Expiration Definition Statement Submissi Impact
ubmission
does not
TG/ 103MG, Y| marketpiorto
49MG;51MG, NCE PED 01/07/2021 PEDIATR]C Higiak P i 07/08/2019 Expired
24MG:26MG piraTion
. EXCLUSIVITY of the NCE
exclusivity
2hmg2amg, 18 NEW PATIENT
mg,§1 mg, 97 NPP 10/01/2022 POPULATION
mg; 103 mg
does not
intend to
49MG;51MG, market prior to
OIMG103MG, | NPPIS013 | 10/01/2022 ’;%”;’UPL’ET'%\'J the expiration |  11/07/2019 None
24MG;26MG of the NCE
exclusivity. S-
013
24126 mg, 49 POPULATION;
mg;51 mg, 97 NPP PED 04/01/2023 PEDIATRIC '
mg10S 1 EXCLUSIVITY
does not
NEW PATIENT intend to
97MG;103MG, ) .
49MG;51MG, NPP PED o401f2023 | PREDLATNG [ MAKGLRMGRO | 4579919 None
2AMG26MG e expiration
! EXCLUSIVITY of the NCE
exclusivity
LABELING
24 mg;26 mg, 49 REVISIONS
mg;51 mg, 97 M-82 02/16/2024 RELATED TO
mg; 103 mg CLINICAL
STUDIES
Page 13
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Date of

Exclusivity Exclusivity Exclusivity Code Exclusivity ‘e Labeling
Strengths Code Expiration Definition Statement Exaiusity Impact
Submission
LABELING .
4OMG5IMG, REVISIONS i aunch
97MG;103MG, M-82 02/16/2024 RELATEDTO | P oo sz Y| 05032021 | Carve-out
24MG;26MG CLINICAL usivi
STUDIES exclusivity,
Reviewer Assessment:
: No
Deficiency Deficiency
O X There is information in the Orange Book that the applicant needs to address.
| X Information in the Orange Book has expired and the applicant needs to revise labeling.
Reviewer Comments:
Deficiency Comments:
Deficiency # 1 GENERAL
Created in C4 i. Address the new information (or new patents/exclusivities) listed in the
Coirara Commania Orange Book for the reference listed drug (RLD), NDA 207620.
General Col Additionally, ensure all patent certifications and exclusivity statements are
congruent among themselves and with the proposed labeling.
ii. Address patent number(s), 11135192 and 11058667 as listed in the
"Approved Drug Products with Therapeutic Equivalence Evaluations" (the
"Orange Book"). |
Response / Assessment: Addressed 12/23/2021.
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44 UNITED STATES PHARMACOPEIA (USP) (C§

The USP was searched on 08/25/2022

Packaging and
Monograph Title (NJAif | Storage/Labeling
YESerNO no monograph) Statements (N/A if
no monograph)
Currently Official No N/A N/A
Not Yet Official No N/A N/A
Reviewer Assessment:
. No
Deficiency Deficiency
0 = Established name is acceptable with regard to the USP monograph or the RLD's nonproprietary
name.
O Bd RLD's non-proprietary name is different from USP established name.
O = USP descriptor is correctly used in the appropriate sections of the prescribing information,
USP RECOMMENDATIONS and/or DIFFERENCES IN TEST METHODS (QUALITY):
O Bd DISSOLUTION: The applicant's dissolution statement is appropriate.
O R ORGANIC IMPURITIES: Drug product meets USP acceptance criteria for organic impurities.
O [T ASSAY: Drug product meets USP acceptance criteria for assay.
Reviewer Comments:
None.
Deficiency Comments:

4.5 MODEL CONTAINER LABELS (C5)

Model containericarton/blister labels (Source: |abels (Source: DARRTS; S-016, approved 2/20/2020) storage statement updated. )

& Novarris
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Ra oaly
190 Tablots

 th NOVARTIS

W AR
&

2-9690-820 ﬁ
i
i

2

th NOVARTIS

DARRTS; ANRPT-4 submitted 8/30/2019. Note storage is not updated per S-016.
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o 25°C (T1°F); sncarsions
;ﬂﬂhlﬂlmﬂ‘fil‘ﬂ.
USP controlied raem tomporsture].

Fiep this aned s oul of the reach

ol children.

i by: Movartis Singapore Pharmiaceutical
ing Pte. Lid_ 637461 Singapore

Dist. by: Movarfis Phasmaceuticais Corp.
East Hanover, NI 07936

Entresto®
(sacubltril/valsartan)
tablets

Rxonly 28Tablets
| sovaguis
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Model container/carton/blister labels (Source; DARRTS; ANRPT-3 submitted 8/30/2018). The RLD
has delisted blister packs
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Model container/carton/blister labels (Source: DARRTS; ANRPT-1 submitted 8/30/2016). The applicant
is no longer marketing blisters container/cartons.
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5 ASSESSMENT OF ANDA LABELING AND LABELS (C5
5.1 QUALITY INFORMATION (DRUG PRODUCT MOU & BIOPHARMACEUTICS) (C5)

511 DRUG PRODUCT REVIEW (C5)
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Insert screenshot of Labeling portion from drug product review if completed:
Drug Product Review complete

RO3. 9/22/2021
1.14 Labeling
Labeling & Prescribing Information

DESCRIPTION (Rx insert or Active Ingredient{s), and Inactive Ingredients in
DRUG FACTS for OTC):

Is the information accurate? X Yes [[JNo
If*No," explain.

Is the drug product subject of a US‘P'm_onngaphi [JYes [XNo

If “Yes,” does labeling have accurate USP statement in the DESCRIPTION (for
Rx) or Other Information section of DRUG FACTS (for OTC)?

[CJYes [ONo [ Statement not needed

If NO, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)
i) Is the information accurate? K Yes [JNo
If *No,” explain.
i)  Arethe storage conditions acceptable? [ Yes [JNo
If *No," explain.

DOSAGE AND ADMINISTRATION section, for injectables, and where applicable:

Is tamper evident feature provided in the container/closure for the OTC
Elndm-or Controlled Substance (Cil — CIV) products? [] Yes [] No
'[C1N/A (NOT OTC or Controlled Substance)

1 *No,” explain.
For solid oral drug products, only: drug product length(s) of commercial
batch(es):
Violet white color, oval, biconvex film-coated
24mg/26mg 9.11x 5.08 tablets debossed with “S5™ on one side and
plain on the other side.
Pale yellow color, oval, hiconvex film-coated
49mg/Simg 12.75x 5.90 tablets debossed with “S1™ on one side and
plain on the other side.
Light pink color, oval, biconvex film-coated
9Tmg/103mg 1257 x 685 tablets debossed with “S2" on one side and
plain on the other side.

Send issue to the Labeling assessor through the Platform with a list of
quality-related labeling deficiencies and also record reference number or link
for all the issues:

_Issue Reference Number or Link

LABELING LIST OF DEFICIENCIES

None

5.1.2 DESCRIPTION (C5)

.' ENTRES is avai]able as film-coated blets for oral administration, containing
Model Labeling 24 mg of sacubitril and 26 mg of valsartan; 49 mg of sacubitril and 51 mg of
valsartan; and 97 mg of sacubitril and 103 mg of valsartan. The tablet inactive

Page 20
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ingredients are microcrystalline cellulose, low-substituted
hydroxypropylcellulose, crospovidone, magnesium stearate (vegetable origin),
talc, and colloidal silicon dioxide. The film-coat inactive ingredients are
hypromellose, titanium dioxide (E 171), Macrogol 4000, talc, and iron oxide red
(E 172). The film-coat for the 24 mg of sacubitril and 26 mg of valsartan tablet
and the 97 mg of sacubitril and 103 mg of valsartan tablet also contains iron oxide
black (E 172). The film-coat for the 49 mg of sacubitril and 51 mg of valsartan
tablet contains iron oxide yellow (E 172).

Sacubitril and valsartan tablets are available as film-coated tablets for oral
administration, containing 24 mg of sacubitril and 26 mg of valsartan; 49 mg of
sacubitril and 51 mg of valsartan; and 97 mg of sacubitril and 103 mg of
valsartan. The tablet inactive ingredients are crospovidone, low-substituted
hydroxypropylcellulose, magnesium stearate, microcrystalline cellulose, and
silicon dioxide. The film-coat inactive ingredients are hypromellose, titanium
dioxide, Macrogol 4000, talc, and iron oxide red. The film-coat for the 24 mg of
sacubitril and 26 mg of valsartan tablet and the 97 mg of sacubitril and 103 mg of
valsartan tablet also contains iron oxide black. The film-coat for the 49 mg of
sacubitril and 51 mg of valsartan tablet contains iron oxide yellow.

11 DESCRIPTION

Sacubitril and valsartan tablets are a combination of a neprilysin inhibitor and an
angiotensin II receptor blocker.

Sacubitril and valsartan tablets contain a complex comprised of anionic forms of
sacubitril and valsartan, and sodium cations in the molar ratio of 1:1:3,
respectively. Following oral administration, the complex dissociates into sacubitril
(which is further metabolized to LBQ657) and valsartan. The complex is
chemically described as Tri sodium [3-((1S,3R)-1-biphenyl-4-ylmethyl-3-
ethoxycarbonyl-1-butylcarbamoyl)propionate-(S)-3’-methyl-2’-(pentanoyl{2”-
(tetrazol-5-ylate)biphenyl-4’-ylmethyl }amino)butyrate].

Its molecular formula is C48H55N608#3Na. Its molecular mass is 912.95 and its
Current ANDA Labeling schematic structural formula is:

Sacubitril and valsartan tablets are available as film-coated tablets for oral
administration, containing 24 mg of sacubitril and 26 mg of valsartan; 49 mg of
sacubitril and 51 mg of valsartan; and 97 mg of sacubitril and 103 mg of
valsartan. The tablet inactive ingredients are crospovidone, low-substituted
hydroxypropylcellulose, magnesium stearate, microcrystalline cellulose, and
silicon dioxide. The film-coat inactive ingredients are hypromellose, titanium
dioxide, Macrogol 4000, talc, and iron oxide red. The film-coat for the 24 mg of
sacubitril and 26 mg of valsartan tablet and the 97 mg of sacubitril and 103 mg of
valsartan tablet also contains iron oxide black. The film-coat for the 49 mg of
sacubitril and 51 mg of valsartan tablet contains iron oxide yellow.

Current cycle 5. No changes

Previous ANDA Labeling

5.1.3 HOW SUPPLIED/STORAGE AND HANDLING (C5)
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ﬂﬂm; d-;iid!l M-‘ﬂ d-ﬂﬂdﬂ 5
valsartan. All -f packag '--— n::. - -
Tablet Color Debosument NDC # 0078-X0000-XX

5 Sacubitril/ Valsaran. “NVR"snd |Botleol60 |Bomleof 150

Model Labeling

U mgmg Viclet white |LZ 0659-20 06359-67
49 mg/51 mg Paleyellow |11 077120 077767
97 mg/103 mg Lightpick |L11 069620 0696-67

Store st 20°C 10 25°C i itted between 15°C and 30°C =d USP Controlled
h—‘ o 25°C (68°F to TT°F), excursions permitied (59°F and 86°F) [aee

16 HOW SUPPLIED/STORAGE AND HANDLING Sacubitril and valsartan
tablets are available as described below:

Sacubitril and valsartan tablets 24/26 mg, (sacubitril 24 mg and valsartan 26 mg)
are violet white color, oval shaped, biconvex film-coated tablets debossed with
“S5” on one side and plain on the other side. Bottles of 30 NDC 42385-930-30
Bottles of 60 NDC 42385-930-60 Bottles of 180 NDC 42385-930-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC
42385-930-68 Carton with 100 (10 x 10) Unit-Dose Tablets containing
PVC/ACLAR blisters NDC 42385-930-72

Sacubitril and valsartan tablets 49/51 mg, (sacubitril 49 mg and valsartan 51 mg)
are pale yellow color, oval shaped, biconvex film-coated tablets debossed with
“81” on one side and plain on the other side. Bottles of 30 NDC 42385-931-30
Bottles of 60 NDC 42385-931-60 Bottles of 180 NDC 42385-931-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC
42385-931-68

Carton with 100 (10 x 10) Unit-Dose Tablets containing PVC/ACLAR blisters
NDC 42385-931-72

Previous ANDA Labeling

Sacubitril and valsartan tablets 97/103 mg, (sacubitril 97 mg and valsartan 103
mg) are light pink color, oval shaped, biconvex film-coated tablets debossed with
“S82” on one side and plain on the other side. Bottles of 30 NDC 42385-932-30
Bottles of 60 NDC 42385-932-60 Bottles of 180 NDC 42385-932-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC
42385-932-68 Carton with 100 (10 x 10) Unit-Dose Tablets containing
PVC/ACLAR blisters NDC 42385-932-72

Store at 20° to 25°C (68° to 77°F); excursions permitted between 15° to 30°C (59°
to 86°F) [See USP Controlled Room Temperature]. Protect from moisture.

16 HOW SUPPLIED/STORAGE AND HANDLING Sacubitril and valsartan
tablets are available as described below:

Sacubitril and valsartan tablets 24/26 mg, (sacubitril 24 mg and valsartan 26 mg)
are violet white color, oval shaped, biconvex film-coated tablets debossed with
“S85” on one side and plain on the other side. Bottles of 30 NDC 42385-930-30
Bottles of 60 NDC 42385-930-60 Bottles of 180 NDC 42385-930-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC
42385-930-68 Carton with 100 (10 x 10) Unit-Dose Tablets containing
PVC/ACLAR blisters NDC 42385-930-72

Current ANDA Labeling
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Sacubitril and valsartan tablets 49/51 mg, (sacubitril 49 mg and valsartan 51 mg)
are pale yellow color, oval shaped, biconvex film-coated tablets debossed with
“81” on one side and plain on the other side. Bottles of 30 NDC 42385-931-30
Bottles of 60 NDC 42385-931-60 Bottles of 180 NDC 42385-931-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC
42385-931-68

Carton with 100 (10 x 10) Unit-Dose Tablets containing PVC/ACLAR blisters
NDC 42385-931-72

Sacubitril and valsartan tablets 97/103 mg, (sacubitril 97 mg and valsartan 103
mg) are light pink color, oval shaped, biconvex film-coated tablets debossed with
“S82” on one side and plain on the other side. Bottles of 30 NDC 42385-932-30
Bottles of 60 NDC 42385-932-60 Bottles of 180 NDC 42385-932-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC
42385-932-68 Carton with 100 (10 x 10) Unit-Dose Tablets containing
PVC/ACLAR blisters NDC 42385-932-72

Store at 20° to 25°C (68° to 77°F); excursions permitted between 15° to 30°C (59°
to 86°F) [See USP Controlled Room Temperature]. Protect from moisture.

514 MANUFACTURER, DISTRIBUTOR, AND/OR PACKER (C5)

Name and Address on
ANDA Prescribing
Information

Name and Address on
ANDA Prescribing
Information

(0)(4)

Manufactured by

Manufactured for Distributed by Distributed for

(b)(4)

Manufactured for; Laurus Generics
Inc. 400 Connell Drive Suite 5200
Berkeley Heights, NJ 07922
Revised: 11/2021

5.2 CONTAINER LABEL (FOR BLISTERS GO TO UNIT-DOSE BLISTERS) (C5

Reviewer Assessment:
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Deficiency b

Deficiency
O & Container meets the too small exemption [ 21 CFR 201.10())]. Please enter Reviewer/Deficiency
Comments if you select Deficiency.

ESTABLISHED/PROPRIETARY NAME and STRENGTH:

B Tall Man lettering complies with recommendations found on FDA webpage.

Established/proprietary name and strength are the most prominent information on the Principal
Display Panel.

No intervening text(written, printed, or graphic matter) between established name and strength.

THE FOLLOWING COMPONENTS ARE PROPERLY DISPLAYED:

Net quantity statement. Please enter Reviewer/Deficiency Comments if you select Deficiency.

Dosage statement.

NDC number: prominence, linear bar code, and its orientation.

Expiration date and lot number (or placeholder).

Equivalency statement (product strength).

Medication Guide Pharmacist instructions 21 CFR 208.24(d)].

Controlled Substance Symbol.

Image of drug product represents the true size, color, and imprint.

Yellow #5 (tarfrazine) warning statement is properly displayed.

Alcohol is properly listed [21 CFR 201.10(d)(2)].

O|OjojOjo|ojojojojojol (o o |O

Latex warning statement is properly displayed [21 CFR 801.437.].

PRODUCT DIFFERENTIATION:

ANDA is the same color as the RLD labels as required (e.g. warfarin, levothyroxine, enoxaparin).
Please enter Reviewer/Deficiency Comments if you select Deficiency.

O

Multiple strengths are differentiated by use of different color or other acceptable means.

BR B (BRERRERREIRIRRRR R R

Oo|o

Labels of proposed product is differentiated from related products.

4
(@)

RAGE, DISPENSING, MANUFACTURER, and PACKAGING:

Storageldispensing statement is consistent with the How Supplied section of the insert/RLD/USP.
Please enter Reviewer/Deficiency Comments if you select Deficiency.

Manufacturer/Distributor/Packager statement is acceptable [21 CFR 201.1(h)(5) or (6) or 21 CFR
201.1(i)).

Tamper evident (controlled substances) requirements are met.

Use of child-resistant closure (CRC) or non-CRC is appropriate.
[T Describe container closure, cite source, and any issues in Reviewer Comments below. Please enter
Reviewer/Deficiency Comments if you select Deficiency.

o |[Ooyo|o
B E|R

OVERALL ASSESSMENT:

O & Requirements met for the required |abel statements (21 CFR 201.15 and 21 CFR 201.100 ). Please
enter Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:
(%ontainer labels found satisfactory during previous cycles in the submissions dated as follows:
Final or Draft or T Submission
NA Packaging Sizes Recelved Date
24 mgi28 mg, 49 mg/51 mg
and 97 mg/103 mg in 30s,
60s, and 180s count bottles
10s unit (!5:2 IMI}dfu and
y un Col m
Blister Final 10s pugfacl 11772019
Carlon Final 100s: {10x10) unit dose 11126721

Container Final 1172M9

Deficiency Comments:

521 UNIT-DOSE BLISTERS(C5)

Reviewer Assessment:
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Deficiency Comments:

Deficiency Deﬁ?i?ancy

O = Each blister contains only one dosage unit (e.g. one tablet, one capsule).

O X Established/proprietary name, strength, bar code, and manufacturer/distributor/packer appear
accurately on each blister cell.

Reviewer Comments:

Satisfactory in the previous cycle 2.

5.3 CARTON (OUTER OR SECONDARY PACKAGING) LABELING (C5)

Reviewer Assessment:
. No
Deficiency Deficiency
0 = The answers to the Container Label questions are the same for the Carton Labeling. Please enter
Reviewer/Deficiency Comments if you select Deficiency.
Reviewer Comments:
U/D carton labels are satisfactory in the 11/26/2021 submission.
Deficiency Comments:

5.4 PRESCRIBING INFORMATION (C5)

Reviewer Assessment:

Deficiency

No
Deficiency

HIGHLIGHTS:

Contact information for applicant and FDA are listed correctly.

O
O

Revision date appears at end of HIGHLIGHTS section.

DESCRIPTION/INACTIVE INGREDIENTS:

Appropriate warning/precaution statements for inactive ingredients are present (21 CFR 201) Check
only if applicable;

Chulfite (21 CFR 201.22)

Yellow #5 (Tartrazine) (21 CFR 201.20

Phenylalaninefaspartame (21 CFR 201.21)

Matex (21 CFR 801 .43?!. Please enter Reviewen"Deﬂcieng! Comments if you select Deﬁciencx.

Alcohol is properly listed [ 21 CFR 201.10(d)(2)].

Gluten statement is appropriately stated. Please enter Reviewer/Deficiency Comments if you select
Deficiency.

Sterile product statement [21 CFR 201.57(c){12)(D)].

Dosage form and route of administration properly listed [21 CFR 201.57(c)(12)(B)].

H

W SUPPLIED/STORAGE and HANDLING/MANUFACTURER:

All submitted labels and Iabeling are consistent with the HOW SUPPLIED section.

Physical description (e.g. scoring, color, imprint, capsule size, nozzle tip, cap color) of the finished
product in the HOW SUPPLIED section are appropriately displayed.

NDC numbers are present.

Drug product is the same color as the RLD's drug product as required (e.g. warfarin, levothyroxine,
enoxaparin).

Storage or dispensing statement is acceptable compared to the RLD/USP monograph. Please enter
Reviewer/Deficiency Comments if you select Deficiency.

Ooyo|o.o ool |[o|| oo

R E|RIRRRESRIR @ |®

"Discard unused portion" for single-dose products.
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. No

Deficiency Deficiency
Manufacturer/Distributor/Packager statement is acceptable [ 21 CFR 201.1(h)(5) or (6) or 21 CFR

- = 201.4().

HOW SUPPLIED/STORAGE and HANDLING/MANUFACTURER:

O R STIC requirements addressed appropriately.

O B Intent to join the Antiretroviral Pregnancy Registry (APR) upon full approval.

0O & Pregnancy registry information is appropriately included/excluded as required for the RLD. Please
enter Reviewer/Deficiency Comments if you select Deficiency,

& O Patentlexclusivity carve out is acceptable. Please enter Reviewer/Deficiency Comments if you select
Deficiency,

0 & Prescribing Information is the same as the model labeling, except for differences allowed under 21 CFR
314.94(a)(8). Please enter Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S):

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.
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Response / Assessment:

5.5 OTHER PATIENT LABELING (C8)

Reviewer Assessment:
: No
Deficiency Deficiency
0 & Other patient labeling is the same as the model labeling except for allowable differences. Please enter
Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:

Satisfactory in the 3/23/2022 submission ( b) ( 4)
L (6)(4) | '

Deficiency Comments:
6 COMMENTS/CONSULTS FOR OTHER DISCIPLINES (C§
A |labeling statement required verification from another division discipline. Check only if applicable.
Reviewer Assessment:

O Rubber

O Latex

O Gluten

O Alcohol (ethanol)

O Aluminum (small/large volume parenteral and pharmacy bulk package)

O Sulfite

O Phenylalanine (aspartame) - content calculation

O Yellow #5 (tartrazine)

O Ghost tablet/capsule (i.e. solid or semi-solid mass in stool)

O Other

Describe questionsfissue(s) sent to and/or received from other discipline(s) (e.g., OPQ, OBY): (For Issues, include the following
information: discipline and description of issue, issue reference number or link, and date of issue)

Reviewer Comments:
NA

Deficiency Comments:
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Digigglly signed by Angela Payne
Date: 9/05/2022 06:03:51PM
GUID: 508da70600028ab611d2ba935d5074a6

Digftally signed by Burhan Nour
Date: 9/13/2022 07:53:20PM
GUID: 508da70600028ae6e75df33aa0f5b2ce
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*** This document contains proprietary information that cannot be released to the public.***V-25

Labeling Review
Division of Labeling Review
Office of Regulatory Operations
Office of Generic Drugs (OGD)
Center for Drug Evaluation and Research (CDER)

Date of This Review | 12/14/2022

ANDA Number(s) | 213676

Review Number | 6

Applicant Name | Laurus Labs Limited

Established Name & Strength(s) | Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51
[Add "(OTC)" after strength if | mg, and 97 mg/103 mg
applicable]

Proposed Proprietary Name | N/A

Submission Received Date | September 23, 2022

Primary Labeling Reviewer | Angela Payne, RPh

Secondary Labeling Reviewer | Refer to signature page

Review Conclusion

® Acceptable - No Comments

O Acceptable - Include Post Approval Comments

O Minor Deficiency* - Refer to Labeling Deficiencies and Comments for Letter to Applicant
O Major Deficiency** - Refer to Labeling Deficiencies and Comments for Letter to Applicant

On Policy Alert List ®Yes ONo
Acceptable For Filing ®Yes ONo
Combined Insert/Outsert OYes ENo
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ASSESSMENT OF ANDA LABELING AND LABELS

51 QUALITY INFORMATION (DRUG PRODUCT MOU &
BIOPHARMACEUTICS)

5.1.1 DRUG PRODUCT REVIEW

5.1.2 DESCRIPTION

5.1.3 HOW SUPPLIED/STORAGE AND HANDLING

5.1.4 MANUFACTURER, DISTRIBUTOR, AND/OR PACKER

5.2 CONTAINER LABEL (FOR BLISTERS GO TO UNIT-DOSE BLISTERS
5.2.1 UNIT-DOSE BLISTERS

5.3 CARTON (OUTER OR SECONDARY PACKAGING) LABELING

5.4 PRESCRIBING INFORMATION

5.5 OTHER PATIENT LABELING

COMMENTS/CONSULTS FOR OTHER DISCIPLINES
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1 LABELING COMMENTS (C6)
1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT (C6)
1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE (C6)

The Division of Labeling has no further questions/comments at this time based on your labeling
submission received September 23, 2022.

Additionally, we remind you that it is it your responsibility to continually monitor available labeling
resources such as DRUGS@FDA, the Electronic Orange Book (OB), and the United States
Pharmacopeia — National Formulary (USP-NF) online for recent updates, and make any
necessary revisions to your labels and labeling.

It is also your responsibility to ensure your ANDA addresses all listed exclusivities that claim the
approved drug product. Please ensure that all exclusivities and patents listed in the electronic OB
are addressed and updated in your application. Ensure your labeling aligns with your patent and
exclusivity statements.

1.3 POST-APPROVAL REVISIONS (C6)

These comments will be addressed post approval (in the first labeling supplement review).

2 INSTRUCTIONS FOR ASSESSMENT (C6)

General Comments:

Select the "no deficiency" or "deficiency” radio button as appropriate for each row. If a "Deficiency Comments" appears, ensure it is
appropriate for your situation, edit, or enter "Reviewer Comments® if necessary.

If there is no issue/concern, or if the question is not applicable. No "Deficiency Comments® will appear but reviewers can still enter
"Reviewer Comments" if desired.

O X There is information in the Orange Book that the applicant needs to address,
X O Information in the Orange Book has expired and the applicant needs to revise labeling.
Reviewer Comments:

Enter free text in this section as necessary.

Deficiency Comments:

e Standardized comments/deficiencies are available for certain questions. For a complete list of standardized comments,
reference the DLR Standardized Comments SharePoint.

e Reviewers can modify standardized comments/deficiencies for their situation.

o Deficiencies will have a review number, deficiency number, and roman numeral in the user interface. For first original
reviews the review number and iteration numeral will align; however, older reviews may have review numbers and iteration
numerals that differ due to some reviews being completed under past practices.

e Deficiency comments will populate by default to the Labeling Comments deficiency section unless you select the Post-
Approval checkbox. Assessors also have the option to move all comments to the Post-Approval Revisions section or vice
versa from the Labeling Comments tab.
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3 OVERALL ASSESSMENT OF MATERIALS REVIEWED (C6)

Final or Draft or ; Submission ;
NA Packaging Sizes Received Date Recommendation
24 mg/26 mg, 49 mg/51 mg
: , and 97 mg/103 mg in 30s, N
Container Final Sl a1 80enou it Bolties 11/7/2019 Satisfactory
(b))
Blister Final 0srianit dosa ealk form. ard 17712019 Satisfactory
10s pvclaclar
Carton Final 100s (10x10) unit dose 11/26/21 Satisfactory

Final or Draft or s Submission ;
NA Revision Date and/or Code Received Date Recommendation
Prescribing Information Final Revised: 09/2022 09/23/2022 Satisfactory
Medication Guide N/A N/A
Patient Information Final Revised: 09/2022 09/23/2022 Satisfactory
Instructions for Use N/A N/A
SPL Data Elements -
4 LABELING REVIEW INFORMATION(C6)
41 REGULATORY INFORMATION (C6)
Yes | No
B O Are there any applicable issues in DLR's SharePoint Drug Facts ?
Page 5
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Yes

No

Add File - DLR Drug Facts File Folder

Add a new document to help with the review process by dlicking the image below You will be
asked 8 series of questions to help classify the document(s) so that they are added to the proper
place. Please nat that this is not fo replace the Plotfi in any way if hing already exists
on the Platform - Pleas= link it to the review on the Platform.

Tithe | ubitril snd NDA 207620/5-018, Citizen Petition- kai

Date: [11/16f2022

Is this a Review? O

What Type of File? [E-mails L
Attachments FW Entresto CP disclaimer language [v4) for inadequate Iabeling msg

Hyperdink to Review

] Mo hypesiink msested

Active Ingredient [ sacubitril and valsartan

[ sacubitril and valsartan
Dasage Forms: Tablets ]
MasxEetiier Novartis Consumer Health, inc ]
Brief Description

Per Policy, include the following paragraphs [Version 4) in "inadequate" labeling.
review comments. As of 11/16/2022 version {V.4) des the oS ver:
{¥1,v.2, snd V.3).

See guidance below:

Page 164 of
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Yes

No

bSee guidance below:

GENERAL COMMENTS:

a. We note that on September 12, 2022, Novartis Pharmaceuticals Corporation
{Novartis) submitted a citizen petition (Docket No. FDA-2022-P-2228) requesting,
among other things, that FDA refrain from approving any ANDA relying on NDA
207620 for Entresto as the reference listed drug until after the expiration of the
following regulatory and patent exclusivities: 1) Entresto’s 3-year exclusivity
expiring on February 16, 2024, and denoted in FDAs Orange Book with the
exclusivity code "M-82: Labeling Revisions Related to Clinical Studies;” 2) US.
Patent Nos. 9,517,226; 9,937,143; and 11,135,192, each expiring on August 22,
2033, and each listed in the Orange Book with the patent use code "U-3084:
(Treatment of Heart Failure With Preserved Ejection Fraction)”, and {3} U.5. Patent
No. 11,058,667 listed in the Orange Book, expiring May 9, 2036, and listed with the
patent use code U-3170 (treating chronic heart failure with reduced ejection
fraction in patients not taking an ace inhibitor or an ARB or previously taking low
doses of these agents, by titrating up from half the usually recommended starting
dose). Additional changes to the proposed labeling of an ANDA for sacubitril and
valsartan tablets may be required as the Agency continues to consider issues raised
by this petition, Entresto’s unexpired 3-year exclusivity, and Orange Book-listed
patents.

b. We also note that on April 18, 2019, Novartis submitted a citizen petition to
FDA (Docket No. FDA-2019-P-1893) requesting that FDA require ANDAs that
reference ENTRESTO [sacubitril and valsartan) tablets to demonstrate active
pharmaceutical ingredient (API) sameness based on the chemical structure of the
sacubitril and valsartan active ingredients present in the finished dosage form;
revise FDA's draft product-specific guidance {P5G) on sacubitril and valsartan oral
tablets to recommend APl sameness be established by showing that the chemical
structure of each API in the finished dosage form of a proposed generic is identical
to the chemical structure of each APl in the RLD; and further revise the P5G to
include other criteria.

The issues raised by these citizen petitions are currently under review by the
Agency, and FDA has not made a final decision on the issues the petitions raise. The
comments included in this communication reflect only our current thinking, and
this communication does not represent a final decision by the Agency on the issues
raised in the pending citizen petitions.

FEEETEFEFETTTEEEE EExTEX *E% FTEEEF * *ExEE
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Yes

No

N

VERSION 4 (11/16/2022) provides for revised CP language, from OGDP for
DrugFacts file folder, for deficient labeling reviews. This new entry 11/16/2022
supersedes the previously posted entries dated 3/22/2022, 7/6/2022, and
8/29/2022.

Guidance to the fabelng assessor for including ODGP CP disclaimer language:

Copy and paste OGDP's CP disclaimer language as a "General Comment {5)” in the
labeling review. This general disclaimer language is required irrespective of how
an applicant filed or addressed the OB patents and/for exclusivities and s required
when the ANDA review is difficient {DRLs/IRs/CRLs) for labeling. (Do not include the
geneml comment when the review is adequate).

The disclaimer acknoweldges the citizen petiion submitted by the brand owner
and permits the agency to make additional labeling request based on the Agency
current thinking surronding the CP, if needed going forward prior to full approval.
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Yes No

12/14/2022- As of this cycle (6) this review is adequate,‘ (b)(4)

(b)(4)

R O Is the drug product listed in the Policy Alert Tracker on OGD's SharePoint?

PAL20221209

— =

I

— s [P—m——

oMM

s = T T et - esimnend

4.2 MODEL PRESCRIBING INFORMATION (C8)

X MOST RECENTLY APPROVED NDA MODEL LABELING

(If NDA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and if so,
enter the most recently approved ANDA labeling information as applicable.)

NDA#/Supplement# (S-000 if original): NDA207620 / S-018
Supplement Approval Date; 02/16/2021

Proprietary Name: Entresto Tablets

Established Name: sacubitril/valsartan tablets

Description of Supplement:

SE-018- approved 02/16/2021. This Prior Approval supplemental new drug application provides for
updates to the United States Prescribing Information (USPI) and the Patient Package Insert (PPI) related

Page 9
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to the PARAGON-HF trial, including substantive revisions to Indications and Usage and Clinical
Studies; additional revisions were made throughout labeling.

SE-013- approved 10/01/2019. This Prior Approval supplemental new drug application, submitted in
response to a Pediatric Written Request, supports a labeled indication for use of Entresto® for treatment

of symptomatic heart failure with systemic left ventricular systolic dysfunction in pediatric patients aged
one year and older. Entresto® reduces NT-proBNP and is expected to improve cardiovascular outcomes.

*QTHER IMPORTANT INFORMATION:

e Supplement 16 (CBE-30 CMC supplement): PENDING; (b)(4)

(0)(4)

e Supplements 14 to 15 (CMC supplements): PENDING No submission of labels; no impact on
labeling.

Link: hitps://analytics.fda.qov/workspace/hubble/external/object/v0ffda-
communication?pk communication=4747255 4336977 090140af805d2738 NDA207620 3091789

COMOST RECENTLY APPROVED ANDA MODEL LABELING
B OTHER/TEMPLATE (e.g., Pending Supplements, BPCA, PREA, Carve-out):

Reviewer Assessment.

No
Deficiency
O 2 ANDA is up-to-date with the RLD/Model labeling.
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Deficiency Comments:

4.3 PATENTS AND EXCLUSIVITIES (C6

The Orange Book was searched on 12/14/2022

Table 4 provides Orange Book patents for the Model Labeling (NDA207620) and ANDA patent certifications. (For applications that
have no patents, N/A is entered in the patent number column.)

Strengths

Patent
Number

Patent
Expiration

Patent
Use
Code

Patent Use Code
Definition

Patent
Certification

Date of
Patent Cert
Submission

Labeling
Impact

24 mg;26 mq,
49 mg;51 mq,
97 mg;103 mg

11058667

05/09/2036

U-3170

TREATING
CHRONIC
HEART FAILURE
WITH REDUCED
EJECTION
FRACTION IN
PATIENTS NOT
TAKING AN ACE
INHIBITOR OR
AN ARB OR
PREVIOUSLY
TAKING LOW
DOSES OF
THESE AGENTS,
BY TITRATING
UP FROM HALF
THE USUALLY
RECOMMENDED
STARTING DOSE

12/23/2021

None

24MG;26MG,
49MG;51MG,
97MG;103MG

11058667

05/09/2036

U-3170

TREATING
CHRONIC
HEART FAILURE
WITH REDUCED
EJECTION
FRACTION IN
PATIENTS NOT
TAKING AN ACE
INHIBITOR OR
AN ARB OR
PREVIOUSLY
TAKING LOW
DOSES OF
THESE AGENTS,
BY TITRATING
UP FROM HALF
THE USUALLY
RECOMMENDED
STARTING DOSE

None
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Strengths

Patent
Number

Patent
Expiration

Patent
Use
Code

Patent Use Code
Definition

Patent
Certification

Date of
Patent Cert
Submission

Labeling
Impact

24 mg;26 mg,
49 mg;51 mg,
97 mg;103 mg

11135192

08/22/2033

U-3084

TREATMENT OF
HEART FAILURE
WITH
PRESERVED
EJECTION
FRACTION

09/23/2022

None

24MG;26MG,
49MG;51MG,
97MG;103MG

11135192

08/22/2033

U-3084

TREATMENT OF
HEART FAILURE
WITH
PRESERVED
EJECTION
FRACTION

09/23/2022

None

24 mg;26 mq,
49 mg;51 mq,
97 mg;103 mg

7468390

1112712023

97MG;103MG,
49MG;51MG,
24MG;26MG

7468390

1112712023

07/08/2019

None

24 mg;26 mq,
49 mg;51 mq,
97 mg;103 mg

7468390"PED

05/27/2024

97MG;103MG,
49MG;51MG,
24MG;26MG

7468390"PED

0572712024

07/08/2019

None

24 mg;26 mq,
49 mg;51 mq,
97 mg;103 mg

8101659

01/15/2025

49MG;51MG,
97MG;103MG,
24MG;26MG

8101659

01/14/2023

07/08/2019

None

24 mg;26 mq,
49 mg;51 mq,
97 mg;103 mg

8101659"PED

07/15/2025

97MG;103MG,
49MG;51MG,
24MG;26MG

8101659"PED

07/14/2023

07/08/2019

None

24 mg;26 mq,
49 mg;51 mq,
97 mg;103 mg

8404744

01/14/2023

49MG;51MG,
24MG;26MG,
97MG;103MG

8404744

01/14/2023

07/08/2019

None

24 mg;26 mq,
49 mg;51 mq,
97 mg;103 mg

8404744*PED

07/14/2023

97MG;103MG,
49MG;51MG,
24MG;26MG

8404744"PED

07/14/2023

07/08/2019

None
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Patent

Date of

Patent Patent Patent Use Code Patent Labeling
Strengths Number Expiration cUse Definition Certification Paten.t C.e rt Impact
ode Submission
24T 20 T TREATMENT OF
somgsimg, | e7oeant | ot14p023 | wrs | ST OF
97 mg;103 mg
29MG51MG,
O7MG103MG, | 8796331 | 011412023 | U-1723 LEE’;‘{?;E;‘LU;E v 07/08/2019 | None
2AMG:26MG
24 mg;26 mq,
49mg51mg, | 8796331PED | 0711412023
97 mg;103 mg
97MG: 103MC,
AMG5IMG, | 8796331*PED | 071412023 v 07/08/2019 | None
2AMG;26MG
24 mg;26 mq,
49mg5img, | 6877938 | 082712027
97 mg;103 mg
97MG: 103MC,
AMG5IMG, | 8877938 | osi27r2027 v 07/08/2019 | None
2AMG:26MG
24 mg;26 mq,
49mg51mg, | 8877938'PED | 1112712027
97 mg;103 mg
97MG: 103MC,
AMG5IMG, | ss77938*PED | 1112772027 v 07/08/2019 | None
2AMG;26MG
24 mg;26 mg, TREATMENT OF
somgsimg, | osesra | 1102026 | L7s | ST OF
97 mg;103 mg
2AMG-26MG,
O7MG103MG, | 9388134 | 110812026 | U-1723 LEE’;‘{?;E;‘LU;E v 07/08/2019 | None
4OMG5TMG
24 mg;26 mq,
49mg51mg, | 9388134*PED | 05/0812027
97 mg;103 mg
97MG: 103MC,
AMG5IMG, | 9388134*PED | 0s/08/2027 v 07/08/2019 | None
2AMG;26MG
TREATMENT OF
24mg 28 ma, HEARJU E_T_IlLURE
9mg5img | 9517226 | 082212033 | U-3084
. PRESERVED
EJECTION
FRACTION
TREATMENT OF
24MG:26MG, HaRLﬁﬂLURE
OMG5IMG, | 9517226 | 082212033 | u-3084 v 001232022 | None
hsipiincline PRESERVED
; EJECTION
FRACTION
Page 13
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— Patent Patent Pﬂ::‘t Patent Use Code | Patent Pal;’:;‘l‘t’ gi | Labeling
Number Expiration Code Definition Certification Submission Impact
TREATMENT OF
24mg26 mg HEART FAILURE
49mg5img, | 9937143 | 0812202033 | U-3084 w1y
bl PRESERVED
EJECTION
FRACTION
TREATMENT OF
AMGIBNC HEART FAILURE
AMGSIMG, | 9937143 | osi22r2033 | U-3084 WITH v 00232022 | None
Bl PRESERVED
; EJECTION
FRACTION

Table 5 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.

Stroncth Exclusivity Exclusivity | Exclusivity Code | Exclusivity Ele‘ltfsi“’:;ty Labeling
mn s » - wgw
g Code Expiration Definition Statement Submission Impact
does not
49MG;51MG, NCE PED 01/07/2021 PED ATR’IC i priol 07/08/2019 Expired
2AMG26MG e expiration
; EXCLUSIVITY of the NCE
exclusivity
24 mg;26 mg, 49
mg;51 mg, 97 NPP 10/01/2022 PIiI(E)EUPLﬁ[PIEONI\-Jr Expired
mg; 103 mg
49MG;51MG,
97MG;103MG, NPP/S-013 10/01/2022 ';%“;S&.}E)NJ Expired
24AMG;26MG
LA
mg;51 mg, 97 NPP PED 04/01/2023 PEDIATRIC !
mg; 103 mg
! EXCLUSIVITY
97MG;103MG, pRiplha Seeks
49MG;51MG, NPP PED 04/01/2023 PEDIATRIC : approval after 09/23/2022 None
24MG;26MG EXCLUSIVITY expiration
LABELING
24 mg;26 mg, 49 REVISIONS
mg;51 mg, 97 M-82 02/16/2024 RELATED TO
mg; 103 mg CLINICAL
STUDIES
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Exclusivity | Exclusivity | ExclusivityCode | Exclusivity Ex'?:‘i':‘si“’fity Labeling
Strengths Code Expiration Definition Statement ey Impact
Submission
LABELING
49MG;51MG, REVISIONS Seeks
97MG;103MG, M-82 02/16/2024 RELATED TO approval after 09/23/2022 None
24MG;26MG CLINICAL expiration.
STUDIES
Reviewer Assessment:
5 No
Deficiency Deficiency
O X There is information in the Orange Book that the applicant needs to address.
O = Information in the Orange_ Book has expired and the applicant needs to revise Iabellng.
Reviewer Comments:

(b)(4)

Deficiency Comments:

44 UNITED STATES PHARMACOPEIA (USP) (C6

The USP was searched on 12/14/2022

Packaging and
Monograph Title (N/Aif | Storage/Labelin
YESorNo nog mznograp(h) Staten?ants (N!Agif
no monograph)
Currently Official No N/A N/A
Not Yet Official No N/A N/A
Reviewer Assessment:
Deficiency N.°
Deficiency
& Established name is acceptable with regard to the USP monograph or the RLD's nonproprietary
name.
O = RLD's non-proprietary name is different from USP established name.
O X USP descriptor is correctly used in the appropriate sections of the prescribing information.
USP RECOMMENDATIONS andlor DIFFERENCES IN TEST METHODS (QUALITY):
O X DISSOLUTION: The applicant's dissolution statement is appropriate.
O R ORGANIC IMPURITIES: Drug product meets USP acceptance criteria for organic impurities.
O [ ASSAY: Drug product meets USP acceptance criteria for assay.
Reviewer Comments:
N/A
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| Deficiency Comments:

4.5 MODEL CONTAINER LABELS (C6)

Model containericartoniblister labels {Source: labels (Source: DARRTS; S-016, approved 2/20/2020) storage statement updated, )

- - —
e et
50 W) ion USP st
Q Entrgsto | i,
— T B o o ek
M by Novats Sgapene
[T
] [ ———
Rx only st v, W56
28 Tablets 1888 ENTRESID (1-88-368 7370
Oloats (BE850
& NovArTis
S 11111 ,

l=,- Sena O ICRTRITT:
cartions permited 1551 W
() e
il
3- Keep B sl o dngs ot of the meach
S B et
3 === Dt by Movaris Pharmacestcaty Carp.
o —— e EastHanmver 907336
N ek bt
| e— -S83-ENTRESTO (1888287308
» O NOVARTIS  ppne
1826200 US
\, V.
g |
St WTRFCRTRITT:
°- carsions pormiied 15T 2T
w ST e B Ctld
- Frotect trom mestwe.
oy .20 o g ot of B each
5700/ 0m
Smg/Wing W by Penarts Smpapore Purmaceuteal
$ = 4 et . S508 gy
by Novrts Prarmacesicah Cop.
~nN = .& Easl Hanower. N 006
o= wwn Lstrrsin com
S 1888 ENTRESTO (1888268708
w ) NOVARTIS  oeas
e T
LY ! F,

DARRTS; ANRPT-4 submitted 8/30/2019. Note storage is not updated per S-016.
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L

10V
~8Z0

¥

\

41 25°C (77°F); excarsions
mﬂl 15t U:ﬂ-ﬂ‘f 5,
Protect from moisture.

Wieep this and all drugs oul of the reach
ol children.

M. by Mowartis Singapons Phamacsutical
Ltd. 637461 Singapare

East Mavour, ) 07508

I--- o drags out of She reach

hldren,
W4, by Mot Segapony Praraceutod
-.L..a-mms--
Dust. by Meartss Pharmannsticsin Corp,
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Model container/carton/blister labels (Source: DARRTS; ANRPT-3 submitted 8/30/2018). The RLD
has delisted blister packs
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Model container/carton/blister labels (Source: DARRTS; ANRPT-1 submitted 8/30/2016). The applicant
1is no longer marketing blisters container/cartons.

(e e, U n = Y M. 1
Ex= B == o — | 5= ol
\.. |l, lhh m | S m‘; D o 33 i1 |I “w“ “‘“nl -.J
I| Ll pmsmse T | | ] s = gamema 17 ‘|'—-m ::qw
|'='::. — ‘ :’;Em 1 {] LU e B s |
e = T e = e MnEs ‘
=B :'-'-E_.!.:E::.":._ M-E"w-l|
B ‘ e e ||| || || e H

| | Mmg2img Hmy/ 2wy Ay iy Aeging | | Simgtamg 1y 100my

e e s ey iititeaeeal | o et e
nr =*-u-. —“ﬁ-‘ﬂ 'I' 1 sy a - By rw‘. =‘ |

o S e, b, e, |
‘ s B L { M.-.Em 1) (UL S B s [l

5 ASSESSMENT OF ANDA LABELING AND LABELS (C6)

51 QUALITY INFORMATION (DRUG PRODUCT MOU & BIOPHARMACEUTICS) (C8)
DRUG PRODUCT REVIEW (C6)

5.1.1
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Insert screenshot of Labeling portion from drug product review if completed:
Drug Product Review complete
RO03. 9/22/2021
1.14 Labeling
Labeling & Prescribing Information

DESCRIPTION (Rx insert or Active Ingredient{s), and Inactive Ingredients in
DRUG FACTS for OTC):

Is the information accurate? X Yes [[JNo
If*No," explain.

Is the drug product subject of a US‘P'm_onngaphi [JYes [XNo

If “Yes,” does labeling have accurate USP statement in the DESCRIPTION (for
Rx) or Other Information section of DRUG FACTS (for OTC)?

[CJYes [ONo [ Statement not needed

If NO, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)
i) Is the information accurate? K Yes [JNo
If *No,” explain.
i)  Arethe storage conditions acceptable? [ Yes [JNo
If *No," explain.

DOSAGE AND ADMINISTRATION section, for injectables, and where applicable:

Is tamper evident feature provided in the container/closure for the OTC
Elndm-or Controlled Substance (Cil — CIV) products? [] Yes [] No
'[C1N/A (NOT OTC or Controlled Substance)

1 *No,” explain.
For solid oral drug products, only: drug product length(s) of commercial
batch(es):
Violet white color, oval, biconvex film-coated
24mg/26mg 9.11x 5.08 tablets debossed with “S5™ on one side and
plain on the other side.
Pale yellow color, oval, hiconvex film-coated
49mg/Simg 12.75x 5.90 tablets debossed with “S1™ on one side and
plain on the other side.
Light pink color, oval, biconvex film-coated
9Tmg/103mg 1257 x 685 tablets debossed with “S2" on one side and
plain on the other side.

Send issue to the Labeling assessor through the Platform with a list of
quality-related labeling deficiencies and also record reference number or link
for all the issues:

_Issue Reference Number or Link

LABELING LIST OF DEFICIENCIES

None

5.1.2 DESCRIPTION (C6)

ENST is available a film-coated tablets f oral admistration, containing
Model Labeling 24 mg of sacubitril and 26 mg of valsartan; 49 mg of sacubitril and 51 mg of
valsartan; and 97 mg of sacubitril and 103 mg of valsartan. The tablet inactive
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ingredients are microcrystalline cellulose, low-substituted hydroxypropyl
cellulose, crospovidone, magnesium stearate (vegetable origin), talc, and colloidal
silicon dioxide. The film-coat inactive ingredients are hypromellose, titanium
dioxide (E 171), Macrogol 4000, talc, and iron oxide red (E 172). The film-coat
for the 24 mg of sacubitril and 26 mg of valsartan tablet and the 97 mg of
sacubitril and 103 mg of valsartan tablet also contains iron oxide black (E 172).
The film-coat for the 49 mg of sacubitril and 51 mg of valsartan tablet contains
iron oxide yellow (E 172).

11 DESCRIPTION

Sacubitril and valsartan tablets are available as film-coated tablets for oral
administration, containing 24 mg of sacubitril and 26 mg of valsartan; 49 mg of
sacubitril and 51 mg of valsartan; and 97 mg of sacubitril and 103 mg of
valsartan. The tablet inactive ingredients are crospovidone, low-substituted
hydroxypropyl cellulose, magnesium stearate, microcrystalline cellulose, and
silicon dioxide. The film-coat inactive ingredients are hypromellose, titanium
dioxide, Macrogol 4000, talc, and iron oxide red. The film-coat for the 24 mg of
sacubitril and 26 mg of valsartan tablet and the 97 mg of sacubitril and 103 mg of
valsartan tablet also contains iron oxide black. The film-coat for the 49 mg of
sacubitril and 51 mg of valsartan tablet contains iron oxide yellow.

Previous ANDA Labeling

11 DESCRIPTION

Sacubitril and valsartan tablets are available as film-coated tablets for oral
administration, containing 24 mg of sacubitril and 26 mg of valsartan; 49 mg of
sacubitril and 51 mg of valsartan; and 97 mg of sacubitril and 103 mg of
valsartan. The tablet inactive ingredients are crospovidone, low-substituted
hydroxypropyl cellulose, magnesium stearate, microcrystalline cellulose, and
silicon dioxide. The film-coat inactive ingredients are hypromellose, titanium
dioxide, Macrogol 4000, talc, and iron oxide red. The film-coat for the 24 mg of
sacubitril and 26 mg of valsartan tablet and the 97 mg of sacubitril and 103 mg of
valsartan tablet also contains iron oxide black. The film-coat for the 49 mg of
sacubitril and 51 mg of valsartan tablet contains iron oxide yellow.

Current ANDA Labeling

5.1.3 HOW SUPPLIED/STORAGE AND HANDLING (C8)

ENTRESTO s available as unscored, ovaloid, bicomvex, films-costed tablets, containing 24 mg of
ﬂﬂ‘m‘.dﬂdﬂ-d_‘dﬂqdﬂd mg.
valsartan. All streagths are packaged ia botdes d below.

Tablet Color Debossment | NDC #0078-XXXX-XX
. Sacobinil/Valsartan “NVR"sod | Bottieof60 | Bottle of 150
Model Labeling
2 mg26mg Viclet white |12 0659-20 0639.67
49 mg/S1 mg Paleyellow | L1 o120 077167
VimgiBmg | Lightpisk [Ln 0696-20 0696.67

Store st 20°C30.25°C excrasions 3°C and 30°C USP Controlied
St 4 20°C1025°C T 0 77, perusined bowsen | (39°F and 86°F) [see

16 HOW SUPPLIED/STORAGE AND HANDLING Sacubitril and valsartan
Previous ANDA Labeling tablets are available as described below:
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Sacubitril and valsartan tablets 24/26 mg, (sacubitril 24 mg and valsartan 26 mg)
are violet white color, oval shaped, biconvex film-coated tablets debossed with
“S5” on one side and plain on the other side. Bottles of 30 NDC 42385-930-30
Bottles of 60 NDC 42385-930-60 Bottles of 180 NDC 42385-930-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC
42385-930-68 Carton with 100 (10 x 10) Unit-Dose Tablets containing
PVC/ACLAR blisters NDC 42385-930-72

Sacubitril and valsartan tablets 49/51 mg, (sacubitril 49 mg and valsartan 51 mg)
are pale yellow color, oval shaped, biconvex film-coated tablets debossed with
“S1” on one side and plain on the other side. Bottles of 30 NDC 42385-931-30
Bottles of 60 NDC 42385-931-60 Bottles of 180 NDC 42385-931-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC
42385-931-68

Carton with 100 (10 x 10) Unit-Dose Tablets containing PVC/ACLAR blisters
NDC 42385-931-72

Sacubitril and valsartan tablets 97/103 mg, (sacubitril 97 mg and valsartan 103
mg) are light pink color, oval shaped, biconvex film-coated tablets debossed with
“S2” on one side and plain on the other side. Bottles of 30 NDC 42385-932-30
Bottles of 60 NDC 42385-932-60 Bottles of 180 NDC 42385-932-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC
42385-932-68 Carton with 100 (10 x 10) Unit-Dose Tablets containing
PVC/ACLAR blisters NDC 42385-932-72

Store at 20° to 25°C (68° to 77°F); excursions permitted between 15° to 30°C (59°
to 86°F) [See USP Controlled Room Temperature]. Protect from moisture.

16 HOW SUPPLIED/STORAGE AND HANDLING Sacubitril and valsartan
tablets are available as described below:

Sacubitril and valsartan tablets 24/26 mg, (sacubitril 24 mg and valsartan 26 mg)
are violet white color, oval shaped, biconvex film-coated tablets debossed with
“S5” on one side and plain on the other side. Bottles of 30 NDC 42385-930-30
Bottles of 60 NDC 42385-930-60 Bottles of 180 NDC 42385-930-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC
42385-930-68 Carton with 100 (10 x 10) Unit-Dose Tablets containing

Current ANDA Labeling PVC/ACLAR blisters NDC 42385-930-72

Sacubitril and valsartan tablets 49/51 mg, (sacubitril 49 mg and valsartan 51 mg)
are pale yellow color, oval shaped, biconvex film-coated tablets debossed with
“S1” on one side and plain on the other side. Bottles of 30 NDC 42385-931-30
Bottles of 60 NDC 42385-931-60 Bottles of 180 NDC 42385-931-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC
42385-931-68

Carton with 100 (10 x 10) Unit-Dose Tablets containing PVC/ACLAR blisters
NDC 42385-931-72

Page 23

Page 181 of 1492



Sacubitril and valsartan tablets 97/103 mg, (sacubitril 97 mg and valsartan 103
mg) are light pink color, oval shaped, biconvex film-coated tablets debossed with
“82” on one side and plain on the other side. Bottles of 30 NDC 42385-932-30
Bottles of 60 NDC 42385-932-60 Bottles of 180 NDC 42385-932-18 Carton with
100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant blisters NDC
42385-932-68 Carton with 100 (10 x 10) Unit-Dose Tablets containing
PVC/ACLAR blisters NDC 42385-932-72

Store at 20° to 25°C (68° to 77°F); excursions permitted between 15° to 30°C (59°
to 86°F) [See USP Controlled Room Temperature]. Protect from moisture.

5.14 MANUFACTURER, DISTRIBUTOR, AND/OR PACKER (C6)

Information

Name and Address on
ANDA Prescribing

Name and Address on
ANDA Prescribing
Information

Manufactured by

Manufactured for Distributed by Distributed for

\ Inc. 400 Connell Drive Suite 5200
Berkeley Heights, NJ 07922

Manufactured for: Laurus Generics

Revised: 11/2021

5.2 CONTAINER LABEL (FOR BLISTERS GO TO UNIT-DOSE BLISTERS) (C6)

Reviewer Assessment:

Deficiency

Deficiency

O =

Container meets the too small exemption [ 21 CFR 201.10(i)]. Please enter Reviewer/Deficiency
Comments if you select Deficiency.

ESTABLISHED/PROPRIETARY NAME and STRENGTH:

O R Tall Man lettering complies with recommendations found on FDA webpage.
0 & Established/proprietary name and strength are the most prominent information on the Principal

Display Panel.
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Deficiency

No
Deficiency

No intervening text(written, printed, or graphic matter) between established name and strength.

T

FOLLOWING COMPONENTS ARE PROPERLY DISPLAYED:

Net quantity statement. Please enter Reviewer/Deficiency Comments if you select Deficiency.

Dosage statement,

NDC number: prominence, linear bar code, and its orientation.

Expiration date and lot number (or placeholder).

Equivalency statement (product strength).

Medication Guide Pharmacist instructions [21 CFR 208.24(d)].

Controlled Substance Symbol.

Image of drug product represents the true size, color, and imprint.

Yellow #5 (tartrazine) warning statement is properly displayed.

Alcohol is properly listed [21 CFR 201.10(d)(2)].

O|Ojo(Oo|jo|o|o|ojojoig) (o

Latex warning statement is properly displayed [21 CFR 801.437..

P

AnpnRpRRRRIRIR|E R

DUCT DIFFERENTIATION:

O

ANDA is the same color as the RLD labels as required (e.g. warfarin, levothyroxine, enoxaparin).
Please enter Reviewer/Deficiency Comments if you select Deficiency.

Multiple strengths are differentiated by use of different color or other acceptable means.

o|a

o|R|R| R’

Labels of proposed product is differentiated from related products.

wm
=

RAGE, DI

SPENSING, MANUFACTURER, and PACKAGING:

Storageldispensing statement is consistent with the How Supplied section of the insert/RLD/USP.
Please enter Reviewer/Deficiency Comments if you select Deficiency.

Manufacturer/Distributor/Packager statement is acceptable [21 CFR 201.1(h)(5) or (6) or 21 CFR
201.1(i)].

Tamper evident (controlled substances) requirements are met.

O |[Ooo|o

Use of child-resistant closure (CRC) or non-CRC is appropriate.
Describe container closure, cite source, and any issues in Reviewer Comments below, Please enter
Reviewer/Deficiency Comments if you select Deficiency.

OVERALL ASSESSMENT:

O

Requirements met for the required label statements (21 CFR 201.15 and 21 CFR 201.100 ). Please
enter Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:

NA

T Final or Draft or I

Packaging Sizes

Container

Final

24 mgi26 mg, 48 mg/b1 mg
and 97 mg/103 mg in 30s,

B0s, am1 180s ;!_mTl bottles
(b)(4)

11772019

Blister

Final

10= unit dose cold form and

108 pyglack 11712019

Carlon

Final

100s {10x10) unit dose 11426721

Deficiency Comments:

5.2.1

UNIT-DOSE BLISTERS(C8)

Reviewer Assessment:

Deficiency

No
Deficiency

O

Each blister contains only one dosage unit (e.9. one tablet, one capsule).
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. No
Deficioncy Deficiency
O = Established/proprietary hame, strength, bar code, and manufacturer/distributor/packer appear
accurately on each blister cell.

eviewer Comments:

Deficiency Comments:

5.3 CARTON (OUTER OR SECONDARY PACKAGING) LABELING (C6)

Reviewer Assessment:
; No
Cefislancy Deficiency
0 B The answers to the Container Label questions are the same for the Carton Labeling. Please enter
Reviewer/Deficiency Comments if you select Deficiency.
Reviewer Comments:
Deficiency Comments:

5.4 PRESCRIBING INFORMATION (C6)

Reviewer Assessment:
: No
Deficiency Deficiency
HIGHLIGHTS:
O R Contact information for applicant and FDA are listed correctly.
O B Revision date appears at end of HIGHLIGHTS section.
DESCRIPTION/INACTIVE INGREDIENTS:
Appropriate waming/precaution statements for inactive ingredients are present (21 CFR 201) Check
only if applicable:
0 & CBulfite (21 CER 2Q1 22)
CYellow #5 (Tartrazine) (21 CER 201.20)
[Phenylalanine/aspartame (21 CFR 201.21)
Matex (21 CER 801.437). Please enter Reviewer/Deficiency Comments if you select Deficiency.
O B Alcohol is properly listed [ 21 CFR 201.10(d)(2)].
0 & Gluten statement is appropriately stated. Please enter Reviewer/Deficiency Comments if you select
Deficiency.
O B Sterile product statement [21 CFR 201.57(c){(12)(D])].
O R Dosage form and route of administration properly listed [21 CFR 201.57(c)(12)(B)].
HOW SUPPLIED/STORAGE and HANDLING/MANUFACTURER:
O R All submitted labels and labeling are consistent with the HOW SUPPLIED section.
0 & Physical description (e.g. scoring, color, imprint, capsule size, nozzle tip, cap color) of the finished
product in the HOW SUPPLIED section are appropriately displayed.
O = NDC numbers are present.
0 = Drug product is the same color as the RLD's drug product as required (e.g. warfarin, levothyroxine,
enoxaparin).
0 & Storage or dispensing statement is acceptable compared to the RLD/USP monograph. Please enter
Reviewer/Deficiency Comments if you select Deficiency.
O X "Discard unused portion" for single-dose products.
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. No

Deficianicy Deficiency
Manufacturer/Distributor/Packager statement is acceptable [ 21 CFR 201.1(h)(5) or (6) or 21 CFR

B B 201.1().

HOW SUPPLIED/STORAGE and HANDLING/MANUFACTURER:

O = STIC requirements addressed appropriately.

O X Intent to join the Antiretroviral Pregnancy Registry (APR) upon full approval.

0O & Pregnancy registry information is appropriately included/excluded as required for the RLD. Please
enter Reviewer/Deficiency Comments if you select Deficiency,

0 = Patent/exclusivity carve out is acceptable. Please enter Reviewer/Deficiency Comments if you select
Deficiency.

0 & Prescribing Information is the same as the model labeling, except for differences allowed under 21 CFR
314.94(a)(8). Please enter Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:

Deficiency Comments:

(b)(4)

12/14/2022 Assessment: Prescribing information and Patient leaflet submitted 9/23/2022 are adequate.

5.5 OTHER PATIENT LABELING (C6)

Reviewer Assessment:
; No
Deficiency Deficiency
0O = Other patient labeling is the same as the model labeling except for allowable differences. Please enter
Reviewer/Deficiency Comments if you select Deficiency.
Reviewer Comments:

Deficiency Comments:

Satisfactory in the 9/23/2022 submission.

6 COMMENTS/CONSULTS FOR OTHER DISCIPLINES (C6

A labeling statement required verification from another division discipline, Check only if applicable.

Reviewer Assessment:

Rubber

Latex

Gluten

Alcohol (ethanol)

Aluminum (small/large volume parenteral and pharmacy bulk package)

Sulfite

Phenylalanine (aspartame) - content calculation

Yellow #5 (tartrazine)

Ghost tablet/capsule (j.e. solid or semi-solid mass in stool)

O|OojojOojofojojojojo

Other

Describe questionsfissue(s) sent to and/or received from other discipline(s) (e.g., OPQ, OBY): (For Issues, include the following
information: discipline and description of issue, issue reference number or link, and date of issue)
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Reviewer Comments:
NA

Deficiency Comments:
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\ Angela Digitally signed by Angela Payne
) Payne Date: 12/14/2022 01:28:42PM
GUID: 508da70600028ab611d2ba935d5074a6

Digitally signed by Burhan Nour
Date: 12/14/2022 03:03:26PM
GUID: 508da70600028ae6e75df33aalf5b2ce
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*** This document contains proprietary information that cannot be released to the public.***V-25

Labeling Review
Division of Labeling Review
Office of Regulatory Operations
Office of Generic Drugs (OGD)
Center for Drug Evaluation and Research (CDER)

Date of This Review | 12/14/2022, 05/17/2024

ANDA Number(s) | 213676

6 Addendum (Updated labeling to align with the RLD/S-

Review Number 025.)

Applicant Name | Laurus Labs Limited

Established Name & Strength(s) | Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51
[Add "(OTC)" after strength if | mg, and 97 mg/103 mg
applicable]

Proposed Proprietary Name | N/A

Submission Received Date | September 23, 2022, May 15, 2024

Primary Labeling Reviewer | Angela Payne, RPh

Secondary Labeling Reviewer | Burhan Nour

Review Conclusion

X Acceptable - No Comments

O Acceptable - Include Post Approval Comments

O Minor Deficiency™ - Refer to Labeling Deficiencies and Comments for Letter to Applicant
O Major Deficiency™ - Refer to Labeling Deficiencies and Comments for Letter to Applicant

On Policy Alert List RYes [ONo
Acceptable For Filing RYes [ONo
Combined Insert/Outsert OYes EENo
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5.1.3 HOW SUPPLIED/STORAGE AND HANDLING
5.1.4 MANUFACTURER, DISTRIBUTOR, AND/OR PACKER
5.2 CONTAINER LABEL (FOR BLISTERS GO TO UNIT-DOSE BLISTERS)
5.2.1 UNIT-DOSE BLISTERS
5.3 CARTON (OUTER OR SECONDARY PACKAGING) LABELING
5.4 PRESCRIBING INFORMATION
55 OTHER PATIENT LABELING
6 COMMENTS/CONSULTS FOR OTHER DISCIPLINES
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1 LABELING COMMENTS (C6 ADDENDUM)

1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT (C6
ADDENDUM)

1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE (C6
ADDENDUM)

The Division of Labeling has no further questions/comments at this time based on your labeling
submission received September 23, 2022, and May 15, 2024.

Additionally, we remind you that it is it your responsibility to continually monitor available labeling
resources such as DRUGS@FDA, the Electronic Orange Book (OB), and the United States
Pharmacopeia — National Formulary (USP-NF) online for recent updates and make any necessary
revisions to your labels and labeling.

It is also your responsibility to ensure your ANDA addresses all listed exclusivities that claim the
approved drug product. Please ensure that all exclusivities and patents listed in the electronic OB
are addressed and updated in your application. Ensure your labeling aligns with your patent and
exclusivity statements.

1.3 POST-APPROVAL REVISIONS (C6 ADDENDUM)

These comments will be addressed post approval (in the first labeling supplement review).

2 INSTRUCTIONS FOR ASSESSMENT (C6 ADDENDUM)

General Comments:

Select the "no deficiency” or "deficiency” radio button as appropriate for each row. If a "Deficiency Comments” appears, ensure it is
appropriate for your situation, edit, or enter "Reviewer Comments" if necessary.

If there is no issue/concern, or if the question is not applicable. No "Deficiency Comments" will appear but reviewers can still enter
"Reviewer Comments" if desired.

O X There is information in the Orange Book that the applicant needs to address.

= O Information in the Orange Book has expired and the applicant needs to revise labeling.

Reviewer Comments:
Enter free text in this section as necessary.

Deficiency Comments:

e Standardized comments/deficiencies are available for certain questions, For a complete list of standardized comments,
reference the DLR Standardized Comments SharePoint.

e Reviewers can modify standardized comments/deficiencies for their situation.

e Deficiencies will have a review number, deficiency number, and roman numeral in the user interface. For first original
reviews the review number and iteration numeral will align; however, older reviews may have review numbers and iteration
numerals that differ due to some reviews being completed under past practices.

e Deficiency comments will populate by default to the Labeling Comments deficiency section unless you select the Post-
Approval checkbox. Assessors also have the option to move all comments to the Post-Approval Revisions section or vice
versa from the Labeling Comments tab.
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3 OVERALL ASSESSMENT OF MATERIALS REVIEWED (C6 ADDENDUM)

Final or Draft or ; Submission ;
NA Packaging Sizes Received Date Recommendation
A) 24 mg/26 mg, 49 mg/51
: , mg, and 97 mg/103 mg in N
Container Final bottles of 30s. 60s. and 180s 11/07/2019 Satisfactory
count| (b)(4)
All strengths:
Blister Final B) 10s unit dose (cold form) 07/08/2019 Satisfactory
C) 10s unit dose (pvcl/aclar)
All strengths:
. B) 100s (10x10) unit dose of ; ;
Carton Final (cold form) C) 100s (10x10) 11/26/21 Satisfactory
unit dose of (pvc/aclar)
Final or Draft or - Submission .
NA Revision Date and/or Code Received Date Recommendation
Prescribing Information Final Revised; 05/2024 05/15/2024 Satisfactory
Medication Guide N/A N/A
Patient Information Final Revised: 05/2024 05/15/2024 Satisfactory
Instructions for Use N/A N/A
SPL Data Elements _
4 LABELING REVIEW INFORMATION(C6 ADDENDUM)
41 REGULATORY INFORMATION (C6 ADDENDUM
Yes No
X O Are there any applicable issues in DLR's SharePoint Drug Facts ?
C6-Notable updates:
Page 5
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Yes No

3) Policy CP disclaimer language (updated to version 3) issued to DLR on 5/9/2024 to be used
for inadequate reviews.

= O Is the drug product listed in the Policy Alert Tracker on OGD's SharePoint?

4.2 MODEL PRESCRIBING INFORMATION (C6 ADDENDUM)

XIMOST RECENTLY APPROVED NDA MODEL LABELING

(If NDA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and if so,
enter the most recently approved ANDA labeling information as applicable.)

NDA#/Supplement# (S-000 if original): NDA207620 / S-025

Supplement Approval Date: 04/12/2024

Proprietary Name: Entresto® Tablets

Established Name: Sacubitril/\Valsartan Tablets

Description of Supplement:

This NDA and sNDA provide for the use of Entresto (sacubitril/valsartan) tablets|  (b)(4)  |for:

* The treatment of symptomatic heart failure with systemic left ventricular systolic dysfunction in
pediatric patients aged one year and older. ENTRESTO reduces NT-proBNP and is expected to improve
cardiovascular outcomes.
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Link: hitps://darrts.fda.gov/darrts/\ViewDocument?documentld=090140af8073a990" >

https://darrts.fda.gov/darrts/ViewDocument?documentld=090140af8073a990

CIMOST RECENTLY APPROVED ANDA MODEL LABELING

X OTHER/ITEMPLATE (e.g., Pending Supplements, BPCA, PREA, Carve-out);

Reviewer Assessment:

Deficiency

No
Deficiency

O

ANDA is up-to-date with the RLD/Model labeling.

|_Reviewer Comments:
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Deficiency Comments:

4.3 PATENTS AND EXCLUSIVITIES (C6 ADDENDUM)

The Orange Book was searched on 05/17/2024

Table 4 provides Orange Book patents for the Model Labeling (NDA207620) and ANDA patent certifications. (For applications that
have no patents, N/A is entered in the patent number column.)

Page 195 of 1492

Strengths NPatent Pa.ten.t Pat::t Patent U?? Code P.afent. PaI:::l: g:a » Labeling
umber Expiration Definition Certification e Impact
Code Submission
TREATING
CHRONIC
HEART FAILURE
WITH REDUCED
EJECTION
FRACTION IN
PATIENTS NOT
TAKING AN ACE
24 mg;26 mg, INHIBITOR OR
49 mg;51 mg, 11058667 05/09/2036 | U-3170 | ANARBOR v 12/23/2021 None
97 mg;103 mg PREVIOUSLY
TAKING LOW
DOSES OF
THESE AGENTS,
BY TITRATING
UP FROM HALF
THE USUALLY
RECOMMENDED
STARTING DOSE
TREATMENT OF
24 mg:26 mg, le_ﬁ_ITT FAILURE
49 mg;561 mg, 111356192 08/22/2033 | U-3084 v 09/23/2022 None
97 mg:103 mg PRESERVED
d EJECTION
FRACTION
97MG; 103MG,
49MG;51MG, 7468390 1112712023 \% 07/08/2019 Expired
24MG;26MG
97MG;103MG,
49MG;51MG, | 7468390*PED | 05/27/2024 v 07/08/2019 None
24MG;26MG
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Strengths

Patent
Number

Patent
Expiration

Patent
Use
Code

Patent Use Code
Definition

Patent
Certification

Date of
Patent Cert
Submission

Labeling
Impact

24 mg;26 mg,
49 mg;51 mg,
97 mg;103 mg

8101659

01/15/2025

None

49MG:51MG,
97MG;103MG,
24MG;26MG

8101659

01/14/2023

07/08/2019

Expired

97MG;103MG,
49MG;51MG,
24MG;26MG

8101659"PED

07/14/12023

07/08/2019

Expired

49MG;51MG,
24MG;26MG,
97MG;103MG

8404744

01/14/2023

07/08/2019

Expired

97MG;103MG,
43MG;51MG,
24MG;26MG

8404744*PED

0711412023

07/08/2019

Expired

49MG;51MG,
97MG;103MG,
24MG;26MG

8796331

01/14/2023

U-1723

TREATMENT OF
HEART FAILURE

07/08/2019

Expired

97MG;103MG,
49MG;51MG,
24MG;26MG

8796331*PED

0711412023

07/08/2019

Expired

97MG;103MG,
49MG;51MG,
24MG;26MG

8877938

0612712027

07/08/2019

None

97MG;103MG,
49MG;51MG,
24MG;26MG

8877938"PED

1112712027

07/08/2019

None

24MG;26MG,
97MG;103MG,
49MG;51MG

9388134

11/08/2026

U-1723

TREATMENT OF
HEART FAILURE

07/08/2019

None

97MG;103MG,
49MG;51MG,
24MG;26MG

9388134*PED

0610812027

07/08/2019

None

24MG;26MG,
49MG;51MG,
97MG;103MG

9517226

08/22/2033

U-3084

TREATMENT OF
HEART FAILURE
WITH
PRESERVED
EJECTION
FRACTION

09/23/2022

None

24MG;26MG,
49MG;51MG,
97MG;103MG

9937143

08/22/2033

U-3084

TREATMENT OF
HEART FAILURE
WITH
PRESERVED
EJECTION
FRACTION

09/23/2022

None

24 mg;26 mg,
49 mg;51 mg,
97 mg;103 mg

8101659*PED

07/15/2025

None
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Table 5 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.

Exclusivity | Exclusivity | Exclusivity Code | Exclusivity Ex%?::i:fm Labeling
Strengths Code Expiration Definition Statement Submissi Impact
ubmission
does not
AIMEATIMG, NEWEﬁ'll-'IFFg'I oA malrrllt:tndritgr to
49MG;51MG, NCE PED 01/07/2021 PED ATRiC ho ox P i 07/08/2019 Expired
24MG;26MG pirarion
' EXCLUSIVITY of the NCE
exclusivity
49MG;51MG,
oTMG10MG, | NPPis013 | tootoz2 | e FATERE Expired
24MG;26MG
97MG;103MG, EEEUETFII%T\IT Seeks
49MG;51MG, NPP PED 04/01/2023 PEDIATRIC : approval after 09/23/2022 Expired
24MG;26MG EXCLUSIVITY expiration
LABELING
24 mg;26 mg, 49 REVISIONS
mg;51 mg, 97 M-82 02/16/2024 RELATED TO Expired
mg; 103 mg CLINICAL
STUDIES
LABELING
49MG;51MG, REVISIONS Seeks
97MG;103MG, M-82 02/16/2024 RELATED TO approval after 09/23/2022 Expired
24MG;26MG CLINICAL expiration.
STUDIES
Reviewer Assessment:
Deficiency N.o
Deficiency
O R There is information in the Orange Book that the applicant needs to address,
O B Information in the Orange Book has expired and the applicant needs o revise labeling.
Reviewer Comments:
L
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Deficiency Comments:

4.4 UNITED STATES PHARMACOPEIA (USP) (C6 ADDENDUM)

The USP was searched on 05/17/2024

Packaging and
Monograph Title (N/Aif | Storage/Labeling
TESario no monograph) Statements (N/A if
no monograph)
Currently Official No N/A N/A
Not Yet Official No N/A N/A
Reviewer Assessment:
. No
Deficiency Deficiency
O & Established name is acceptable with regard to the USP monograph or the RLD's nonproprietary
name.
O B RLD's non-proprietary name is different from USP established name.
O X USP descriptor is correctly used in the appropriate sections of the prescribing information.
USP RECOMMENDATIONS and/or DIFFERENCES IN TEST METHODS (QUALITY):
O = DISSOLUTION: The applicant's dissolution statement is appropriate.
O [ ORGANIC IMPURITIES: Drug product meets USP acceptance criteria for organic impurities.
O ASSAY: Drug product meets USP acceptance criteria for assay.
Reviewer Comments:
N/A.
Deficiency Comments:

45 MODEL CONTAINER LABELS (C6 ADDENDUM)
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Model containericartoniblister labels (Source: labels (Source; DARRTS; S-016, approved 2/20/2020) storage statement updated. )
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DARRTS; ANRPT-4 submitted 8/30/2019. Note storage is not updated per S-016.
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Model container/carton/blister labels (Source: DARRTS; ANRPT-3 submitted 8/30/2018). The RLD
has delisted blister packs
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Model container/carton/blister labels (Source: DARRTS; ANRPT-1 submitted 8/30/2016). The applicant
is no longer marketing blisters container/cartons.
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5 ASSESSMENT OF ANDA LABELING AND LABELS (C6 ADDENDUM)

5.1

QUALITY INFORMATION (DRUG PRODUCT MOU & BIOPHARMACEUTICS) (Cé6 ADDENDUM)
DRUG PRODUCT REVIEW (C6 ADDENDUM)

5.1.1

Page 203 of 1492
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Insert screenshot of Labeling portion from drug product review if completed:
Drug Product Review complete

RO6. 12/14/2023
1.14 Labeling
Labeling & Prescribing Information

DESCRIPTION (Rx insert or Active Ingredient{s), and Inactive Ingredients in
DRUG FACTS for OTC):

Is the information accurate? K 'Yes [[]No
If *No,” explain.

Is the drug product subject of a US‘P'm_onngaph'i [JYes [XNo

If “Yes,” does labeling have accurate USP statement in the DESCRIPTION (for
Rx) or Other Information section of DRUG FACTS (for OTC)?

ClYes [ONo [JStatementnot needed
If NO, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)
i) Is the information accurate? K Yes [JNo
I1*No,” explain.
)  Arethe storage conditions acceptable? fJ'Yes [JNo
If *No," explain.

DOSAGE AND ADMINISTRATION section, for injectables, and where applicable:

Is tamper evident feature provided in the container/closure for the OTC
ucts or Controlled Substance (Cil - CiV) products? [] Yes [INo
'[C1N/A (NOT OTC or Controlled Substance)

1 *No,” explain.
For solid oral drug products, only: drug product length(s) of commercial
batch(es):
Violet white color, oval, biconvex film-coated
24mp/26mg 9.11x 5.08 tablets debossed with “S5™ on one side and
plain on the other side.
Pale yellow color, oval, hiconvex film-coated
49mp/Simg 12.75x 5.90 tablets debossed with “S1™ on one side and
plain on the other side.
Light pink color, oval, biconvex film-coated
97Tmg/103mg 1257 x 6.85 tablets debossed with “S2" on one side and
plain on the other side.

Send issue to the Labeling assessor through the Platform with a list of
quality-related labeling deficiencies and also record reference number or link
for all the issues:

LABELING LIST OF DEFICIENCIES
None

5.1.2 DESCRIPTION (Cé ADDENDUM)

EST is aailable s film-coated tablets fr oral admiistration, containing
Model Labeling 24 mg of sacubitril and 26 mg of valsartan; 49 mg of sacubitril and 51 mg of
valsartan; and 97 mg of sacubitril and 103 mg of valsartan. The tablet inactive
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_ ingredients are microcrystalline cellulose, low-substituted hydroxypropyl

cellulose, crospovidone, magnesium stearate (vegetable origin), talc, and colloidal
silicon dioxide. The film-coat inactive ingredients are hypromellose, titanium
dioxide (E 171), Macrogol 4000, talc, and iron oxide red (E 172). The film-coat
for the 24 mg of sacubitril and 26 mg of valsartan tablet and the 97 mg of
sacubitril and 103 mg of valsartan tablet also contains iron oxide black (E 172).
The film-coat for the 49 mg of sacubitril and 51 mg of valsartan tablet contains
iron oxide yellow (E 172).

Previous ANDA Labeling

11 DESCRIPTION

Sacubitril and valsartan tablets are available as film-coated tablets for oral
administration, containing 24 mg of sacubitril and 26 mg of valsartan; 49 mg of
sacubitril and 51 mg of valsartan; and 97 mg of sacubitril and 103 mg of
valsartan. The tablet inactive ingredients are crospovidone, low-substituted
hydroxypropyl cellulose, magnesium stearate, microcrystalline cellulose, and
silicon dioxide. The film-coat inactive ingredients are hypromellose, titanium
dioxide, Macrogol 4000, talc, and iron oxide red. The film-coat for the 24 mg of
sacubitril and 26 mg of valsartan tablet and the 97 mg of sacubitril and 103 mg of
valsartan tablet also contains iron oxide black. The film-coat for the 49 mg of
sacubitril and 51 mg of valsartan tablet contains iron oxide yellow.

Current ANDA Labeling

11 DESCRIPTION

Sacubitril and valsartan tablets are available as film-coated tablets for oral
administration, containing 24 mg of sacubitril and 26 mg of valsartan; 49 mg of
sacubitril and 51 mg of valsartan; and 97 mg of sacubitril and 103 mg of
valsartan. The tablet inactive ingredients are crospovidone, low-substituted
hydroxypropyl cellulose, magnesium stearate, microcrystalline cellulose, and
silicon dioxide. The film-coat inactive ingredients are hypromellose, titanium
dioxide, Macrogol 4000, talc, and iron oxide red. The film-coat for the 24 mg of
sacubitril and 26 mg of valsartan tablet and the 97 mg of sacubitril and 103 mg of
valsartan tablet also contains iron oxide black. The film-coat for the 49 mg of
sacubitril and 51 mg of valsartan tablet contains iron oxide yellow.
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5.1.3 HOW SUPPLIED/STORAGE AND HANDLING (C6 ADDENDUM)

Model Labeling

16 HOW SUPPLIEDVSTORAGE AND HANDLING
R [0 (sacubitril/valsaran) tables i

b r::.-x: oid. biconvex, and film-coated

All strengths are packaged in bottles as described below.

ENTRESTO Tablets
Sucubitril/yakartan - i NDC 0078-XXXX-XX
mg/mg Side Vside 2 Bottle of 60 | Bottle of 180
24426 Violet white AL Bii popTp
49551 Pale yellow NVRILI 0777-20 0777-67
R Light pink NVRILIIL 0696-20 0696-67

Previous ANDA Labeling

C5, 16 HOW SUPPLIED/STORAGE AND HANDLING Sacubitril and valsartan
tablets are available as described below:

Sacubitril and valsartan tablets 24/26 mg, (sacubitril 24 mg and valsartan 26 mg)
are violet white color, oval shaped, biconvex film-coated tablets debossed with
“S5” on one side and plain on the other side.

Bottles of 30 NDC 42385-930-30

Bottles of 60 NDC 42385-930-60

Bottles of 180 NDC 42385-930-18

Carton with 100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant
blisters NDC 42385-930-68

Carton with 100 (10 x 10) Unit-Dose Tablets containing PVC/ACLAR blisters
NDC 42385-930-72

Sacubitril and valsartan tablets 49/51 mg, (sacubitril 49 mg and valsartan 51 mg)
are pale yellow color, oval shaped, biconvex film-coated tablets debossed with
“S1” on one side and plain on the other side.

Bottles of 30 NDC 42385-931-30

Bottles of 60 NDC 42385-931-60

Bottles of 180 NDC 42385-931-18

Carton with 100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant
blisters NDC 42385-931-68

Carton with 100 (10 x 10) Unit-Dose Tablets containing PVC/ACLAR blisters
NDC 42385-931-72
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Sacubitril and valsartan tablets 97/103 mg, (sacubitril 97 mg and valsartan 103
mg) are light pink color, oval shaped, biconvex film-coated tablets debossed with
“S2” on one side and plain on the other side.

Bottles of 30 NDC 42385-932-30

Bottles of 60 NDC 42385-932-60

Bottles of 180 NDC 42385-932-18

Carton with 100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant
blisters NDC 42385-932-68

Carton with 100 (10 x 10) Unit-Dose Tablets containing PVC/ACLAR blisters
NDC 42385-932-72

Store at 20° to 25°C (68° to 77°F); excursions permitted between 15° to 30°C (59°
to 86°F) [See USP Controlled Room Temperature]. Protect from moisture.

C6, 16 HOW SUPPLIED/STORAGE AND HANDLING Sacubitril and valsartan
tablets are available as described below:

Sacubitril and valsartan tablets 24/26 mg, (sacubitril 24 mg and valsartan 26 mg)
are violet white color, oval shaped, biconvex film-coated tablets debossed with
“S5” on one side and plain on the other side.

Bottles of 30 NDC 42385-930-30

Bottles of 60 NDC 42385-930-60

Bottles of 180 NDC 42385-930-18

Carton with 100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant
blisters NDC 42385-930-68

Carton with 100 (10 x 10) Unit-Dose Tablets containing PVC/ACLAR blisters
NDC 42385-930-72

Sacubitril and valsartan tablets 49/51 mg, (sacubitril 49 mg and valsartan 51 mg)
are pale yellow color, oval shaped, biconvex film-coated tablets debossed with
Current ANDA Labeling “S1” on one side and plain on the other side.

Bottles of 30 NDC 42385-931-30

Bottles of 60 NDC 42385-931-60

Bottles of 180 NDC 42385-931-18

Carton with 100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant
blisters NDC 42385-931-68

Carton with 100 (10 x 10) Unit-Dose Tablets containing PVC/ACLAR blisters
NDC 42385-931-72

Sacubitril and valsartan tablets 97/103 mg, (sacubitril 97 mg and valsartan 103
mg) are light pink color, oval shaped, biconvex film-coated tablets debossed with
“S2” on one side and plain on the other side.

Bottles of 30 NDC 42385-932-30

Bottles of 60 NDC 42385-932-60

Bottles of 180 NDC 42385-932-18

Carton with 100 (10 x 10) Unit-Dose Tablets containing cold form with desiccant
blisters NDC 42385-932-68
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Carton with 100 (10 x 10) Unit-Dose Tablets containing PVC/ACLAR blisters
NDC 42385-932-72

Store at 20° to 25°C (68° to 77°F); excursions permitted between 15° to 30°C (59°
to 86°F) [See USP Controlled Room Temperature]. Protect from moisture.

5.1.4 MANUFACTURER, DISTRIBUTOR, AND/OR PACKER (C6 ADDENDUM)

Name and Address on
ANDA Prescribing
Information

Name and Address on

ANDA Prescribing
Information

Manufactured by Manufactured for Distributed by Distributed for

5.2 CONTAINER LABEL (FOR BLISTERS GO TO UNIT-DOSE BLISTERS) (C6 ADDENDUM

Reviewer Assessment:
s No
Defictency Deficiency
O K Container meets the too small exemption [ 21 CFR 201.10(i}]. Please enter Reviewer/Deficiency

Comments if you select Deficiency.
ESTABLISHED/PROPRIETARY NAME and STRENGTH:

= Tall Man lettering complies with recommendations found on FDA webpage.

B Established/proprietary name and strength are the most prominent information on the Principal
Display Panel.

= No intervening text(written, printed, or graphic matter) between established name and strength.

THE FOLLOWING COMPONENTS ARE PROPERLY DISPLAYED:

Net quantity statement. Please enter Reviewer/Deficiency Comments if you select Deficiency.
Dosage statement.

NDC number: prominence, linear bar code, and its orientation,

Expiration date and lot number (or placeholder).

o|o|olol (ol o |o
RiRR=
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. No
Deficiency Deficiency
O B Equivalency statement (product strength).
[ % Medication Guide Pharmacist instructions [21 CFR 208.24(d)].
O = Controlled Substance Symbol.
O = Image of drug product represents the true size, color, and imprint.
O X Yellow #5 (tartrazine) warning statement is properly displayed.
O =® Alcohol is properly listed [21 CFR 201.10(d)(2)].
O R Latex warning statement is properly displayed [21 CFR 801.437.].
O X Gluten statement is appropriately stated.
PRODUCT DIFFERENTIATION:
0 & ANDA is the same color as the RLD labels as required (e.g. warfarin, levothyroxine, enoxaparin).
Please enter Reviewer/Deficiency Comments if you select Deficiency.
O R Multiple strengths are differentiated by use of different color or other acceptable means.
O X Labels of proposed product is differentiated from related products.
STORAGE, DISPENSING, MANUFACTURER, and PACKAGING:
0 ® Storagel/dispensing statement is consistent with the How Supplied section of the insert/RLD/USP.
Please enter Reviewer/Deficiency Comments if you select Deficiency.
0 ® gdoa!ln:l(f_a;]ctumrfnist'ibutoﬂPackager statement is acceptable [21 CFR 201.1(h){(5) or (6) or 21 CFR
)]
O R T’am@r evident (controlled substances) requirements are met.
0 & Use of child-resistant closure (CRC) or non-CRC is appropriate.
Describe container closure, cite source, and any issues in Reviewer Comments below.
OVERALL ASSESSMENT:
0 & Requirements met for the required |abel statements (21 CFR 201.15 and 21 CFR 201.100 ). Please
enter Reviewer/Deficiency Comments if you select Deficiency.
Reviewer Comments:
Deficiency Comments:
5.21 UNIT-DOSE BLISTERS(C6 ADDENDUM)
Reviewer Assessment:
Deficiency N.°
Deficiency
O B Each blister contains only one dosage unit (e.g. one tablet, one capsule).
O K Established/proprietary name, strength, bar code, and manufacturer/distributor/packer appear
accurately on each blister cell.

evi‘ew'er Comments:
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Deficiency Comments:

5.3 CARTON (OUTER OR SECONDARY PACKAGING) LABELING (C6 ADDENDUM)

Reviewer Assessment:
g No
Deflcleancy Deficiency
O O Unit-Dose Carton expression of strength appropriately stated.
0 = The answers to the Container Label questions are the same for the Carton Labeling. Please enter
Reviewer/Deficiency Comments if you select Deficiency.

Deficiency Comments:

5.4 PRESCRIBING INFORMATION (C6 ADDENDUM)

Reviewer Assessment:
Deficiency Deﬁtli?ancy
HIGHLIGHTS:
O B Contact information for applicant and FDA are listed correctly.
O = ?evisFiJEg)date appears at the end of HIGHLIGHTS section (PLR) or end of prescribing information
non- ;
DESCRIPTION/INACTIVE INGREDIENTS:
Appropriate warning/precaution statements for inactive ingredients are present (21 CFR 201) Check only if applicable:
Chulfite (21 CFR 201.22)
0O R’ Yellow #5 (Tartrazine) (21 CFR 201.20
Phenylalanine/aspartame (21 CFR 201.21)
[atex (21 CFR 801.437).
O B Sterile product statement [ 21 CFR 201.57(c){12)(i)(D) ].
O = CAlcohol is properly listed [ 21 CFR 201.10(d)(2)].
O [ [Bluten statement is appropriately stated.
0 = Dosage form, pharmacologic/therapeutic class, and route of administration properly listed [21 CFR
201.57(c)(12)(i)(B)] and[21 CFR 201.57(c)(12)())(E)].
HOW SUPPLIED/STORAGE and HANDLING/MANUFACTURER:
O [T All submitted labels and labeling are consistent with the HOW SUPPLIED section.
0 = Physical description (e.g. scoring, color, imprint, capsule size, nozzle tip, cap color) of the finished
product in the HOW SUPPLIED section are appropriately displayed.
O [ NDC numbers are present.
O B Drug product is the same color as the RLD's drug product as required (e.g. warfarin, levothyroxine,
enoxaparin).
0 = Storage or dispensing statement is acceptable compared to the RLD/USP monograph. Please enter
Reviewer/Deficiency Comments if you select Deficiency.
O B "Discard unused portion" for single-dose products.
Manufacturer/Distributor/Packager statement is acceptable [ 21 CER 201.1(h)(5) or (6) or 21 CFR
= = 201.1(i).
REGULATORY/OVERALL ASSESSMENT:
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No

Deficianicy Deficiency

STIC requirements addressed appropriately.

Intent to join the Antiretroviral Pregnancy Registry (APR) upon full approval.

Pregnancy registry information is appropriately included/excluded as required for the RLD.

Patent/exclusivity carve out is acceptable. Please enter Reviewer/Deficiency Comments if you select
Deficiency.

Dosage form/strength carve out (RLD combined labeling); justification for retaining information for
safety/efficacy,

Prescribing information meets formatting requirements [21 CFR 201.57 (PLR) or 21 CFR 201.80
(non-PLR]].

Oo|jOo|oOo|o;ooo

& Prescribing Information is the same as the model labeling, except for differences allowed under 21 CFR
314.94(a)(8). Please enter Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:

Deficiency Comments:

5.5 OTHER PATIENT LABELING (C6 ADDENDUM)

Reviewer Assessment:

Page 24

Page 211 of 1492



Deficiency

No
Deficiency

O

Other patient labeling is the same as the model labeling except for allowable differences. Please enter

Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:
C6 Addendum 5/17/2024:

Deficiency Comments:

6 COMMENTS/CONSULTS FOR OTHER DISCIPLINES (C6 ADDENDUM)

A labeling statement required verification from another division discipline. Check only if applicable.

Reviewer Assessment:

Rubber

Latex

Gluten

Alcohol (ethanol)

Aluminum (smalllarge volume parenteral and pharmacy bulk package)

Sulfite

Phenylalanine (aspartame) - content calculation

Yellow #5 (tartrazine)

Ghost tablet/capsule (i.e. solid or semi-solid mass in stool)

®|O|O(0O|O|o(o|jojo|a

Other

Describe questionsfissue(s) sent to and/or received from other discipline(s) (e.g., OPQ, OBY): (For Issues, includse the following
information: discipline and description of issue, issue reference number or link, and date of issue)

Reviewer Comments:

b)(4)

Deficiency Comments:
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Digigglly signed by Angela Payne
Date: 5/20/2024 02:06:50PM
GUID: 508da70600028ab611d2ba935d5074a6

Digftally signed by Burhan Nour
Date: 5/21/2024 09:40:41PM
GUID: 508da70600028ae6e75df33aa0f5b2ce
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ANDA Executive Summary

1. Application/Product Information

ANDA Number.

213676

Review Cycle #

6

Applicant Name

Laurus Labs Limited

Drug Product Name

Sacubitril and Valsartan Tablets 24 mg/26 mg. 49
mg/51 mg and 97 mg/ 103 mg

Dosage Form.
(click (+) for more than one)

Tablet

Proposed Strength(s)

24 mg/26 mg. 49 mg/51 mg and 97 mg/103 mg

Route of
Administration
(click (+) for more than one)

Oral

Maximum Daily Dose

Rx/OTC Dispensed

Rx

Proposed Indication

Sacubitril sodium 194mg; Valsartan disodium 206 mg

b)(4)

Drug Product
Description

24 mg/26 mg: Violet white color, oval shaped,
biconvex film-coated tablets debossed with “S5” on
one side and plain on the other side.

49 mg/51 mg: Pale yellow color, oval shaped,
biconvex film-coated tablets debossed with “S1” on
one side and plain on the other side.

97 mg/103 mg: Light pink color, oval shaped,
biconvex film-coated tablets debossed with “S2” on
one side and plain on the other side

Co-packaged product
information

N/A
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Device information, if N/A
any:
Storage Temperature/ = 2
Conditions 20°C 10 25°C
Discipline Primary Secondary
Xihong Wang/ |Marco A. Bennett/
Drug Substance Xianru Sun Erin Skoda
Drug Product/ Xihong Wang [Marco A. Bennett
Labeling
Mirtha Millones / Bo Jiang /
Manufacturing Md Abdullah Zhaoyang Meng
Mahmud
Review Team Biopharmaceutics Churg Chan Om Anand
Microbiology N/A N/A
Other (specify): N/A N/A
ATL Marco A. Bennett
Discipline i
Consulted Recommendation Date
Consults
N/A N/A N/A
2. Submission Document(s) Reviewed
o Documents | Disciplines
Submission(s) Assessed Date Affected
Original/Initial Submission 07/08/2019 | Quality
Quality/Response to Information Request 09/16/2019 | Quality
Quality/Response to Discipline Review Letter 02/06/2020 | Quality
Quality/Response to Information Request 03/02/2020 | Quality
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Resubmission/After Action- Complete 07/01/2020 | Quality
Resubmission/After Action- Complete 05/03/2021 | Quality
Amendment 08/02/2021 | Quality
Resubmission/After Action- Complete 11/26/2021 | DP
Resubmission/After Action- Complete 03/17/2022 | DP, MFG
Gratuitous Amendment (Subject of Labeling .
review) 09/23/2022 Labeling
Gratuitous Amendment (Subject of review #6) 11/18/2022 | pp
Resubmission/After Action- Complete 05/15/2023 | pp
Quality/Response to Information Request 06/12/2023 | prgcess
3. Related/Supporting Documents
a. DMFs:
Date As /
DMF # | Type Holder Item Referenced Status | Assessment | >SS0
Completed
33647 | Il Laurus Labs Sacubitril- Inadequate | 12/14/2023 | Xianru Sun
Limited Valsartan 3Na
Complex
b. Other Documents: IND, RLD, RS, Approved ANDA
Document | Application Number Description
NDA (RLD) NDA 207620 ENTRESTOe (sacubitril and valsartan) tablets 24

manufactured by

(b)(4)

mg/26 mg, 49 mg/51 mg and 97 mg/103 mg,

(b)(4)

Approval date: 07/07/2015

4. Final Overall recommendation — Approval

Deficiencies (if applicable):

Overall Quality Deficiencies - Optional (Deficiencies that affect multiple sub-
disciplines; for subheadings use the format shown, for all deficiencies.)

1. None
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Drug Substance Deficiencies

1. None

Drug Product Deficiencies

1. None

Labeling Deficiencies (Please contact OGD if you identify any Labeling
deficiencies with your comments)

1. None

Manufacturing Deficiencies

1. None

Biopharmaceutics Deficiencies

1. None

Microbiology Deficiencies
1. None

Other Deficiencies (Specify discipline, such as Environmental. For consults
such as Biostatistics, PharmTox, CDRH, Clinical, etc., include consult type and

specify Quality discipline — example: Pharm/Tox consult for Drug Product)
1. None

Additional Comments:

In addition to responding to the deficiencies presented above, please note and
acknowledge the following comment(s) in your response: None

5. Basis for Recommendation

a. Summary of Rationale for Recommendation:

OPQ recommends approval of this ANDA on the basis that OLDP (CMC),
Process, Microbiology and Facilities are all adequate a summary paragraph
outlining reasons for OPQ action recommendation.

NDSRI Impacted Application: No
If yes, Risk Mitigated? NA
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Recommendation by Subdiscipline:

Drug Substance: ADEQUATE

Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)

1. N/A

Drug Product: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)

1. N/A

Quality Labeling: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)

1. N/A

Manufacturing: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)

1. N/A

Biopharmaceutics: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)

1. N/A

Microbiology: ADEQUATE
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Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)

1. N/A

Environmental: N/A

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)

1. N/A

6. Life-Cycle Considerations

Established Conditions per ICH Q12: No
Comments: None

Comparability Protocols (PACMP): No
Comments: None

Additional Comments: None
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”f“;;‘ \ Marco A. Digitally signed by Marco A. Bennett

2% Bennett Date: 12/15/2023 02:16:59PM
= GUID: 508da705000289bae41af5c5413d8455
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o2y U.S. FOOD & DRUG

ADMINISTRATION

DRUG PRODUCT QUALITY ASSESSMENT

ANDA 213676 (Review Cycle # 06)
Sacubitril and Valsartan Tablets,
24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg

RECOMMENDATION

[1 Complete Response-Major

0 Complete Response-Minor

[J Discipline Review Letter (DRL)
[0 Information Request—IR x Days
Approval

Xihong Wang
Division of Immediate Release Products I/Branch II

Office of Lifecycle Drug Products

Office of Pharmaceutical Quality
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2y U.S. FOOD & DRUG

ADMINISTRATION

Notes:

NDSRI Impacted Application: No

If yes, Risk Mitigated? NA

OPQ-XOPQ-TEM-0002v01

Page 2 Effective Date: February 1, 2019
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ADMINISTRATION
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(LY U.S. FOOD & DRUG

ADMINISTRATION

ANDA Bi8676[Assessment Cycle # 06)

Sacubitril and Valsartan Tablets

O Yes X No

24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg
Tablets

Oral

X Ax O o71C

Laurus Labs Limited

Second Floor, Serene Chambers, Road No.7, Banjara Hills
Hyderabad, Telangana

India, 500034

[0 Same as the Applicant

X Different from the Applicant (see below)

(b

O nvA X (See Below)
Sharath Koripally, Senior Director RA, QA & PV
Laurus Generics Inc.

400 Connell Drive, Suite 5200

Berkeley Heights, NJ 07922

y

Tel: (718) 510-6822
Email: sharath.koripally@Iaurusgenerics.com

(b)(4)

T07/08/2019 | Al

| rgial (’u je f review 1)

Amendment: Response to DRL-Labeling dated 10/25/19 ;
(Subject of review #1) 11/07/2019 Labeling
Amendment: Response to DRL-Labeling dated 01/03/20 _ 3 _
(Subject of review #1, IR#1) 02/06/2020 DP, Biopharm, Process
Amendment: Response to IR letter from the agency

iopharm) dat ubject of Biopharm / iopharm
(Biopharm) dated 02/20/2020 (Subj f Bioph 03/02/2020 Bioph
review)
‘Amendment: Response to CR letter from the agency .
dated 05/04/2020 (Subject of review #2) QTR | DR Papilty, BB
Amendment: Response to CR letter from the agency .
dated 02/22/2021 (Subject of review #3) 05/03/2021 DP, Labeling
General Correspondence: Change in US agent
(Updated in the table above) Da/02/2021
Amendment: Response to CR letter from the agency ;
dated 10/04/2021 (Subject of Labeling review) 11/26/2021 Labeling
Amendment: Response to CR letter from the agency ;
dated 02/23/2022 (Subject of review #5) QB 7R0e2 DF, Labsling
Gratuitous Amendment (Subject of Labeling review) 09/23/2022 Labeling

OPQ-XOPQ-TEM-0002v01 Page 4

Effective Date: February 1, 2019
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plY U.S. FOOD & DRUG

ADMINISTRATION

Gratuitous Amendment (Subject of review #6) 11/18/2022 DP
Amendment: Response to CR-Major letter from the
| agency dated 12/10/2022 (Subject of review #6) et e a
Amendment: Response to IR letter from the agency
dated 06/08/2023 (Subject of process review) RrIEees Process
OPQ-XOPQ-TEM-0002v01 Page 5 Effective Date: February 1, 2019
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(LY U.S. FOOD & DRUG

ADMINISTRATION

QUALITY ASSESMENT DATA SHEET
IQA ANDA Assessment Guide Reference

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:

33647 II | Laurus Labs Limited

| Sacubitril-Valsartan 3Na

Complex

Adequate

12/14/2023

Xianru Sun

Other DMF: 0 N/A (See Below)

=

=

(b)(4)

H|BH|H|H

B

OPQ-XOPQ-TEM-0002v01 Page 6
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U.S. FOOD & DRUG

ADMINISTRATION

| | | (b)(4) [ | [
B. OTHER DOCUMENTS: IND, RLD, RS, Approved ANDA
Document | APPlCation | g0y Name Description
NDA (RLD) | NDA 207620| ENTRESTO® ENTRESTOw® (sacubitril and valsartan) tablets
(sacubitril and 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg,
valsartan) tablets | manufactured by (b)(4) |
(b)(4) |Approval date: 07/07/2015
2. CONSULTS: None
Discipline Status Recommendation Date Assessor
Biostatistics
Pharmacology/Toxicology
CDRH-ODE
CDRH-OC
Clinical
Other
OPQ-XOPQ-TEM-0002v01 Page 7 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER I: DRUG SUBSTANCE

IQA ANDA Assessment Guide Reference

Drug Substance Name Sacubitril-Valsartan 3Na Complex
DMF Number (If Applicable) | 033647
DMF Status Inadequate - Major
DMF Holder Laurus Labs Limited
Overall Assessment Recommendation for DS: DRL
Theme:
& N/A [0 Other (Requires Division Director Approval)
O DMF [0 Due to Consult
O New DS Batch

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.

Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.

Highlight Key Issues from Last Cycle and Their Resolution:
N/A - This is the review of original ANDA

Concise Description of Outstanding Issues:
Choose an item.

Select Number of Approved Comparability Protocols: 0

OPQ-XOPQ-TEM-0002v01 Page 38 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

ADMINISTRATION

ON

S.1 GENERAL INFORMATI
: [Tri sodium [3-((1S,3R)-1-biphenyl-4-ylmethyl-3-

ethoxycarbonyl -1-butylcarbamoyl)propionate-(S)-3’-
methyl-2’-(pentanoyl { 2”-(tetrazol-5-ylate) biphenyl-4’-
ylmethyl }amino)butyrate]

(or)

Tri sodium (4-{[(1S,3R)-1-([1,1’-biphenyl-4-ylmethyl-4-
ethoxy-3-methyl-4-oxobutyl]amino }-4-oxobutanoate)(N-

(WHO)

Nomenclature/Chemical pentanoyl-N-{2’-(1H-tetrazol-1-id-5-yl) [1,1’-biphenyl]-
name 4-yllmethyl }-L-valinate)
Sacubitril Valsartan

4-{[(18,3R)-1-([1,1'- N-Pentanoyl-N-{[2'-(1H-
Biphenyl] -4-ylmethyl)-4- |tetrazol-5-yl1)[1,1'-
ethoxy -3-methyl-4- biphenyl] -4-yl|methyl}-L-
oxobutyl]amino }-4- valine
oxobutanoic acid

International Non-

proprietary Name (INN) Notreported

Compendial Name Not reported

United States Adopted
Name (USAN)

Sacubitril and valsartan

Molecular Structure

INa+

Sacubtril-Valsartan 3Na Complex
Molecular Formula C4sHssNeOsg.3Na
CAS number 936623-90-4
Relative Molecular mass 912.95
Pharmacological Class ( b) ( 4 )
Physical form White to off-white solid

Solubility

Soluble in methanol, practically insoluble in cyclohexane.

OPQ-XOPQ-TEM-0002v01 Page 39 Effective Date: February 1, 2019
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ADMINISTRATION

Updates in review #3 as per AM dated 05/03/2021 are in light Blue
Updates in review #6 as per AM dated 05/15/2023 are in dark red

Applicable ICH Identification and Qualification thresholds:

| MDD ICH Identification threshold | ICH Qualification threshold
b 4 0.10% 0.15%
0.10% 0.15%
Listing of related substances in DS:
OPQ-XOPQ-TEM-0002v01 Page 50 Effective Date: February 1, 2019
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oY U.S. FOOD & DRUG

ADMINISTRATION

Post-Approval Stability Protocol and Commitment
Please refer to DMF # 033647 of Sacubifril- Valsartan 3Na Complex drug substance for
information on Post-Approval Stability Protocol and Stability Commitment.

Assessment: Choose an item.
N/A

R REGIONAL INFORMATION
Comparability Protocols X N/A [ (See Below)

Assessment: Choose an item.

Lifecycle Management Considerations

DRUG SUBSTANCE LIST OF DEFICIENCIES:
L

OPQ-XOPQ-TEM-0002v01 Page 64 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER II: DRUG PRODUCT

IQA ANDA Assessment Guide Reference

Overall Assessment Recommendation: Discipline Review Letter (DRL)

Theme:
X N/A O Unacceptable Analytical Methods
O Unqualified Impurity O Application Quality
O New DP Batch O Pharmaceutical Equivalence
O Product Design O Product Safety
O Other (Requires Division Director
O Failing Stability Data Approval)
[J Application Completeness (0J Due to Consult

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.

Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.

Assessment Summary:

Drug Initial
Product Risk Comments
CQAs Ranking

Updated Risk

Comments*

Physical

stability 36
(solid Medium
state)

Stability | Medium

Content

OPQ-XOPQ-TEM-0002v01 Page 65 Effective Date: February 1, 2019
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(0)(4)

Microbial
limits
_ 48
Dissolution | 0.

Note: This table will be updated in Executive Summary at time of approval.

Highlight Key Issues from Last Cycle and Their Resolution: N/A

Concise Description of Outstanding Issues (List Bullet Points with Key
Information and Update as Needed): See the deficiency letter

Select Number of Approved Comparability Protocols: 0

List Current Quality Endorsement Status:

USP monograph for Drug Product and compliance (current USP) — status: Not USP
Dissolution status: specifications are not finalized with Biopharmaceutics, and
implemented, and stability data complies with revised specifications (if applicable) to
confirm shelf life proposal. Biopharm review is inadequate.

Elemental impurity compliance with ICH Q3D — status: Adequate

Number of Comparability protocols included: __ 0

OPQ-XOPQ-TEM-0002v01 Page 66 Effective Date: February 1, 2019
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RLD versus Generic Product — NOT FOR FOIA

OPQ-XOPQ-TEM-0002v01 Page 67 Effective Date: February 1, 2019
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* For repacking purpose only

P.1 DESCRIPTION AND COMPOSITION

Component/Composition of Sacubitril and Valsartan Tablets 24 mg/26 mg, 49
mg/51 mg and 97 mg/103 mg

24mg/ | 49mg/ | 97mg/
: Compendial | Pharmaceutical = %wiw
Ingredients 2 51 103mg
Reference Function Smg (::I Tablet)
(b)(4)
Sacubitril-Valsartan 3Na Active
Complex” I Ingredient ( b) (4 )

Low-substituted
hydroxypropylcellulose| (b)(4) |

[Microcrystalline Cellulose

| 0(%'3) (4) USP-NF
||Cmsp‘?vb1)?:;le| {b)(|4} | USP-NF
]?:'J]t.:::on dioxide |_(Q)_(E)J USP-NF

USP-NF

e L(0)4) | yspnE
|| = (b)(4)
( ( g)(g )
Weight of Coated Ta ) ( | 103.000 | | 412.000 | 100.000

OPQ-XOPQ-TEM-0002v01 Page 68 Effective Date: February 1, 2019
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Comparison of ingredients used between the formulation of the RLD and the proposed
generic drug product is provided in the Table below.

Comparison of Ingredients used in RLD and Proposed Drug Product

Proposed Generic Drug Product | Reference Listed Drug (Entrestgy™ | Fharmaceutical
Sacubitril-Valsartan 3Na Complex (S:z::.:;?;::rxd-Valsartan e o Active Ingredient
|Low-substituted hydroxypropylcellulose | Low-substituted hydroxypropylcellulose
Microcrystalline Cellulose Microcrystalline Cellulose
Crospovidone Crospovidone
Silicon dioxide (b)(4)
Colloidal silicon dioxide
(b)(4) =5
Magnesium Stearate Magnesium Stearate
(b)(4) (b)4) 1 (b)(4)
Hypromellose@  (b)(4) Hypromellose
Titanium Dioxide® Titanium Dioxide
B (b)(4) Macrogol 4000
Talc® Talc
Iron oxide Yellow
(b)(4) =
(b)(4)

(b)(4)

OPQ-XOPQ-TEM-0002v01

Page 71

Effective Date: February 1, 2019
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R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15
(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment is hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate

Methods Validation or Verification Package

Assessment: Adequate

Comparability Protocols

Assessment: Choose an item.
N/A

Lifecycle Management Considerations

OPQ-XOPQ-TEM-0002v01 Page 120 Effective Date: February 1, 2019
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ADMINISTRATION

U.S. FOOD & DRUG

CHAPTER IllI: ENVIRONMENTAL

IQA ANDA Assessment Guide Reference

R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15
(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment is hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate
OPQ-XOPQ-TEM-0002v01 Page 123 Effective Date: February 1, 2019
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CHAPTER IV: LABELING

IQA ANDA Assessment Guide Reference

R REGIONAL INFORMATION
1.14 Labeling

Labeling & Prescribing Information

DESCRIPTION (Rx insert or Active Ingredient(s), and Inactive Ingredients in
DRUG FACTS for OTC):

Is the information accurate? X Yes [ | No
If “No,” explain.

Is the drug product subject of a USP monograph? [ ] Yes [X No

If “Yes,” does labeling have accurate USP statement in the DESCRIPTION (for
Rx) or Other Information section of DRUG FACTS (for OTC)?

[JYes [ INo [ ]Statement not needed

If NO, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)

i) Is the information accurate? X Yes [ ] No
If “No,” explain.
i) Are the storage conditions acceptable? X Yes [ | No

If “No,” explain.

DOSAGE AND ADMINISTRATION section, for injectables, and where applicable:

Is tamper evident feature provided in the container/closure for the OTC
products or Controlled Substance (Cll — CIV) products? [ | Yes [ | No
[_] N/A (NOT OTC or Controlled Substance)

If “No,” explain.

OPQ-XOPQ-TEM-0002v01 Page 124 Effective Date: February 1, 2019
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For solid oral drug products, only: drug product length(s) of commercial
batch(es):

Dimension (mm)

ANDA Strength (Length x Width) Imprint Code
Violet white color, oval, biconvex film-coated
24mg/26mg 9.11x 5.08 tablets debossed with “S5” on one side and

plain on the other side.

Pale yellow color, oval, biconvex film-coated

49mg/51mg 12.75x 5.90 tablets debossed with “S1” on one side and
plain on the other side.
Light pink color, oval, biconvex film-coated
97mg/103mg 12.57 x 6.85 tablets debossed with “S2” on one side and

plain on the other side.

Send issue to the Labeling assessor through the Platform with a list of
quality-related labeling deficiencies and also record reference number or link
for all the issues:

Issue Description Issue Reference Number or Link

LABELING LIST OF DEFICIENCIES
None

OPQ-XOPQ-TEM-0002v01 Page 125 Effective Date: February 1, 2019
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ATTACHMENT II: List of All Deficiencies

A. Drug Substance Deficiencies
None
B. Drug Product Deficiencies

None

C. Labeling Deficiencies

None

(END OF DRUG PRODUCT QUALITY ASSESSMENT)

Signature Block:

Primary DP Assessor: Xihong Wang Date:  12/19/19;
3/31/2020;
1/22/2021
7/1/2021,
09/16/2021;
01/27/2022,
02/04/2022;
11/08/2022,
12/07/2022;
12/06/2023,
12/14/2023

Secondary DP Assessor: Marco Bennett Date:  12/19/2019;
04.01.2020;
04.14.2020;
01.22.2021;
07.02.2021;
09.17.2021;
01.31.2022;
02.04.2022;
12.08.2022;
12.14.2023

OPQ-XOPQ-TEM-0002v01 Page 126 Effective Date: February 1, 2019
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3 Marco A. Digitally signed by Marco A. Bennett
Bennett Date: 12/14/2023 04:57:20PM
GUID: 508da705000289bae41af5c5413d8455
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QuALITY assessment i)

MANUFACTURING INTEGRATED ASSESSMENT

Application ID ANDA 213676

Drug Product Name | Sacubitril and Valsartan Tablets

Strengths 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg
Dosage Form Tablets

Administration Route | Oral

Indication Indicated to reduce the risk of cardiovascular death and

hospitalization for heart failure in patients with chronic heart
failure (NYHA Class II-IV) and reduced ejection fraction.

Applicant Name Laurus Labs Limited

RLD Number 207620

|. Manufacturing Summary
Facility Assessment Recommendation: Adequate
Process Assessment Recommendation: Adequate

Assessment Summary:

Sacubitril and Valsartan Tablets 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg is
manufactured using| (b)(4)

List Submissions being assessed (Table):

Document Description (SD #) Date Received
Original (SD# 0001) 07/08/2019
Response to IR (SD# 0003) 09/16/2019
Response to IR (SD#0007) 02/06/2020
Response to IR (SD#0008) 03/02/2020
Response to CR (SD#0009) 07/01/2020

Highlight Key Issues from Last Cycle and Their Resolution: 13t Cycle

Review #1

(0)(4)

Page 1 of 35
OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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CEann o8 D Do istion 2 Emans

Review #2

(b)(4)

Concise Description of Outstanding Issues (List bullet points with key
information and update as needed):

- None

List Number of Comparability Protocols: None

1. Lifecycle Management Considerations

Post-approval inspection? | No

Lifecycle considerations No
Choose an item.
2. Facilities Table
Facility name FEI Responsibilities and profile Status
and address code(s)
Laurus Labs Limited, (VSP-2)
(DRUG PRODUCT
MANUFACTURER) Approve -
Based on
Plot No. 19, 20 and 21, Westem | 2011538548 Previous
Sector, APSEZ, Atchutapuram , History
Visakhapatnam, Andhra Pradesh,
India, 531011
Laurus Labs Limited (VSP-1)
[Drug Substance manufacturer for
Sacubitril-Valsartan 3Na Complex] m——
Plot No. 21, Jawaharial Nehru SORINEIN0S e
Pharma City Parawada,
Visakhapatnam, Andhra Pradesh ,
India, 531021
Laurus Labs Limited (VSP-3)
Approve -
Plot No. 18, Jawaharlal Nehru Based on
Pharma City Parawada, SDTOEA0GS Previous
Visakhapatnam, Andhra Pradesh, History
India, 531021
Approve -
Based on
PAI
Page 2 of 35

OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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(In lieu of
PAI,
documents
assessed

using
704(a)(4))

(b)(4)
Based on

Page 3 of 35

OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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So (R —

V. List of Outstandlng Information _RequestlDef' ciencies:

None

LA 5'9“3"“"* o

Round# | Primary Asse j Facill’ly
1 Mesﬁn Abdi Jean Tang 12/5/2019 IR Wlthheld
11/12/2019 12/04/2019
2 Mesfin Abdi Jean Tang 2/19/2020 IR Withheld
02/13/2020 02/19/2020
3 Mesfin Abdi Jean Tang 4/29/2020 Adequate Withheld
03/03/2020 03/13/2020
04/28/2020 04/29/2020
Page 34 of 35

OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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Mesfin Abdi Jean Tang 12/23/2020 | Adequate Approve
12/18/2020 12/23/2020

Page 35 of 35
OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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BIOPHARMACEUTICS ANDA REVIEW

Application No. ANDA-213676-ORIG-1
Applicant Laurus Labs Limited

Sacubitril and Valsartan Tablets/
Prodmct Name/ Strength(s) | 5, 2196 g, 49'mp/51 mg and 97 mg/103 mg
Dosage Form/Route Immediate-Release Tablets/Oral
Indicati Reduce the risk of cardiovascular death and hospitalization for

cation .
heart failure

7/8/2019 — Original Submission

Submission Date(s) 2/6/2020 — Response to Information Request

RLD/RS Entresto® Tablets [N207620]
Primary Reviewer Churg Chan, Pharm.D.
Secondary Reviewer Om Anand, Ph.D.
Recommendation Adequate

EXECUTIVE SUMMARY:

This Biopharmaceutics Review evaluates data supporting the adequacy of the proposed dissolution
method and acceptance criteria for quality control testing of the proposed drug product.

Dissolution Method:

4)

Based on the provided information and data, the pro]:osed dissolution method (Table 1) i1s deemed
adequate for quality control testing of the proposed product. The Applicant’s originally proposed
dissolution acceptance criteria were| (b)(4) | and therefore not acceptable. Based on the
provided data, the Applicant was recommended via an Information Request dated January 3, 2020

to revise the dissolution acceptance criteria to ( b) (4)

(b)(4) land “NLT|** % (Q) of Sacubitril and Valsartan in 30

minutes” for the 49 mg/51 mg and 97 mg/103 mg strengths of the proposed drug product. In a
response dated February 6, 2020, the Applicant accepted the FDA recommendation regarding the
dissolution acceptance criterion for the 49 mg/51 mg and 97 mg/103 mg strengths, however, they
proposed “NLT|** % (Q) of Sacubitril and Valsartan in 30 minutes” for the 24 mg/26 mg strength
as well. Based on the totality of the information/data submitted, the newly proposed dissolution
acceptance criterion and the response is acceptable.

10f7
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Table 1. Approved dissolution method and acceptance criteria’
Method USP Volume/ Recommended
Source Apparatus ” Spees e Temperature Acceptance Criteria
NLT % (Q) of
. pH 6.8 Sacubitril in 30 minutes
DFz;Dtagasc e Ri’?\d s o 3303?(;]]5le
Buffer ' NLT/[* % (Q) of
Valsartan in 30 minutes
Recommendation:

From a Biopharmaceutics perspective, ANDA 213676 for the proposed Sacubitril/Valsartan
Tablets, 24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg, is recommended for approval.

20f7
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BIOPHARMACEUTICS REVIEW

(b)(4) ]

2. Formulation: The proposed product| (b)(4) |

(0)(4)

3. Bioequivalence: The Applicant performed in vivo pharmacokinetic studies using the 97
mg/103 mg strength of the proposed and RLD products in both fasting and fed conditions.®
Under fasting conditions, the Tmax of Sacubitril and Valsartan were 0.71 and 2.14 hours,
respectively.” Under fed conditions, the Tmax of Sacubitril and Valsartan were 1.83 hours and
3.31 hours, respectively.® The Division of Bioequivalence/OGD will evaluate the
bioequivalence study results and the biowaiver request.

1. Drug Substance Solubility:|

4. Dissolution Method: The Applicant proposes to use the same dissolution method for
Sacubitril/Valsartan tablets as previously described in the FDA’s dissolution database (Table
1.

The Applicant evaluated discriminating ability of the proposed dissolution method on changes
of high-risk formulation vanables{ (b)(4)
| (b)(4) | The Applicant manufactured batches withl  (b)(4) |

4)

| (b)(4) dissolution profiles were
similar across the formulations evaluated with the proposed dissolution method. However,
based on the totality of the provided data and information, the proposed dissolution method is
deemed adequate for quality control testing of the proposed product.

In an Information Request dated January 3, 2020, the Applicant was asked to submit
dissolution data (b)(4) \

8 Apphcanon 2136‘76 Sec&mce 0001 - Chwl_{cpon Bodv FedStudv

(b)(4)

3of7
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| (b)(4) |
| (b)(4) |
| (b)(4) 'The Applicant proposed to continue using their

original dissolution method for their proposed drug product [900 mL of pH 6.8 phosphate
buffer using USP Apparatus II (Paddle) at 50 rpm].

5. Dissolution Data:1!

Figure 1. Summary of mean in vitro dissolution data for Sacubitril (n

100 =12)
80
3 o= 24/26 mg Tablets - Test (E1801031)
g 60 «mbémm24/26 mg Tablets - RLD (FX000197)
E we=49/51 mg Tablets - Test (E1801011)
1 N «=®=49/51 mg Tablets - RLD (FX000155)
a

«=@=07/103 mg Tablets - Test (E1801121) *Biobatch

(]
o

w=@==07/103 mg Tablets - RLD (FX000079)

0 10 15 20 30 45
Time (minutes)

4 of 7
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Figure 2. Summary of mean in vitro dissolution data for Valsartan (n

100 =12)
80
g‘ wipem 24/26 mg Tablets - Test (E1801031)
T 60 wmisteme 24/26 mg Tablets - RLD (FX000197)
§ ol s 49/51 mg Tablets - Test (E1801011)
E «=@==49/51 mg Tablets - RLD (FX000155)
20 - «=@==97/103 mg Tablets - Test (E1801121) *Biobatch

==@==07/103 mg Tablets - RLD (FX000079)

0 10 15 20 30 45
Time (minutes)

6. Dissolution Acceptance Criteria: The original dissolution acceptance criteria proposed by
the Applicant, (b)(4) lwas|__(b)(4) |and not supported by the data.
The Applicant was recommended via an Information Request dated January 3, 2020 to
implement the dissolution acceptance criteria of | (b)(4) |

| (b)(4) 'and “NLT (Q) of Sacubitril and
Valsartan at 30 minutes” for the 49 mg/51 mg and 97/103 mg strength tablets for the proposed
drug product. In a response dated February 6, 2020, the Applicant accepted the FDA
recommendation regarding the dissolution acceptance criterion for the 49 mg/51 mg and 97
mg/103 mg strengths, however, they proposed “NLT | % (Q) of Sacubitril and Valsartan in
30 minutes” for the 24 mg/26 mg strength as well. The Applicant justified their proposition by
reviewing data at| (b)(4) | and 30 minutes for all their exhibit batches and the RLD. Both
the proposed and reference drug product have individual unit value @% at the@

time point, but this trend was not observed at the 30-minute time point. Therefore,
based on the totality of the provided data and information, the Applicant’s proposed acceptance
criteria are acceptable.

7. Stability: The Applicant provided stability data for exhibit batches of Sacubitril and Valsartan
tablets for 6 months under long-term (25° + 2°C/60% + 5% RH) and accelerated (40° +
2°C/75% + 5% RH) conditions.'> No significant changes in dissolution in stability were
observed using the proposed dissolution method.

8. Dissolution Risk/Mitigation Assessment: The biopharmaceutics and dissolution risk are
relatively high because Sacubitril and Valsartan are considered  (b)(4) |per the

50f7
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Applicant’s BCS claims. The dissolution acceptance criteria are adequately selected to mitigate
the risk of dissolution failure for the proposed drug product.

6 of 7
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Biopharmaceutics Information Request

The following Biopharmaceutics Information Request (IR) comments were conveyed to the
Applicant on January 3, 2020:

1.

Based on the provided information and data, the proposed dissolution method (USP II at 50
rpm /900 mL of pH 6.8 phosphate buffer) is deemed adequate for quality control testing of
the proposed drug product. However, the provided dissolution data support dissolution
acceptance criteria and therefore the proposed acceptance criterion is not acceptable.
Implement the following acceptance criteria for your proposed product, Sacubitril and
Valsartan Tablets:

Sacubitril and Valsartan Tablets. 24 mg/26 mg strength
(b)(4)

Sacubitril and Valsartan Tablets 49 mg/51 mg and 97/103 mg strengths
“NLT (Q) of in 30 minutes” [for both sacubitril and valsartan]

Update your drug product release and stability specifications accordingly. In addition, please
be advised, that all proposed exhibit batches are expected to meet these revised dissolution
specifications in your stability program through your proposed expiry period. If dissolution
failures are observed on stability, these should be described. Discuss any corrective actions
to avert such dissolution failures and provide data from a new batch to demonstrate correction

(0)(4)

| (b)(4) Please submit dissolution data [(N=12, individual, mean,
CV%)] for the bio-batch and at least one batch of other strengths using this new dissolution
method. (b)(4)

(b)(4)

please submit the information/data showing the suitability/discriminating ability of the
proposed dissolution method for your proposed drug product.

The Applicant responded to the above Biopharmaceutics Information Request (IR) on February 6,
2020 and accepted the recommended dissolution acceptance criteria of 0="1% at 30 minutes for
the 49 mg/51 mg and 97 mg/103 mg strengths. The Applicant also proposed the same dissolution
acceptance criterion of Q=% at 30 minutes for their 24 mg/26 mg strength. The Applicant
provided dissolution data using the new FDA dissolution database method, however, they
proposed to continue using their originally proposed dissolution method. Given the available data,
the response is acceptable.

7 of 7
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ANDA Executive Summary

1. Application/Product Information

ANDA Number.

213676

Review Cycle #

6

Applicant Name

Laurus Labs Limited

Drug Product Name

Sacubitril and Valsartan Tablets 24 mg/26 mg. 49
mg/51 mg and 97 mg/ 103 mg

Dosage Form.
(click (+) for more than one)

Tablet

Proposed Strength(s)

24 mg/26 mg. 49 mg/51 mg and 97 mg/103 mg

Route of

Administration
(click (+) for more than one)

Oral

Maximum Daily Dose

Sacubitril sodium 194mg; Valsartan disodium 206 mg

Rx/OTC Dispensed

Proposed Indication

~ (0)(4

Drug Product
Description

24 mg/26 mg: Violet white color, oval shaped,
biconvex film-coated tablets debossed with “S5” on
one side and plain on the other side.

49 mg/51 mg: Pale yellow color, oval shaped,
biconvex film-coated tablets debossed with “S1” on
one side and plain on the other side.

97 mg/103 mg: Light pink color, oval shaped,
biconvex film-coated tablets debossed with “S2” on
one side and plain on the other side

Co-packaged product
information

N/A
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Device information, if

N/A
any:
Storage Temperature/ z =
Conditions 20°C1025°C
Discipline Primary Secondary
Xihong Wang/ |[Marco A. Bennett/
Drug Substance Xianru Sun Erin Skoda
Drug Product/ Xihong Wang [Marco A. Bennett
Labeling
Mirtha Millones / Bo Jiang /
Manufacturing Md Abdullah Zhaoyang Meng
Mahmud
Review Team Biopharmaceutics Churg Chan Om Anand
Microbiology N/A N/A
Other (specify): N/A N/A
ATL Marco A. Bennett
Digcipline Recommendation Date
Consulted
Consults
N/A N/A N/A
2. Submission Document(s) Reviewed
5 i Documents | Disciplines
Submission(s) Assessed Date Affected
Original/Initial Submission 07/08/2019 | Quality
Quality/Response to Information Request 09/16/2019 [ Quality
Quality/Response to Discipline Review Letter 02/06/2020 | Quality
Quality/Response to Information Request 03/02/2020 | Quality
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Resubmission/After Action- Complete 07/01/2020 | Quality
Resubmission/After Action- Complete 05/03/2021 | Quality
Amendment 08/02/2021 | Quality
Resubmission/After Action- Complete 11/26/2021 | DP
Resubmission/After Action- Complete 03/17/2022 | DP, MFG
Gratuitous Amendment (Subject of Labeling .
review) 09/23/2022 Labeling
Gratuitous Amendment (Subject of review #6) 11/18/2022 | pp
Resubmission/After Action- Complete 05/15/2023 | pp
Quality/Response to Information Request 06/12/2023 | process
3. Related/Supporting Documents
a. DMFs:
Date " y
DMF # | Type Holder Item Referenced Status | Assessment | 0:19;23: .
Completed
33647 | Il Laurus Labs Sacubitril- Inadequate | 12/14/2023 | Xianru Sun
Limited Valsartan 3Na
Complex
b. Other Documents: IND, RLD, RS, Approved ANDA
Document | Application Number Description
NDA (RLD) NDA 207620 ENTRESTOe (sacubitril and valsartan) tablets 24

mg/26 mg, 49 mg/51 mg and 97 mg/103 mg,
manufactured by Novartis Pharmaceuticals
Corporation. Approval date: 07/07/2015

4. Final Overall recommendation — Approval

Deficiencies (if applicable):

Overall Quality Deficiencies - Optional (Deficiencies that affect multiple sub-
disciplines; for subheadings use the format shown, for all deficiencies.)

1. None
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Drug Substance Deficiencies

1. None

Drug Product Deficiencies

1. None

Labeling Deficiencies (Please contact OGD if you identify any Labeling
deficiencies with your comments)

1. None

Manufacturing Deficiencies

T None

Biopharmaceutics Deficiencies

1. None

Microbiology Deficiencies
1 None

Other Deficiencies (Specify discipline, such as Environmental. For consults
such as Biostatistics, PharmTox, CDRH, Clinical, etc., include consult type and

specify Quality discipline — example: Pharm/Tox consult for Drug Product)
1. None

Additional Comments:

In addition to responding to the deficiencies presented above, please note and
acknowledge the following comment(s) in your response: None

5. Basis for Recommendation

a. Summary of Rationale for Recommendation:

OPQ recommends approval of this ANDA on the basis that OLDP (CMC),
Process, Microbiology and Facilities are all adequate a summary paragraph
outlining reasons for OPQ action recommendation.

NDSRI Impacted Application: No
If yes, Risk Mitigated? NA
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Recommendation by Subdiscipline:

Drug Substance: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)

1. N/A

Drug Product: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)

1. N/A

Quality Labeling: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)

1. N/A

Manufacturing: ADEQUATE

Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)

1. N/A

Biopharmaceutics: ADEQUATE

Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)

1. N/A

Microbiology: ADEQUATE
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Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)

1. N/A

Environmental: N/A

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)

1. N/A

6. Life-Cycle Considerations
Established Conditions per ICH Q12: No
Comments: None

Comparability Protocols (PACMP): No
Comments: None

Additional Comments: None
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Digitally signed by Marco A. Bennett
Date: 12/15/2023 02:16:59PM
GUID: 508da705000289bae41af5¢c5413d8455
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DRUG PRODUCT QUALITY ASSESSMENT

ANDA 213676 (Review Cycle # 06)
Sacubitril and Valsartan Tablets,
24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg

RECOMMENDATION

[1 Complete Response-Major

[] Complete Response-Minor

[] Discipline Review Letter (DRL)
[] Information Request—IR x Days
X Approval

Xihong Wang
Division of Immediate Release Products I/Branch 11

Office of Lifecycle Drug Products

Office of Pharmaceutical Quality
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.
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ADMINISTRATION

ANDA 213676 (Assessment Cycle # 06)

Drug Product Name Sacubitril and Valsartan Tablets

USP Monograph O Yes B No
| Strength_ 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg
| Dosage Form Tablets

Route of Administration Oral

Rx/OTC Dispensed X Rx O orc

ANDA Applicant Laurus Labs Limited

Second Floor, Serene Chambers, Road No.7, Banjara Hills

Hyderabad, Telangana
India, 500034

 Drug Product Manufacturer

US agent, if applicable O nA X (See Below)

Sharath Koripally, Senior Director RA, QA & PV
Laurus Generics Inc.

400 Connell Drive, Suite 5200

Berkeley Heights, NJ 07922

Tel: (718) 510-6822
Email: sharath.koripally@laurusgenerics.com

M (b)(4)

Submission(s) Assessed Document Date| Discipline(s) Affected
Original (Subject of review #1) 07/08/2019 All

Amendment: Response to DRL-Labeling dated 10/25/19 :

(Subject of review #1) 11/07/2019 Labeling

Amendment: Response to DRL-Labeling dated 01/03/20 02/06/2020

| (Subject of review #1, IR#1) DP, Biopharm, Process

Amendment: Response to IR letter from the agency

(Biopharm) dated 02/20/2020 (Subject of Biopharm 03/02/2020 Biopharm
review)

Amendment: Response to CR letter from the agency -
dated 05/04/2020 (Subject of review #2) O7R1Z020. | DR, Feely, BE
Amendment: Response to CR letter from the agency '
dated 02/22/2021 (Subject of review #3) oS DP, Labsing
General Correspondence: Change in US agent

(Updated in the table above) 08/02/2021

Amendment: Response to CR letter from the agency 11/26/2021 Labeling

dated 10/04/2021 (Subject of Labeling review)

Amendment: Response to CR letter from the agency

dated 02/23/2022 (Subject of review #5) 03/17/2022 DP, Labeling
Gratuitous Amendment (Subject of Labeling review) 09/23/2022 Labeling
OPQ-XOPQ-TEM-0002v01 Page 4 Effective Date: February 1, 2019
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Gratuitous Amendment (Subject of review #6) 11/18/2022 DP
Amendment: Response to CR-Major letter from the
| agency dated 12/10/2022 (Subject of review #6) 05/15/2023 o
Amendment: Response to IR letter from the agency
dated 06/08/2023 (Subject of process review) i Progess
OPQ-XOPQ-TEM-0002v01 Page 5 Effective Date: February 1, 2019
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QUALITY ASSESMENT DATA SHEET

IQA ANDA Assessment Guide Reference

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:

DMF #

Type

Holder

Item Referenced

Status

Date
Reviewed

Gty

33647

I

Laurus Labs Limited

Sacubitril-Valsartan 3Na
Complex

Adequate

12/14/2023

Xianru Sun

Other DMF: [J

N/A

X (See Below)

(b)(4)

m

I

I

=|

H|IEB|EB|H

=|

OPQ-XOPQ-TEM-0002v01

Page 6 Effective Date: February 1, 2019
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|

]

(b)(4) T |

B. OTHER DOCUMENTS: IND, RLD, RS, Approved ANDA

Application

Document Number Brand Name Description

NDA (RLD) | NDA 207620| ENTRESTOe ENTRESTOw® (sacubitril and valsartan) tablets
(sacubitril and 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg,
valsartan) tablets | manufactured by Novartis Pharmaceuticals

Corporation. Approval date: 07/07/2015
2. CONSULTS: None
Discipline Status Recommendation Date Assessor

Biostatistics

Pharmacology/Toxicology

CDRH-ODE

CDRH-OC

Clinical

Other

OPQ-XOPQ-TEM-0002v01 Page 7 Effective Date: February 1, 2019
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CHAPTER I: DRUG SUBSTANCE

IQA ANDA Assessment Guide Reference

Drug Substance Name Sacubitril-Valsartan 3Na Complex
DMF Number (If Applicable) | 033647
DMF Status Inadequate - Major
DMF Holder Laurus Labs Limited
Overall Assessment Recommendation for DS: DRL
Theme:
& N/A [0 Other (Requires Division Director Approval)
O DMF [0 Due to Consult
O New DS Batch

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.

Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.

Highlight Key Issues from Last Cycle and Their Resolution:
N/A - This is the review of original ANDA

Concise Description of Outstanding Issues:
Choose an item.

Select Number of Approved Comparability Protocols: 0

OPQ-XOPQ-TEM-0002v01 Page 38 Effective Date: February 1, 2019
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ON

S.1 GENERAL INFORMATI

: [Tri sodium [3-((1S,3R)-1-biphenyl-4-ylmethyl-3-

ethoxycarbonyl -1-butylcarbamoyl)propionate-(S)-3’-
methyl-2’-(pentanoyl { 2”-(tetrazol-5-ylate) biphenyl-4’-
ylmethyl }amino)butyrate]

(or)

Tri sodium (4-{[(1S,3R)-1-([1,1’-biphenyl-4-ylmethyl-4-
ethoxy-3-methyl-4-oxobutyl]amino }-4-oxobutanoate)(N-

Nomenclature/Chemical pentanoyl-N-{2’-(1H-tetrazol-1-id-5-yl) [1,1’-biphenyl]-
name 4-yllmethyl }-L-valinate)
Sacubitril Valsartan

4-{[(18,3R)-1-([1,1'- N-Pentanoyl-N-{[2'-(1H-
Biphenyl] -4-ylmethyl)-4- |tetrazol-5-yl1)[1,1'-
ethoxy -3-methyl-4- biphenyl] -4-yl|methyl}-L-
oxobutyl]amino }-4- valine
oxobutanoic acid

International Non-

proprietary Name (INN) Notreported

Compendial Name ;

(WHO) Not reported

United States Adopted i

Name (USAN) Sacubitril and valsartan

Molecular Structure

INa+

Sacubtril-Valsartan 3Na Complex
Molecular Formula C4sHssNsOs.3Na
CAS number 936623-90-4
Relative Molecular mass 912.95

Pharmacological Class

Angiotensin II receptor and neprilysin inhibitor for the
treatment of chronic heart failure (NYHA Class II-1V)
and reduced ejection fraction.

Physical form

| : | White to off-white solid

(b)(4)

OPQ-XOPQ-TEM-0002v01

Page 39 Effective Date: February 1, 2019
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Updates in review #3 as per AM dated 05/03/2021 are in light Blue
Updates in review #6 as per AM dated 05/15/2023 are in dark red

Applicable ICH Identification and Qualification thresholds:

MDD

ICH Identification threshold

ICH Qualification threshold

Sacubitril sodium:
Valsartan disodium:

(b)(4)

0.10%

0.15%

0.10%

0.15%

Listing of related substances in DS:

OPQ-XOPQ-TEM-0002v01

Page 50 Effective Date: February 1, 2019
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CHAPTER II: DRUG PRODUCT

IQA ANDA Assessment Guide Reference

Overall Assessment Recommendation: Discipline Review Letter (DRL)

Theme:
X N/A O Unacceptable Analytical Methods
O Unqualified Impurity O Application Quality
O New DP Batch O Pharmaceutical Equivalence
O Product Design O Product Safety
O Other (Requires Division Director
O Failing Stability Data Approval)
[J Application Completeness (0J Due to Consult

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.

Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.

Assessment Summary:
Initial Updated Risk
Risk Comments Comments*
Ranking
Physical
stability 36
(solid Medium
state)

Stability | Medium

Content

OPQ-XOPQ-TEM-0002v01 Page 65 Effective Date: February 1, 2019
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(0)(4)

Microbial
limits
_ 48
Dissolution | 0o

Note: This table will be updated in Executive Summary at time of approval.

Highlight Key Issues from Last Cycle and Their Resolution: N/A

Concise Description of Outstanding Issues (List Bullet Points with Key
Information and Update as Needed): See the deficiency letter

Select Number of Approved Comparability Protocols: 0

List Current Quality Endorsement Status:

USP monograph for Drug Product and compliance (current USP) — status: Not USP
Dissolution status: specifications are not finalized with Biopharmaceutics, and
implemented, and stability data complies with revised specifications (if applicable) to
confirm shelf life proposal. Biopharm review is inadequate.

Elemental impurity compliance with ICH Q3D — status: Adequate

Number of Comparability protocols included: __ 0

OPQ-XOPQ-TEM-0002v01 Page 66 Effective Date: February 1, 2019
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RLD versus Generic Product — NOT FOR FOIA

OPQ-XOPQ-TEM-0002v01 Page 67 Effective Date: February 1, 2019
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* For repacking purpose only

P.1 DESCRIPTION AND COMPOSITION

Component/Composition of Sacubitril and Valsartan Tablets 24 mg/26 mg, 49
mg/51 mg and 97 mg/103 mg

Ingrediouts Compendial | Pharmaceutical 26155! ;h; 197 mg/ Y%w/w
Reference Function (mg/ Tablet)
) (b)(4)
Sacubitril-Valsartan 3Na In-H Active
s ~House
Complex ent
Low-substituted
USP-NF
|hydroxypropylcellulose| (b)(4) |

||Micr0€:!}'sta1].ine C|ellulose USP-NF b 4
(b)(4)

[Crospovidone| (b)(4

o P | vsewe | (D)(4)

Silicon dioxide l (b)(4)
’Jt@ USP-NF

!w Stearate ug)_(&) USP-NF

Weight of Coated Tablet | 103.000 | 206.000 | 412.000 | 100.000 |

OPQ-XOPQ-TEM-0002v01 Page 68 Effective Date: February 1, 2019
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R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15
(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment is hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate

Methods Validation or Verification Package

Assessment: Adequate

Comparability Protocols

Assessment: Choose an item.
N/A

Lifecycle Management Considerations

OPQ-XOPQ-TEM-0002v01 Page 120 Effective Date: February 1, 2019
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DRUG PRODUCT LIST OF DEFICIENCIES

1.

OPQ-XOPQ-TEM-0002v01 Page 121 Effective Date: February 1, 2019
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CHAPTER IllI: ENVIRONMENTAL

IQA ANDA Assessment Guide Reference

R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15
(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment is hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate
OPQ-XOPQ-TEM-0002v01 Page 123 Effective Date: February 1, 2019
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CHAPTER IV: LABELING

IQA ANDA Assessment Guide Reference

R REGIONAL INFORMATION
1.14 Labeling

Labeling & Prescribing Information

DESCRIPTION (Rx insert or Active Ingredient(s), and Inactive Ingredients in
DRUG FACTS for OTC):

Is the information accurate? X Yes [ | No
If “No,” explain.

Is the drug product subject of a USP monograph? [ ] Yes [X No

If “Yes,” does labeling have accurate USP statement in the DESCRIPTION (for
Rx) or Other Information section of DRUG FACTS (for OTC)?

[JYes [ INo [ ]Statement not needed

If NO, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)

i) Is the information accurate? X Yes [ ] No
If “No,” explain.
i) Are the storage conditions acceptable? X Yes [ | No

If “No,” explain.

DOSAGE AND ADMINISTRATION section, for injectables, and where applicable:

Is tamper evident feature provided in the container/closure for the OTC
products or Controlled Substance (Cll — CIV) products? [ | Yes [ | No
[_] N/A (NOT OTC or Controlled Substance)

If “No,” explain.

OPQ-XOPQ-TEM-0002v01 Page 124 Effective Date: February 1, 2019
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For solid oral drug products, only: drug product length(s) of commercial
batch(es):

Dimension (mm)

ANDA Strength (Length x Width) Imprint Code
Violet white color, oval, biconvex film-coated
24mg/26mg 9.11x 5.08 tablets debossed with “S5” on one side and

plain on the other side.

Pale yellow color, oval, biconvex film-coated

49mg/51mg 12.75x 5.90 tablets debossed with “S1” on one side and
plain on the other side.
Light pink color, oval, biconvex film-coated
97mg/103mg 12.57 x 6.85 tablets debossed with “S2” on one side and

plain on the other side.

Send issue to the Labeling assessor through the Platform with a list of
quality-related labeling deficiencies and also record reference number or link
for all the issues:

Issue Description Issue Reference Number or Link

LABELING LIST OF DEFICIENCIES
None

OPQ-XOPQ-TEM-0002v01 Page 125 Effective Date: February 1, 2019
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ATTACHMENT II: List of All Deficiencies

A. Drug Substance Deficiencies
None
B. Drug Product Deficiencies

None

C. Labeling Deficiencies

None

(END OF DRUG PRODUCT QUALITY ASSESSMENT)

Signature Block:

Primary DP Assessor: Xihong Wang Date:  12/19/19;
3/31/2020;
1/22/2021
7/1/2021,
09/16/2021;
01/27/2022,
02/04/2022;
11/08/2022,
12/07/2022;
12/06/2023,
12/14/2023

Secondary DP Assessor: Marco Bennett Date:  12/19/2019;
04.01.2020;
04.14.2020;
01.22.2021;
07.02.2021;
09.17.2021;
01.31.2022;
02.04.2022;
12.08.2022;
12.14.2023

OPQ-XOPQ-TEM-0002v01 Page 126 Effective Date: February 1, 2019
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Digitally signed by Xihong Wang
Date: 12/14/2023 03:40:59PM
GUID: 508da7410002ba99af7b0597dc38d164

3 Marco A. Digitally signed by Marco A. Bennett
Bennett Date: 12/14/2023 04:57:20PM
GUID: 508da705000289bae41af5c5413d8455
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DRUG PRODUCT QUALITY ASSESSMENT

ANDA 213676 (Review Cycle # 05)
Sacubitril and Valsartan Tablets,
24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg

RECOMMENDATION

X Complete Response-Major

[] Complete Response-Minor

[] Discipline Review Letter (DRL)
[] Information Request—IR x Days
[] Approval

Xihong Wang
Division of Immediate Release Products I/Branch 11

Office of Lifecycle Drug Products

Office of Pharmaceutical Quality

Page 288 of 1492
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Justification for CR-Major:

The drug product deficiencies have been classified as MAJOR as noted in the
Guidance for Industry, ANDA Submissions — Amendments to Abbreviated New
Drug Applications Under GDUFA (July 2018) because the firm may need to develop
a new analytical method for nitrosamine impurity in DP or the firm should validate
the FDA’s method and provide data to demonstrate that the in-house method is
equivalent to the FDA’s method. Upon receipt, in FDA's judgement, the review of
this information will require thorough evaluation and potentially affects other aspects
of the application and the related conclusions

OPQ-XOPQ-TEM-0002v01  Page 2 Effective Date: February 1, 2019
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ANDA 213676 (Assessment Cycle # 05)

Tel: (718) 510-6822

Drug Product Name Sacubitril and Valsartan Tablets
USP Monograph O Yes B No
| Strength_ 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg
| Dosage Form Tablets
Route of Administration Oral
Rx/OTC Dispensed X Rx O orC
ANDA Applicant Laurus Labs Limited
Second Floor, Serene Chambers, Road No.7, Banjara Hills
Hyderabad, Telangana
[ | India, 500034
Drug Product Manufacturer
US agent, if applicable O nvA X (See Below)

Sharath Koripally, Senior Director RA, QA & PV
Laurus Generics Inc.

400 Connell Drive, Suite 5200
Berkeley Heights, NJ 07922

Email: sharath.koripally@laurusgenerics.com

Submission(s) Assessed Document Date| Discipline(s) Affected
Original (Subject of review #1) 07/08/2019 All

Amendment: Response to DRL-Labeling dated 10/25/19 :

(Subject of review #1) 11/07/2019 Labeling

Amendment: Response to DRL-Labeling dated 01/03/20 =

(Subject of review #1, IR#1) 02/06/2020 DP, Biopharm, Process
Amendment: Response to IR letter from the agency

(Biopharm) dated 02/20/2020 (Subject of Biopharm 03/02/2020 Biopharm

review)

Amendment: Response to CR letter from the agency =

dated 05/04/2020 (Subject of review #2) GIO1A20 | OF, Fecliy, BE
Amendment: Response to CR letter from the agency "

dated 02/22/2021 (Subject of review #3) S5N021 OF. Labeing

General Correspondence: Change in US agent

(Updated in the table above) 08/02/2021

Amendment: Response to CR letter from the agency .

dated 10/04/2021 (Subject of Labeling review) Vi Labeing

Amendment: Response to CR letter from the agency :

dated 02/23/2022 (Subject of review #5) 03/17/2022 DP, Labeling
Gratuitous Amendment (Subject of Labeling review) 09/23/2022 Labeling

OPQ-XOPQ-TEM-0002v01 Page 4

Effective Date: February 1, 2019
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IQA ANDA Assessment Guide Reference

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:

QUALITY ASSESMENT DATA SHEET

DMF #

Type

Holder

Item Referenced

Date
Reviewed

Gty

33647

I

Laurus Labs Limited

Sacubitril-Valsartan 3Na
Complex

Inadequate

12/07/2022

Xianru Sun

Other DMF: [J

N/A

X (See Below)

m

I

I

=|

H|IEB|EB|H

=|

OPQ-XOPQ-TEM-0002v01

Page 5 Effective Date: February 1, 2019
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1 (b)(4) I 1 [
B. OTHER DOCUMENTS: IND, RLD, RS, Approved ANDA
Document | APPlCation | g0y Name Description
NDA (RLD) | NDA 207620| ENTRESTOe ENTRESTOw® (sacubitril and valsartan) tablets
(sacubitril and 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg,
valsartan) tablets | manufactured by Novartis Pharmaceuticals
Corporation. Approval date: 07/07/2015
2. CONSULTS: None
Discipline Status Recommendation Date Assessor
Biostatistics
Pharmacology/Toxicology
CDRH-ODE
CDRH-OC
Clinical
Other
OPQ-XOPQ-TEM-0002v01 Page 6 Effective Date: February 1, 2019
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CHAPTER I: DRUG SUBSTANCE

IQA ANDA Assessment Guide Reference

Drug Substance Name Sacubitril-Valsartan 3Na Complex
DMF Number (If Applicable) | 033647
DMF Status Inadequate - Major
DMF Holder Laurus Labs Limited
Overall Assessment Recommendation for DS: DRL
Theme:
& N/A [0 Other (Requires Division Director Approval)
O DMF [0 Due to Consult
O New DS Batch

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.

Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.

Highlight Key Issues from Last Cycle and Their Resolution:
N/A - This is the review of original ANDA

Concise Description of Outstanding Issues:
Choose an item.

Select Number of Approved Comparability Protocols: 0

OPQ-XOPQ-TEM-0002v01 Page 33 Effective Date: February 1, 2019
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ON

S.1 GENERAL INFORMATI
: [Tri sodium [3-((1S,3R)-1-biphenyl-4-ylmethyl-3-

ethoxycarbonyl -1-butylcarbamoyl)propionate-(S)-3’-
methyl-2’-(pentanoyl { 2”-(tetrazol-5-ylate) biphenyl-4’-
ylmethyl }amino)butyrate]

(or)

Tri sodium (4-{[(1S,3R)-1-([1,1’-biphenyl-4-ylmethyl-4-
ethoxy-3-methyl-4-oxobutyl]amino }-4-oxobutanoate)(N-

(WHO)

Nomenclature/Chemical pentanoyl-N-{2’-(1H-tetrazol-1-id-5-yl) [1,1’-biphenyl]-
name 4-yllmethyl }-L-valinate)
Sacubitril Valsartan

4-{[(18,3R)-1-([1,1'- N-Pentanoyl-N-{[2'-(1H-
Biphenyl] -4-ylmethyl)-4- |tetrazol-5-yl1)[1,1'-
ethoxy -3-methyl-4- biphenyl] -4-yl|methyl}-L-
oxobutyl]amino }-4- valine
oxobutanoic acid

International Non-

proprietary Name (INN) Notreported

Compendial Name Not reported

United States Adopted
Name (USAN)

Sacubitril and valsartan

Molecular Structure

INa+

Sacubtril-Valsartan 3Na Complex
Molecular Formula C4sHssNsOs.3Na
CAS number 936623-90-4
Relative Molecular mass 912.95

Pharmacological Class

Angiotensin II receptor and neprilysin inhibitor for the
treatment of chronic heart failure (NYHA Class II-1V)
and reduced ejection fraction.

| Physical form

| : | White to off-white solid

(b)(4)

OPQ-XOPQ-TEM-0002v01

Page 34 Effective Date: February 1, 2019
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CHAPTER II: DRUG PRODUCT

IQA ANDA Assessment Guide Reference

Overall Assessment Recommendation: Discipline Review Letter (DRL)

Theme:
X N/A O Unacceptable Analytical Methods
O Unqualified Impurity O Application Quality
O New DP Batch O Pharmaceutical Equivalence
O Product Design O Product Safety
O Other (Requires Division Director
O Failing Stability Data Approval)
[J Application Completeness (0J Due to Consult

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.

Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.

Assessment Summary:
Drug Initial Uncated mﬂ
Product Risk Comments mk . e Comments*
CQAs Ranking #20'7

Physical

stability 36
(solid Medium
state)

Stability | Medium

Content

OPQ-XOPQ-TEM-0002v01 Page 59 Effective Date: February 1, 2019
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(b)(4) (b)(4)

Microbial
limits
_ 48
Dissolution | 0.

Note: This table will be updated in Executive Summary at time of approval.

Highlight Key Issues from Last Cycle and Their Resolution: N/A

Concise Description of Outstanding Issues (List Bullet Points with Key
Information and Update as Needed): See the deficiency letter

Select Number of Approved Comparability Protocols: 0

List Current Quality Endorsement Status:

USP monograph for Drug Product and compliance (current USP) — status: Not USP
Dissolution status: specifications are not finalized with Biopharmaceutics, and
implemented, and stability data complies with revised specifications (if applicable) to
confirm shelf life proposal. Biopharm review is inadequate.

Elemental impurity compliance with ICH Q3D — status: Adequate

Number of Comparability protocols included: __ 0

OPQ-XOPQ-TEM-0002v01 Page 60 Effective Date: February 1, 2019
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RLD versus Generic Product — NOT FOR FOIA

OPQ-XOPQ-TEM-0002v01 Page 61 Effective Date: February 1, 2019
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* For repacking purpose only

P.1 DESCRIPTION AND COMPOSITION

Component/Composition of Sacubitril and Valsartan Tablets 24 mg/26 mg, 49
mg/51 mg and 97 mg/103 mg

24mg/

49mg/ | 97mg/

g Compendial | Pharmaceutical - Yow/w
Ingredients 26mg | Simg | 1
Reference Function (mg/ Tablet
b)(4
Sacubifril-Valsartan 3Na —— ( )ictfle
Complex” Ingredient
Low-substituted =
hydroxypropylcellulose| &) || USPNF
Microcrystalline Cellulose '
HI o8 el b 4
Crospovidone| (b)(4 g
()@ wewr | (bY(4)
’Igcon dioxide |  (b)(4) USP-NF
(B)(4) |
_|[Magnesium Stearate| (b)(4) .
(b)(4) v
|Weight of Coated Tablet | 103.000 | 206.000 | 412.000 |100.000
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R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15
(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment is hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate

Methods Validation or Verification Package

Assessment: Adequate

Comparability Protocols

Assessment: Choose an item.
N/A

Lifecycle Management Considerations

OPQ-XOPQ-TEM-0002v01 Page 114 Effective Date: February 1, 2019
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DRUG PRODUCT LIST OF DEFICIENCIES

1.

4
4)

OPQ-XOPQ-TEM-0002v01 Page 115 Effective Date: February 1, 2019
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CHAPTER IllI: ENVIRONMENTAL

IQA ANDA Assessment Guide Reference

R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15
(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment is hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate
OPQ-XOPQ-TEM-0002v01 Page 117 Effective Date: February 1, 2019
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CHAPTER IV: LABELING

IQA ANDA Assessment Guide Reference

R REGIONAL INFORMATION
1.14 Labeling

Labeling & Prescribing Information

DESCRIPTION (Rx insert or Active Ingredient(s), and Inactive Ingredients in
DRUG FACTS for OTC):

Is the information accurate? X Yes [ | No
If “No,” explain.

Is the drug product subject of a USP monograph? [ ] Yes [X No

If “Yes,” does labeling have accurate USP statement in the DESCRIPTION (for
Rx) or Other Information section of DRUG FACTS (for OTC)?

[JYes [ INo [ ]Statement not needed

If NO, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)

i) Is the information accurate? X Yes [ ] No
If “No,” explain.
i) Are the storage conditions acceptable? X Yes [ | No

If “No,” explain.

DOSAGE AND ADMINISTRATION section, for injectables, and where applicable:

Is tamper evident feature provided in the container/closure for the OTC
products or Controlled Substance (Cll — CIV) products? [ | Yes [ | No
[_] N/A (NOT OTC or Controlled Substance)

If “No,” explain.

OPQ-XOPQ-TEM-0002v01 Page 118 Effective Date: February 1, 2019
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For solid oral drug products, only: drug product length(s) of commercial
batch(es):

Dimension (mm)

ANDA Strength (Length x Width) Imprint Code
Violet white color, oval, biconvex film-coated
24mg/26mg 9.11x 5.08 tablets debossed with “S5” on one side and

plain on the other side.

Pale yellow color, oval, biconvex film-coated

49mg/51mg 12.75x 5.90 tablets debossed with “S1” on one side and
plain on the other side.
Light pink color, oval, biconvex film-coated
97mg/103mg 12.57 x 6.85 tablets debossed with “S2” on one side and

plain on the other side.

Send issue to the Labeling assessor through the Platform with a list of
quality-related labeling deficiencies and also record reference number or link
for all the issues:

Issue Description Issue Reference Number or Link

LABELING LIST OF DEFICIENCIES
None

OPQ-XOPQ-TEM-0002v01 Page 119 Effective Date: February 1, 2019
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ATTACHMENT II: List of All Deficiencies

A. Drug Substance Deficiencies

L.

B. Drug Product Deficiencies

1

C. Labeling Deficiencies

None

(END OF DRUG PRODUCT QUALITY ASSESSMENT)

Signature Block:
Primary DP Assessor: Xihong Wang Date:  12/19/19;
3/31/2020;
OPQ-XOPQ-TEM-0002v01 Page 120 Effective Date: February 1, 2019
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Secondary DP Assessor:  Marco Bennelt

OPQ-XOPQ-TEM-0002v01

Page 121

Page 306 of 1492

Date:

1/22/2021
7/1/2021,
09/16/2021;
01/27/2022,
02/04/2022;
11/08/2022,
12/07/2022

12/19/2019;
04.01.2020;
04.14.2020;
01.22.2021;
07.02.2021;
09.17.2021;
01.31.2022;
02.04.2022;
12.08.2022

Effective Date: February 1, 2019



Digitally signed by Xihong Wang
Date: 12/08/2022 07:59:11AM
GUID: 508da7410002ba99af7b0597dc38d164

3 Marco A. Digitally signed by Marco A. Bennett
Bennett Date: 12/08/2022 11:00:26AM
GUID: 508da705000289bae41af5c5413d8455
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ANDA Executive Summary

1. Application/Product Information

ANDA Number.

213676

Review Cycle #

5

Applicant Name

Laurus Labs Limited

Drug Product Name

Sacubitril and Valsartan Tablets 24 mg/26 mg. 49
mg/5 | mg and 97 mg/ 1 03 mg

Dosage Form.
(click (+) for more than one)

Tablet

Proposed Strength(s)

24 mg/26 mg. 49 mg/5 | mg and 97 mg/ | 03 mg

Route of
Administration
(click (+) for more than one)

Oral

Maximum Daily Dose

Sacubitril sodium 194mg; Valsartan disodium 206 mg

Rx/OTC Dispensed

Rx

Proposed Indication

Drug Product

0)(

White to off-white solid

Description
Co-packaged product
. - N/A
information
Device information, if N/A
any:
Storage Temperature/ 4 -
Conditions AGe 250
Discipline Primary Secondary

Review Team : :

Drug Substance Xianru Sun Erin Skoda
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Drug Product/ Xihong Wang |Marco A. Bennett
Labeling
: Md Abdullah Zhaoyang Meng
Manufacturing Mahmud
Biopharmaceutics N/A N/A
Microbiology N/A N/A
Other (specify):
N/A N/A
RBPM Helina Zenebe
ATL Marco A. Bennett
Discipline Recommendation Date
Consulted
Consults
N/A
2. Submission Document(s) Reviewed
o Documents | Disciplines
Submission(s) Assessed Date Affected

Original/Initial Submission

07/08/2019 | Quality

Quality/Response to Information Request

09/16/2019 | Quality

Quality/Response to Discipline Review Letter

02/06/2020 | Quality

Quality/Response to Information Request

03/02/2020 | Quality

Resubmission/After Action- Complete

07/1/2020 | Quality

Resubmission/After Action- Complete

05/03/2021 | Quality

Resubmission/After Action- Complete

11/26/2021 | DP

Resubmission/After Action- Complete

03/17/2022 | DP, MFG

Page 309 of 1492




3. Related/Supporting Documents

a. DMFs:
Date
DMF | Ty Assessor/
# pe Holder Item Referenced Status Agxﬁg:gzt Comments
3364 | Il | Laurus Labs Sacubitril- Inadeq | 12/07/2022 | Xianru
7 Limited Valsartan 3Na uate Sun
Complex

b. Other Documents: IND, RLD, RS, Approved ANDA

Document

Application Number Description

NDA (RLD)

NDA 207620 ENTRESTOe (sacubitril and valsartan) tablets 24
mg/26 mg, 49 mg/51 mg and 97 mg/103 mg,
manufactured by Novartis Pharmaceuticals
Corporation. Approval date: 07/07/2015

4. Final Overall recommendation — Complete Response-Major

Deficiencies (if applicable):
Overall Quality Deficiencies - Optional (Deficiencies that affect multiple sub-
disciplines; for subheadings use the format shown, for all deficiencies.): None

Drug Substance Deficiencies -

12
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Drug Product Deficiencies -

1

Labeling Deficiencies (Please contact OGD if you identify any Labeling
deficiencies with your comments): None

Manufacturing Deficiencies

a. Process: - None
b. Facility: - None

Biopharmaceutics Deficiencies: - None

Microbiology Deficiencies: - None

Other Deficiencies (Specify discipline, such as Environmental. For consults
such as Biostatistics, PharmTox, CDRH, Clinical, etc., include consult type and

specify Quality discipline — example: Pharm/Tox consult for Druq Product):
None

Additional Comments:
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In addition to responding to the deficiencies presented above, please note and
acknowledge the following comment(s) in your response: N/A

5. Basis for Recommendation

Summary of Rationale for Recommendation:

OPQ recommends CR-Major for this ANDA on the basis that OLDP (CMC) is a
Major since analytical method for nitrosamine impurity is missing.

b.

Recommendation by Subdiscipline:

Drug Substance: INADEQUATE-MINOR

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)

1. None

Drug Product: INADEQUATE-MAJOR

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)

The drug product deficiencies have been classified as MAJOR as noted in
Appendix A Section A, 2i in the Guidance for Industry, ANDA Submissions —
Amendments to Abbreviated New Drug Applications Under GDUFA (July 2018)
because the firm may need to develop a new analytical method for nitrosamine
impurity in DP or the firm should validate the FDA’s method and provide data to
demonstrate that the in-house method is equivalent to the FDA’s method. Upon
receipt, in FDA's judgement, the review of this information will require thorough
evaluation and potentially affects other aspects of the application and the related
conclusions.

Quality Labeling: ADEQUATE

Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)

1. None

Manufacturing: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)

1. None
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Biopharmaceutics: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)
1

. None

Microbiology: N/A

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)

A 1

Environmental: N/A

Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)

1.

6. Life-Cycle Considerations
Established Conditions per ICH Q12: No
Comments:

Comparability Protocols (PACMP): No
Comments:

Additional Comments: N/A
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ANDA Executive Summary

1. Application/Product Information

ANDA Number.

213676

Review Cycle #

5

Applicant Name

Laurus Labs Limited

Drug Product Name

Sacubitril and Valsartan Tablets 24 mg/26 mg. 49
mg/5 | mg and 97 mg/ 1 03 mg

Dosage Form.
(click (+) for more than one)

Tablet

Proposed Strength(s)

24 mg/26 mg. 49 mg/5 | mg and 97 mg/ | 03 mg

Route of
Administration
(click (+) for more than one)

Oral

Maximum Daily Dose

Sacubril sodium 194mg; Valsartan disodium 206 mg

Rx/OTC Dispensed

Rx

Proposed Indication

4

Drug Product

White to off-white solid

Description
Co-packaged product
. - N/A
information
Device information, if N/A
any:
Storage Temperature/ 4 -
Conditions AGe 250
Discipline Primary Secondary

Review Team : :

Drug Substance Xianru Sun Erin Skoda
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Drug Product/ Xihong Wang |Marco A. Bennett
Labeling
: Md Abdullah Zhaoyang Meng
Manufacturing Mahmud
Biopharmaceutics N/A N/A
Microbiology N/A N/A
Other (specify):
N/A N/A
RBPM Helina Zenebe
ATL Marco A. Bennett
Discipline Recommendation Date
Consulted
Consults
N/A
2. Submission Document(s) Reviewed
o Documents | Disciplines
Submission(s) Assessed Date Affected

Original/Initial Submission

07/08/2019 | Quality

Quality/Response to Information Request

09/16/2019 | Quality

Quality/Response to Discipline Review Letter

02/06/2020 | Quality

Quality/Response to Information Request

03/02/2020 | Quality

Resubmission/After Action- Complete

07/1/2020 | Quality

Resubmission/After Action- Complete

05/03/2021 | Quality

Resubmission/After Action- Complete

11/26/2021 | DP

Resubmission/After Action- Complete

03/17/2022 | DP, MFG
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3. Related/Supporting Documents

a. DMFs:
CGME: | Ty Holder ltem Referenced | Status Assgsa;fnent Asasasor/
# pe Comments
Completed
3364 | Il | Laurus Labs Sacubitril- Adequa | 10/07/2022 | Xianru
£ Limited Valsartan 3Na te Sun
Complex
b. Other Documents: IND, RLD, RS, Approved ANDA
Document | Application Number Description
NDA (RLD) NDA 207620 ENTRESTOe (sacubitril and valsartan) tablets 24

mg/26 mg, 49 mg/51 mg and 97 mg/103 mg,
manufactured by Novartis Pharmaceuticals
Corporation. Approval date: 07/07/2015

4. Final Overall recommendation — Approval

Deficiencies (if applicable):

Overall Quality Deficiencies - Optional (Deficiencies that affect multiple sub-
disciplines; for subheadings use the format shown, for all deficiencies.): None

Drug Substance Deficiencies — None

Drug Product Deficiencies — None

Labeling Deficiencies (Please contact OGD if you identify any Labeling
deficiencies with your comments): None

Manufacturing Deficiencies

a. Process: - None

b. Facility: - None

Biopharmaceutics Deficiencies: - None
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Microbiology Deficiencies: - None

Other Deficiencies (Specify discipline, such as Environmental. For consults
such as Biostatistics, PharmTox, CDRH, Clinical, etc., include consult type and

specify Quality discipline — example: Pharm/Tox consult for Drug Product):

None

Additional Comments:

In addition to responding to the deficiencies presented above, please note and
acknowledge the following comment(s) in your response: N/A
5. Basis for Recommendation

a. Summary of Rationale for Recommendation:

OPQ recommends approval of this ANDA on the basis that OLDP (CMC),
Process, Biopharmaceutics and Facilities are all adequate a summary paragraph
outlining reasons for OPQ action recommendation.

b. Recommendation by Subdiscipline:

Drug Substance: ADEQUATE

Provide justification(s) (for major deficiencies only):
Click link to view Justification Statements)

1

Drug Product: ADEQUATE

Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)

2 )1

Quality Labeling: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)
1.

Manufacturing: ADEQUATE
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Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)

1

Biopharmaceutics: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)
1

Microbiology: N/A

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)
1.

Environmental: N/A

Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)

1.

6. Life-Cycle Considerations
Established Conditions per ICH Q12: No
Comments:

Comparability Protocols (PACMP): No
Comments:

Additional Comments: N/A
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DRUG PRODUCT QUALITY ASSESSMENT

ANDA 213676 (Review Cycle # 05)
Sacubitril and Valsartan Tablets,
24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg

RECOMMENDATION

[1 Complete Response-Major

[] Complete Response-Minor

[] Discipline Review Letter (DRL)
[] Information Request—IR x Days
X Approval

Xihong Wang
Division of Immediate Release Products I/Branch 11

Office of Lifecycle Drug Products

Office of Pharmaceutical Quality
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ANDA 213676 (Assessment Cycle # 05)

Drug Product Name Sacubitril and Valsartan Tablets
USP Monograph O Yes B No
| Strength_ 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg
| Dosage Form Tablets
Route of Administration Oral
Rx/OTC Dispensed X Rx O orC
ANDA Applicant Laurus Labs Limited
Second Floor, Serene Chambers, Road No.7, Banjara Hills
Hyderabad, Telangana
[ | India, 500034
Drug Product Manufacturer
US agent, if applicable O nvA X (See Below)

Sharath Koripally, Senior Director RA, QA & PV
Laurus Generics Inc.
400 Connell Drive, Suite 5200

Tel: (718) 510-6822

Berkeley Heights, NJ 07922

Email: sharath.koripally@laurusgenerics.com

 Proposed Indication ( b) ( 4)
Submission(s) Assessed Document Date| Discipline(s) Affected
Original (Subject of review #1) 07/08/2019 All
Amendment: Response to DRL-Labeling dated 10/25/19 :

(Subject of review #1) 11/07/2019 Labeling

Amendment: Response to DRL-Labeling dated 01/03/20 =

(Subject of review #1, IR#1) 02/06/2020 DP, Biopharm, Process
Amendment: Response to IR letter from the agency

(Biopharm) dated 02/20/2020 (Subject of Biopharm 03/02/2020 Biopharm

review)

Amendment: Response to CR letter from the agency =

| dated 05/04/2020 (Subject of review #2) GIO1A20 | OF, Fecliy, BE
Amendment: Response to CR letter from the agency "
dated 02/22/2021 (Subject of review #3) S5N021 OF. Labeing
General Correspondence: Change in US agent
(Updated in the table above) 08/02/2021
Amendment: Response to CR letter from the agency -
dated 10/04/2021 (Subject of Labeling review) Vi Labeing
Amendment: Response to CR letter from the agency ;
dated 02/23/2022 (Subject of review #5) 03/17/2022 DP, Labeling
Gratuitous Amendment (Subject of Labeling review) 09/23/2022 Labeling

OPQ-XOPQ-TEM-0002v01 Page 3

Effective Date: February 1, 2019
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U.S. FOOD & DRUG

QUALITY ASSESMENT DATA SHEET

IQA ANDA Assessment Guide Reference

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:

DMF #

Type

Holder

Item Referenced

Date
Reviewed

Gty

33647

I

Laurus Labs Limited

Sacubitril-Valsartan 3Na
Complex

Adequate

10/07/2022

Xianru Sun

Other DMF: [J

N/A

X (See Below)

m

I

I

=|

H|IEB|EB|H

=|

OPQ-XOPQ-TEM-0002v01

Page 4 Effective Date: February 1, 2019
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ADMINISTRATION

] @ | | |

B. OTHER DOCUMENTS: IND, RLD, RS, Approved ANDA

Document A';l'::::::“ Brand Name Description

NDA (RLD) | NDA 207620 ENTRESTOe ENTRESTOw® (sacubitril and valsartan) tablets
(sacubitril and 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg,
valsartan) tablets | manufactured by Novartis Pharmaceuticals
Corporation. Approval date: 07/07/2015

2. CONSULTS: None

Discipline Status Recommendation Date Assessor

Biostatistics

Pharmacology/Toxicology

CDRH-ODE

CDRH-OC

Clinical

Other

OPQ-XOPQ-TEM-0002v01 Page 5 Effective Date: February 1, 2019

Page 325 of 1492




DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.




U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER I: DRUG SUBSTANCE

IQA ANDA Assessment Guide Reference

Drug Substance Name Sacubitril-Valsartan 3Na Complex
DMF Number (If Applicable) | 033647
DMF Status Inadequate - Major
DMF Holder Laurus Labs Limited
Overall Assessment Recommendation for DS: DRL
Theme:
& N/A [0 Other (Requires Division Director Approval)
O DMF [0 Due to Consult
O New DS Batch

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.

Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.

Highlight Key Issues from Last Cycle and Their Resolution:
N/A - This is the review of original ANDA

Concise Description of Outstanding Issues:
Choose an item.

Select Number of Approved Comparability Protocols: 0

OPQ-XOPQ-TEM-0002v01 Page 31 Effective Date: February 1, 2019
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ON

Nomenclature/Chemical
name

S.1 GENERAL INFORMATI

Tri sodium [3-((18,3R)-1-biphenyl-4-ylmethyl-3-
ethoxycarbonyl -1-butylcarbamoyl)propionate-(S5)-3°-
methyl-2’-(pentanoyl { 2”-(tetrazol-5-ylate) biphenyl-4’-
ylmethyl }amino)butyrate]

(or)

Tri sodium (4-{[(1S,3R)-1-([1,1’-biphenyl-4-ylmethyl-4-
ethoxy-3-methyl-4-oxobutyl]amino }-4-oxobutanoate)(N-
pentanoyl-N-{2’-(1H-tetrazol-1-id-5-yl) [1,1’-biphenyl]-
4-yllmethyl }-L-valinate)

Sacubitril Valsartan

4-{[(18,3R)-1-([1,1'-
Biphenyl] -4-ylmethyl)-4-
ethoxy -3-methyl-4-
oxobutyl]amino }-4-
oxobutanoic acid

N-Pentanoyl-N-{[2'-(1H-
tetrazol-5-yl)[1,1'-
biphenyl] -4-yllmethyl}-L-
valine

International Non-
proprietary Name (INN)

Not reported

Compendial Name
(WHO)

Not reported

United States Adopted
Name (USAN)

Sacubitril and valsartan

Molecular Structure

INa+

Sacubtril-Valsartan 3Na Complex
Molecular Formula C4sHssNsOs.3Na
CAS number 936623-90-4
Relative Molecular mass 912.95

Pharmacological Class

Angiotensin II receptor and neprilysin inhibitor for the
treatment of chronic heart failure (NYHA Class II-1V)
and reduced ejection fraction.

| Physical form

| : | White to off-white solid

(b)(4)

OPQ-XOPQ-TEM-0002v01

Page 32
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IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.




U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER II: DRUG PRODUCT

IQA ANDA Assessment Guide Reference

Overall Assessment Recommendation: Discipline Review Letter (DRL)

Theme:
X N/A O Unacceptable Analytical Methods
O Unqualified Impurity O Application Quality
O New DP Batch O Pharmaceutical Equivalence
O Product Design O Product Safety
O Other (Requires Division Director
O Failing Stability Data Approval)
[J Application Completeness (0J Due to Consult

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.

Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.

Assessment Summary:
Drug Initial Uncated mﬂ
Product Risk Comments mk . e Comments*
CQAs Ranking #20'7

Physical

stability 36
(solid Medium
state)

Stability | Medium

Content

OPQ-XOPQ-TEM-0002v01 Page 57 Effective Date: February 1, 2019
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ADMINISTRATION

(b)(4) (b)(4)

Microbial
limits
_ 48
Dissolution | 1. i) |

Note: This table will be updated in Executive Summary at time of approval.

Highlight Key Issues from Last Cycle and Their Resolution: N/A

Concise Description of Outstanding Issues (List Bullet Points with Key
Information and Update as Needed): See the deficiency letter

Select Number of Approved Comparability Protocols: 0

List Current Quality Endorsement Status:

USP monograph for Drug Product and compliance (current USP) — status: Not USP
Dissolution status: specifications are not finalized with Biopharmaceutics, and
implemented, and stability data complies with revised specifications (if applicable) to
confirm shelf life proposal. Biopharm review is inadequate.

Elemental impurity compliance with ICH Q3D — status: Adequate

Number of Comparability protocols included: __ 0

OPQ-XOPQ-TEM-0002v01 Page 58 Effective Date: February 1, 2019
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RLD versus Generic Product — NOT FOR FOIA

OPQ-XOPQ-TEM-0002v01 Page 59 Effective Date: February 1, 2019
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* For repacking purpose only

P.1 DESCRIPTION AND COMPOSITION

Component/Composition of Sacubitril and Valsartan Tablets 24 mg/26 mg, 49
mg/51 mg and 97 mg/103 mg

24mg/ | 49mg/ | 97mg/
Compendial | Pharmaceutical Y%w/w
Ingredients 26mg | Slmg | 103mg
Reference Function (mg/ Tablet)
Intra-granular materials
Sacubitril-Valsartan 3Na Active
Complex” -~ Ingredient . (b) (4) X
Low-substituted
|hydroxypropylcellulose| (0)(4) \ USP-NF
[Microcrystalline Cellulose
rl (b)(4) Tb - i
_|Crospovidone| (D)(4) | '
| _ (b)(4) USP-NF
rE:.]l.lcxm dioxide (b)(4) | USP-NF
Magnesium Stearate {_(D)(4) | USP-NF
(b)(4) .
[Weight of Coated Tablet [ 103.000 | 206.000 | 412.000 [100.000
OPQ-XOPQ-TEM-0002v01 Page 60 Effective Date: February 1, 2019

Page 380 of 1492




DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.




ADMINISTRATION

U.S. FOOD & DRUG

Assessment: Inadequate

R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15
(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment 1s hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate

Methods Validation or Verification Package

Assessment: Adequate

Comparability Protocols

Assessment: Choose an item.
N/A

Lifecycle Management Considerations

OPQ-XOPQ-TEM-0002v01 Page 112 Effective Date: February 1, 2019
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DRUG PRODUCT LIST OF DEFICIENCIES

1.

(b)(4

OPQ-XOPQ-TEM-0002v01 Page 113 Effective Date: February 1, 2019
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information obtained from a person and privileged or confidential.
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ADMINISTRATION

U.S. FOOD & DRUG

CHAPTER IllI: ENVIRONMENTAL

IQA ANDA Assessment Guide Reference

R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15
(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment is hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate
OPQ-XOPQ-TEM-0002v01 Page 115 Effective Date: February 1, 2019
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CHAPTER IV: LABELING

IQA ANDA Assessment Guide Reference

R REGIONAL INFORMATION
1.14 Labeling

Labeling & Prescribing Information

DESCRIPTION (Rx insert or Active Ingredient(s), and Inactive Ingredients in
DRUG FACTS for OTC):

Is the information accurate? X Yes [ | No
If “No,” explain.

Is the drug product subject of a USP monograph? [ ] Yes [X No

If “Yes,” does labeling have accurate USP statement in the DESCRIPTION (for
Rx) or Other Information section of DRUG FACTS (for OTC)?

[JYes [ INo [ ]Statement not needed

If NO, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)

i) Is the information accurate? X Yes [ ] No
If “No,” explain.
i) Are the storage conditions acceptable? X Yes [ | No

If “No,” explain.

DOSAGE AND ADMINISTRATION section, for injectables, and where applicable:

Is tamper evident feature provided in the container/closure for the OTC
products or Controlled Substance (Cll — CIV) products? [ | Yes [ | No
[_] N/A (NOT OTC or Controlled Substance)

If “No,” explain.

OPQ-XOPQ-TEM-0002v01 Page 116 Effective Date: February 1, 2019
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For solid oral drug products, only: drug product length(s) of commercial
batch(es):

Dimension (mm)

ANDA Strength (Length x Width) Imprint Code
Violet white color, oval, biconvex film-coated
24mg/26mg 9.11x 5.08 tablets debossed with “S5” on one side and

plain on the other side.

Pale yellow color, oval, biconvex film-coated

49mg/51mg 12.75x 5.90 tablets debossed with “S1” on one side and
plain on the other side.
Light pink color, oval, biconvex film-coated
97mg/103mg 12.57 x 6.85 tablets debossed with “S2” on one side and

plain on the other side.

Send issue to the Labeling assessor through the Platform with a list of
quality-related labeling deficiencies and also record reference number or link
for all the issues:

Issue Description Issue Reference Number or Link

LABELING LIST OF DEFICIENCIES
None

OPQ-XOPQ-TEM-0002v01 Page 117 Effective Date: February 1, 2019
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ATTACHMENT II: List of All Deficiencies

A. Drug Substance Deficiencies

None

B. Drug Product Deficiencies

None
C. Labeling Deficiencies

None

(END OF DRUG PRODUCT QUALITY ASSESSMENT)

Signature Block:
Primary DP Assessor: Xihong Wang Date:  12/19/19;
/31/2020;

1/22/2021
7/1/2021,
09/16/2021;
01/27/2022,
02/04/2022;
11/08/2022

Secondary DP Assessor: Marco Bennett Date:  12/19/2019;
04.01.2020;
04.14.2020;
01.22.2021;
07.02.2021;
09.17.2021;
01.31.2022;
02.04.2022;
11.09.2022

OPQ-XOPQ-TEM-0002v01 Page 118 Effective Date: February 1, 2019
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MANUFACTURING INTEGRATED ASSESSMENT

Application ID ANDA 213676

Drug Product Name | Sacubitril and Valsartan Tablets

Strengths 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg
Dosage Form Tablets

Administration Route | Oral

- (b)(4)

Applicant Name Laurus Labs Limited

RLD Number 207620

Note: Updates in this review cycle (R05, Amend-16) is typed in purple text.

Both Process and Facilities remain Adequate as assessed in previous cycle (A

213676-ORIG-AMEND-12).
(b)(4)

(b) (4) 1. All facilities are found Adequate. The Overall Manufacturing

Inspection Recommendation is Approve.

The latest Manufacturing Integrated Assessment (ANDA 213676-ORIG-1-AMEND-09,
added on Dec 28, 2020) was not archived in Panorama. Therefore, the IQA document
is uploaded in current review cycle for archival purpose only.

|. Manufacturing Summary
Facility Assessment Recommendation: Adequate
Process Assessment Recommendation: Adequate

Assessment Summary:

Sacubitril and Valsartan Tablets 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg is
manufactured using| (b)(4) |

List Submissions being assessed (Table):

| Document Description (SD #) | Date Received

Page 1 of 36
OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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ERNED, QUALITY ASSESSMENT
| oo S e v e e o S R
Original (SD# 0001) 07/08/2019

Response to IR (SD# 0003) 09/16/2019
Response to IR (SD#0007) 02/06/2020
Response to IR (SD#0008) 03/02/2020
Response to CR (SD#0009) 07/01/2020
Response to CR (SD #16) 03/17/2022

Highlight Key Issues from Last Cycle and Their Resolution: None

Concise Description of Outstanding Issues (List bullet points with key
information and update as needed): None

Highlight Key Issues from Last Cycle and Their Resolution: 1%t Cycle

__Review #1

—_Review #2

(0)(4)

Concise Description of Outstanding Issues (List bullet points with key
information and update as needed):

- None

List Number of Comparability Protocols: None

1. Lifecycle Management Considerations

Post-approval inspection? | No

Lifecycle considerations No
Choose an item.
2. Facilities Table
Facility name Responsibilities and profile
and address — _code(s) L
Laurus Labs Limited, (VSP-2) gpp:ve -
_(b)4) | 3011538548 s
History

Page 2 of 36
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QuALITY assessment i)

(0)(4)

I' Laurus Labs Limited _(b)(4) |

(b)(4)

Plot No. 21, Jawaharlal Nehru
Pharma City Parawada,
Visakhapatnam, Andhra Pradesh ,
India, 531021

3007083664 b 4

Laurus Labs Limited (b)(4) |

Plot No. 18, Jawaharlal Nehru
Pharma City Parawada,
Visakhapatnam, Andhra Pradesh,
India, 531021

3007083664 b 4

Approve -
Based on
PAI

Approve -

Based on

Previous
History

Approve -
Based on
PAI
(In lieu of
PAI,
documents
assessed

using
704(a)(4))

using
704(a)(4))

Page 3 of 36
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QUALITY ASSESSMENT

CEann o8 D Do istion 2 Emans

Comparative Quantitative Batch Formula Composition
(Exhibit Batch vs Intended Commercial Batch)
The comparative batch formula of exhibit batches and intended commercial batches of Sacubitril

and Valsartan Tablets 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg is presented in below
table:

gt ouatiy | (O (b)(4)
batch | Quantity per s batch
per
kg |PHER%O™| g (/)
(b)(4)
Sacubitril-Valsartan 3Na Complex® | In-House
Low-substituted
hydroxypropylcellulose_(b)(4) e
m(b)(ﬂ Cellulose USP-NF
S 100 ke
Silicon dioxidd  (b)(4) | USP-NF
| Magnesium Stearate
(b)(4) i
(0)(4) | o000 [ (0)(4) lJmJ
B
Page $ of 36
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QUALITY ASSESSMENT

- ey —— _i

V. List of Outstanding Information Request/Deficiencies:

Outstanding Deficiencies Collation Table

None

VI. Signature Block

Round# | Primary Name | Secondary & Date of Assessment | Facility
Other Names | Completio | Outcome OMIR
n

1 Mesfin Abdi Jean Tang 12/5/2019 | IR Withheld
11/12/2019 12/04/2019

2 Mesfin Abdi Jean Tang 2/19/2020 |IR Withheld
02/13/2020 02/19/2020

3 Mesfin Abdi Jean Tang 4/29/2020 | Adequate Withheld
03/03/2020 03/13/2020

Page 35 of 36
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e, e

04/28/2020 04/29/2020
Mesfin Abdi Jean Tang 12/23/2020 | Adequate Approve
12/18/2020 12/23/2020
Md Abdullah A | Zhaoyang 11/03/2022 | Adequate Approve
Mahmud Meng

Page 36 of 36
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Digitally signed by Md Abdullah Mahmud
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BIOPHARMACEUTICS ANDA REVIEW

Application No. ANDA-213676-ORIG-1
Applicant Laurus Labs Limited

Sacubitril and Valsartan Tablets/
Prodmct Name/ Strength(s) | 5, 2196 mg. 49'mp/51 mg and 97 mg/103 mg
Dosage Form/Route (b)(4) Tablets/Oral
Indicati Reduce the risk of cardiovascular death and hospitalization for

cation .
heart failure

7/8/2019 — Original Submission

Submission Date(s) 2/6/2020 — Response to Information Request

RLD/RS Entresto® Tablets [N207620]
Primary Reviewer Churg Chan, Pharm.D.
Secondary Reviewer Om Anand, Ph.D.
Recommendation Adequate

EXECUTIVE SUMMARY:

This Biopharmaceutics Review evaluates data supporting the adequacy of the proposed dissolution
method and acceptance criteria for quality control testing of the proposed drug product.

Dissolution Method:
The Applicant proposes to use the same dissolution method for Sacubitril/Valsartan Tablets as

(b)(4)

Based on the provided information and data, the proposed dissolution method (Table 1) is deemed
adequate for quality control testing of the proposed product. The Applicant’s originally proposed
dissolution acceptance criteria were|  (b)(4) | and therefore not acceptable. Based on the
provided data, the Applicant was recommended via an Information Request dated January 3, 2020

to revise the dissolution acceptance criteria to (b)(4)

(b)(4)

(b)(4) ' of the proposed drug product. In a

response dated February 6, 2020, the Applicant accepted the FDA recommendation regarding the
dissolution acceptance criterion for the 49 mg/51 mg and 97 mg/103 mg strengths, however, they
proposed “NLT|“* % (Q) of Sacubitril and Valsartan in 30 minutes” for the 24 mg/26 mg strength
as well. Based on the totality of the information/data submitted, the newly proposed dissolution
acceptance criterion and the response is acceptable.

10f7
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Table 1. Approved dissolution method and acceptance criteria’
Method USP Volume/ Recommended
Source Apparatus ” Spees e Temperature Acceptance Criteria
NLT |~ % (Q) of
. pH 6.8 Sacubitril in 30 minutes
DFz;Dtagasc e Ri’?\d s o 3303?(;]]5le
Buffer - NLT| > % (Q) of
Valsartan in 30 minutes
Recommendation:

From a Biopharmaceutics perspective, ANDA 213676 for the proposed Sacubitril/Valsartan
Tablets, 24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg, is recommended for approval.

20f7
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BIOPHARMACEUTICS REVIEW
1. Drug Substance Solubility: The Applicant provided| (b)(4) |
2. Formulation: The proposed product] (b)(4) |
3. Bioequivalence: The Applicant performed in vivo pharmacokinetic studies using the 97
mg/103 mg strength of the proposed and RLD products in both fasting and fed conditions.®
Under fasting conditions, the Tmax of Sacubitril and Valsartan were 0.71 and 2.14 hours,
respectively.” Under fed conditions, the Tmax of Sacubitril and Valsartan were 1.83 hours and
3.31 hours, respectively.® The Division of Bioequivalence/OGD will evaluate the
bioequivalence study results and the biowaiver request.
4. Dissolution Method: | (b)(4) |

(0)(4)

The Applicant evaluated discriminating ability of the proposed dissolution method on changes

of high-risk formulation variables (b)(4)
(b)(4) |The Applicant manufactured batches with b)(4

(b)(4) |

The dissolution profiles generated (b)(4) | (b)(4) |

(b)(4) | The dissolution profiles were

similar across the formulations evaluated with the proposed dissolution method. However,
based on the totality of the provided data and information, the proposed dissolution method is
deemed adequate for quality control testing of the proposed product.

In an Information Request dated January 3, 2020, the Applicant was asked to submit
dissolution data (b)(4) \

(b)(4)

30f7
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(b)(4)

\ (b)(4) The Applicant proposed to continue using their
original dissolution method for their proposed drug product [900 mL of pH 6.8 phosphate
buffer using USP Apparatus II (Paddle) at 50 rpm].

5. Dissolution Data:1!

Figure 1. Summary of mean in vitro dissolution data for Sacubitril (n
=12)

100

8

sy 24/26 mg Tablets - Test (E1801031)

et 24/26 mg Tablets - RLD (FX000197)

3

==@==49/51 mg Tablets - Test (E1801011)

8

==@==49/51 mg Tablets - RLD (FX000155)

Drug Dissolved (%)

«=@=07/103 mg Tablets - Test (E1801121) *Biobatch

w=@==07/103 mg Tablets - RLD (FX000079)
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Figure 2. Summary of mean in vitro dissolution data for Valsartan (n

100 =12)
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6. Dissolution Acceptance Criteria: The original dissolution acceptance criteria proposed by

the Applicant| (b)(4) was|  (b)(4) |not supported by the data.
The Applicant was recommended via an Information Request dated January 3, 2020 to
implement the dissolution acceptance criteria of] (b)(4)

| (b)(4) land “NLT [~ % (Q) of Sacubitril and

Valsartan at 30 minutes” for the 49 mg/51 mg and 97/103 mg strength tablets for the proposed
drug product. In a response dated February 6, 2020, the Applicant accepted the FDA
recommendation regarding the dissolution acceptance criterion for the 49 mg/51 mg and 97
mg/103 mg strengths, however, they proposed “NLT (Q) of Sacubitril and Valsartan in
30 minutes” for the 24 mg/26 mg strength as well. The Applicant justified their proposition by
reviewing data at and 30 minutes for all their exhibit batches and the RLD. Both
the proposed and reference drug product have individual unit values| (b)(4) % at th
(b)(4) | time point, | (b)(4) | Therefore,
based on the totality of the provided data and information, the Applicant’s proposed acceptance
criteria are acceptable.

7. Stability: The Applicant provided stability data for exhibit batches of Sacubitril and Valsartan
tablets for 6 months under long-term (25° + 2°C/60% + 5% RH) and accelerated (40° +
2°C/75% + 5% RH) conditions.'> No significant changes in dissolution in stability were
observed using the proposed dissolution method.

8. Dissolution Risk/Mitigation Assessment: The biopharmaceutics and dissolution risk are
relatively high because Sacubitril and Valsartan are considered| (b)(4) | per the

50f7
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Applicant’s BCS claims. The dissolution acceptance criteria are adequately selected to mitigate
the risk of dissolution failure for the proposed drug product.
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Biopharmaceutics Information Request

The following Biopharmaceutics Information Request (IR) comments were conveyed to the
Applicant on January 3, 2020:

1. Based on the provided information and data, the proposed dissolution method (USP II at 50
rpm /900 mL of pH 6.8 phosphate buffer) is deemed adequate for quality control testing of
the proposed drug product. However, the provided dissolution data support| (b)4) |dissolution
acceptance criteria and therefore the proposed acceptance criterion is not acceptable.
Implement the following acceptance criteria for your proposed product, Sacubitril and
Valsartan Tablets:

Update your drug product release and stability specifications accordingly. In addition, please
be advised, that all proposed exhibit batches are expected to meet these revised dissolution
specifications in your stability program through your proposed expiry period. If dissolution
failures are observed on stability, these should be described. Discuss any corrective actions
to avert such dissolution failures and provide data from a new batch to demonstrate correction

of the issue, if needed.
2' (b)(4)
(b)(4) Please submit dissolution data [(N=12, individual, mean,
- CV%)] for the bio-batch and at least one batch of other strengths using this new dissolution
methodJ, (b)(4)

(b)(4)

please submit the information/data showing the suitability/discriminating ability of the
proposed dissolution method for your proposed drug product.

The Applicant responded to the above Biopharmaceutics Information Request (IR) on February 6,
2020 and accepted the recommended dissolution acceptance criteria of Q= % at 30 minutes for
the 49 mg/51 mg and 97 mg/103 mg strengths. The Applicant also proposed the same dissolution
acceptance criterion of Q=% at 30 minutes for their 24 mg/26 mg strength. The Applicant
provided dissolution data using the new FDA dissolution database method, however, they
proposed to continue using their originally proposed dissolution method. Given the available data,
the response is acceptable.
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QUALITY ASSESSMENT

CEann o8 D Do istion 2 Emans

MANUFACTURING INTEGRATED ASSESSMENT

Application ID ANDA 213676

Drug Product Name | Sacubitril and Valsartan Tablets

Strengths 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg
Dosage Form Tablets

Administration Route | Oral

— (b)(4)

Applicant Name Laurus Labs Limited ) i

RLD Number 207620

Note: Updates in this review cycle (R05. Amend-16) is typed in purple text.

Both Process and Facilities remain Adequate as assessed in previous cycle (A

(b))

(b)(4) Al facilities are found Adequate. The Overall Manufacturing

Inspection Recommendation is Approve.

The latest Manufacturing Integrated Assessment (ANDA 213676-ORIG-1-AMEND-09,
added on Dec 28, 2020) was not archived in Panorama. Therefore, the IQA document
is uploaded in current review cycle for archival purpose only.

|. Manufacturing Summary
Facility Assessment Recommendation: Adequate
Process Assessment Recommendation: Adequate

Assessment Summary:
Sacubitril and Valsartan Tablets 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg is
manufactured using (b)(4) |

~y -

The DS manufacturer, DP manufacturer, Critical Intermediate manufacturer and
external testing facility are recommended for approval based on compliance history,
acceptable profile codes and experience in the proposed responsibilities.

List Submissions being assessed (Table):

| Document Description (SD #) | Date Received

Page 1 of 36
OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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ERNED, QUALITY ASSESSMENT
| oo S e v e e o S R
Original (SD# 0001) 07/08/2019

Response to IR (SD# 0003) 09/16/2019
Response to IR (SD#0007) 02/06/2020
Response to IR (SD#0008) 03/02/2020
Response to CR (SD#0009) 07/01/2020
Response to CR (SD #16) 03/17/2022

Highlight Key Issues from Last Cycle and Their Resolution: None

Concise Description of Outstanding Issues (List bullet points with key

information and update as needed): None

Highlight Key Issues from Last Cycle and Their Resolution: 1%t Cycle

Review #1

Review #2

(b)(4)

Concise Description of Outstanding Issues (List bullet points with key
information and update as needed):

- None

List Number of Comparability Protocols: None

1. Lifecycle Management Considerations

Post-approval inspection? | No

Lifecycle considerations No
Choose an item.
2. Facilities Table

Facility name Responsibilities and profile

and address FEl Status

Laurus Labs Limited, b)(4 gppre%\fe -
(b)(4) s 4) ==

History
Page 2 of 36

OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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QuALITY assessment i)

Plot No. 19, 20 and 21, Western
Sector, APSEZ, Atchutapuram ,
Visakhapatnam, Andhra Pradesh,
India, 531011

laurus L abs Limited { (hY(4) |

B)(4) -
Plot No. 21, Jawaharlal Nehru 3007083664 Baspeﬁc\iI on
Pharma City Parawada,

Visakhapatnam, Andhra Pradesh ,
India, 531021

Laurus Labs Limited| (b)(4)
Approve -
Plot No. 18, Jawaharlal Nehru Based on
Pharma City Parawada, 3007083664 Previous
Visakhapatnam, Andhra Pradesh, History

India, 531021
Approve -

Based on
PAI

(In lieu of
PAI,

documents

assessed
using

704(a)(4))

(b)(4)

using
704(a)(4))

Page 3 of 36
OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.

i eNa)
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QUALITY ASSESSMENT

Comparative Quantitative Batch Formula Composition
(Exhibit Batch vs Intended Commercial Batch)

The comparative batch formula of exhibit batches and intended commercial batches of Sacubitril
and Valsartan Tablets 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg is presented in below

- ey —— _i

table:
AR Tk B Intended Commercial Batch
. (b)) | lj;lt)@
| | g g | S | S
per
kg [PHERNOW gy Ya(wiw)
Infra-granular Part
Sacubitril-Valsartan 3Na Complex® | In-House
-substituted
Erroxyprmlcell“b# (b)) | —
Microcrystalline Cellulose
OO s
b)) USP-NF
Silicondioxide, (D)(4) | | UsSP-NF
Magnesium S
T m"| USP-NF
L (b)(4) - - -
tomw.@t (b)(4) (b)(4) 100.00 (b)(4) 100.00

Page $ of 36
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IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.
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QUALITY ASSESSMENT

CEann o8 D Do istion 2 Emans

V. List of Outstanding Information Request/Deficiencies:

Outstanding Deficiencies Collation Table

None

VI. Signature Block

Round# | Primary Name | Secondary & | Date of Assessment | Facility
Other Names | Completio | Outcome OMIR
n

1 Mesfin Abdi Jean Tang 12/5/2019 | IR Withheld
11/12/2019 12/04/2019

2 Mesfin Abdi Jean Tang 2/19/2020 |IR Withheld
02/13/2020 02/19/2020

3 Mesfin Abdi Jean Tang 4/29/2020 | Adequate Withheld
03/03/2020 03/13/2020

Page 35 of 36

OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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<PVED QuALITY assessment gl
e, e

04/28/2020 04/29/2020
Mesfin Abdi Jean Tang 12/23/2020 | Adequate Approve
12/18/2020 12/23/2020
Md Abdullah A | Zhaoyang 11/03/2022 | Adequate Approve
Mahmud Meng

Page 36 of 36
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= Md Abdullah Digitally signed by Md Abdullah Mahmud
/ Mahmud Date: 11/14/2022 07:26:38PM
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G Zhaoyang Digitally signed by Zhaoyang Meng
£%%) Meng Date: 11/15/2022 12:36:11PM
— GUID: 53725ca00005b7050cab6927e300151e
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ADMINISTRATION

RECOMMENDATION

Approval

Complete Response-Minor

Complete Response-Minor + Travel Comment
Complete Response-Major

Complete Response-Major + Travel Comment
Complete Response-Major-Facilities Only

Complete Response-Deferred-Travel Restriction-COVID19
Choose this option when both of the following apply:

e Quality is Adequate except for inspection deferred due to travel restriction
AND

e OGD has deficiencies (e.q., Bioequivalence, Labeling, etc.)

Oojox|o|O|na

OPQ-XOPQ-TEM-0002v01 Page 1 Effective Date: February 1, 2019
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ANDA 213676
Assessment #4
Drug Product Name Sacubitril and Valsartan Tablets
Dosage Form Capsules
Strength 24mg/26mg, 49mg/51mg and 97mg/103mg
Route of Administration Oral
Rx/OTC Dispensed Rx
Applicant Laurus Labs Limited
US agent, if applicable PharmaQ, Inc.
Submission(s) Assessed Document Date Discipline(s)
Affected
Original/Initial Submission 07/08/2019 Quality
Amendment Correspondence/Amendment 09/16/2019 Quality
Verification Statement - Quality/Response to
Information Request
Amendment Correspondence/Amendment 02/06/2020 Quality
Verification Statement; Quality/Response to
Discipline Review Letter
Quality/Response to Information Request; 03/02/2020 Quality
Amendment Correspondence/Amendment
Verification Statement
Resubmission/After Action- Complete; 07/1/2020 Quality
Amendment Correspondence/Amendment
Verification Statement; Bioequivalence/Other;
Quality/Quality Information; Quality/Facility
Information
Resubmission/After Action- Complete 05/03/2021 Quality
Submission(s) Assessed Document Date | Discipline(s)
Affected
Resubmission/After Action- Complete 11/26/2021 DP
QUALITY ASSESSMENT TEAM
Discipline Primary Assessor | Secondary Assessor
Drug Product/Drug substance Xihong Wang Marco A. Bennett
Facility Jim Chen
Biopharmaceutics NAI NAI
OPQ-XOPQ-TEM-0002v01 Page 2 Effective Date: February 1, 2019
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Regulatory Business Process Helina Zenebe
Manager
Application Technical Lead Marco A. Bennett
OPQ-XOPQ-TEM-0002v01 Page 3 Effective Date: February 1, 2019
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QUALITY ASSESMENT DATA SHEET
IQA ANDA Assessment Guide Reference

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:
DMF# |T Holder Item Referenced Status Date l(:ommontel
ype Reviewed
33647 Il | Laurus Labs Limited | S2Cubitri-Valsartan 3Na | Adequate 40,4 e0024xianru Sun

Complex

Other DMF: O N/A

(b)(4)

X (See Below)

OPQ-XOPQ-TEM-0002v01

Page 4
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(b)(4)

B. OTHER DOCUMENTS: IND, RLD, RS, Approved ANDA

Application

Document Numbar Brand Name Description
NDA (RLD) NDA ENTRESTO® ENTRESTOe (sacubitril and valsartan) tablets 24
207620 (sacubitril and mg/26 mg, 49 mg/51 mg and 97 mg/103 mg,

valsartan) tablets | manufactured by Novartis Pharmaceuticals
Corporation. Approval date: 07/07/2015

2. CONSULTS: None

Discipline Status Recommendation Date Assessor

Biostatistics

Pharmacology/Toxicology

CDRH-ODE

CDRH-OC

Clinical

Other

OPQ-XOPQ-TEM-0002v01 Page 5 Effective Date: February 1, 2019
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ABBREVIATED EXECUTIVE SUMMARY (CR ONLY)

For more details about the items in this template, please see the Abbreviated

Executive Summary (CR Only) chapter of the ANDA IQA Guide

RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY
Complete Response-Major

The OPQ action recommendation is a CR-Major owing to DP being a
Major.

QUALITY ASSESSMENT OVERVIEW

A. DP OVERALL RECOMMENDATION: Inadequate-Major

Drug Substance: Adequate
1. Provide Justification, if Major: (Click link to view Justification Statements)
None

2. Insert additional Major justification below (if necessary)
None

| The Drug Substance assessment is adequate. |

Drug Product: Inadequate-Major

1. Provide Justification, if Major: (Click link to view Justification Statements)
The drug product deficiencies have been classified as MAJOR because
new analytical methods are needed to assure product quality as noted in
Appendix A. Section A(2)(i) of the Guidance for Industry, ANDA
Submissions — Amendments to Abbreviated New Drug Applications Under
GDUFA (July 2018). Upon receipt, in FDA's judgement, the review of these
methods will require substantial expenditure of FDA resources.

2. Insert additional Major justification below (if necessary)

None.

The Drug Product assessment is CR-Major please see below for
deficiency.

Labeling: Adequate
| The OPQ Labeling assessment is adequate.

B. Manufacturing:

a. Process: Adequate

OPQ-XOPQ-TEM-0002v01 Page 6 Effective Date: February 1, 2019
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1. Provide Justification, if Major: (Click link to view Justification Statements)
None

2. Insert additional Major justification below (if necessary)
None

| The Manufacturing Process assessment is adequate.

b. Facilities: Adequate
1. Provide Justification, if Major: (Click link to view Justification Statements)
None

2. Insert additional Major justification below (if necessary)
None

| The Manufacturing Facilities assessment is adequate. |

C. Biopharmaceutics: Adequate
1. Provide Justification, if Major: (Click link to view Justification Statements)
None

2. Insert additional Major justification below (if necessary)
None

| The Biopharmaceutics assessment is adequate.

D. Microbiology: Choose an item. N/A

OPQ-XOPQ-TEM-0002v01 Page 7 Effective Date: February 1, 2019
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E. List of Deficiencies for Complete Response

Overall Quality Deficiencies - Optional (Deficiencies that affect multiple
sub-disciplines): None

I.  Drug Substance Deficiencies
None

II.  Drug Product Deficiencies
1.

lll.  Labeling Deficiencies (Please contact OGD if you identify any
Labeling deficiencies with your comments)

IV.  Manufacturing Deficiencies:
None

V. Biopharmaceutics Deficiencies
None

VI. Microbiology Deficiencies
VIl.  Other Deficiencies (Specify discipline, such as Environmental. For

consults such as Biostatistics, PharmTox, CDRH, Clinical, etc., include
consult type and specify Quality discipline — example: Pharm/Tox

consult for Druq Product)

In addition to responding to the deficiencies presented above, please note and
acknowledge the following comment(s) in your response: None

Application Technical Lead Name and Date: Marco A. Bennett, 02.10.2022

OPQ-XOPQ-TEM-0002v01 Page 8 Effective Date: February 1, 2019
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DRUG PRODUCT QUALITY ASSESSMENT

ANDA 213676 (Review Cycle # 04)
Sacubitril and Valsartan Tablets,

24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg

RECOMMENDATION

Complete Response-Major

[J Complete Response-Minor

[] Discipline Review Letter (DRL)
[] Information Request—IR x Days
[J Approval

CR-Major Justification: The drug product deficiencies have been classified as MAJOR
because new analytical methods are needed to assure product quality as noted in Appendix
A. Section A(2)(i) of the Guidance for Industry, ANDA Submissions — Amendments to
Abbreviated New Drug Applications Under GDUFA (July 2018). Upon receipt, in FDA's
judgement, the review of these methods will require substantial expenditure of FDA
resources.

Xihong Wang
Division of Immediate Release Products I/Branch 11

Office of Lifecycle Drug Products

Office of Pharmaceutical Quality
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ANDA 213676 (Assessment Cycle # 04)

_Drug Product Name Sacubitril and Valsartan Tablets
USP Monograph O Yes X No _
| Strength_ 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg
| Dosage Form Tablets
Route of Administration Oral
Rx/OTC Dispensed X Rx O orc
ANDA Applicant Laurus Labs Limited
Second Floor, Serene Chambers, Road No.7, Banjara Hills
Hyderabad, Telangana
|_India. 500034
Drug Product Manufacturer
US agent, if applicable O nA R (See Below)

Sharath Koripally, Senior Director RA, QA & PV
Laurus Generics Inc.

400 Connell Drive, Suite 5200

Berkeley Heights, NJ 07922

Tel: (718) 510-6822
Email: sharath.koripallv@laurusaenerics.com

Proposed Indication

(b)(4)

Submission(s) Assessed Document Date| Discipline(s) Affected

Original (Subject of review #1) 07/08/2019 All

Amendment: Response to DRL-Labeling dated 10/25/19 :

(Subject of review #1) 11/07/2019 Labeling

Amendment: Response to DRL-Labeling dated 01/03/20 :

(Subject of review #1, IR#1) 02/06/2020 DP, Biopharm, Process

Amendment: Response to IR letter from the agency

(Biopharm) dated 02/20/2020 (Subject of Biopharm 03/02/2020 Biopharm

review)

Amendment: Response to CR letter from the agency -

dated 05/04/2020 (Subject of review #2) 07/01/2020 DP, Facility, BE

Amendment: Response to CR letter from the agency '

dated 02/22/2021 (Subject of review #3) i P LG

General Correspondence: Change in US agent

(Updated in the table above) IS

Amendment: Response to CR letter from the agency :

dated 10/04/2021 (Subject of Labeling review) YIERGaY ——
OPQ-XOPQ-TEM-0002v01 Page 3 Effective Date: February 1, 2019
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QUALITY ASSESMENT DATA SHEET

1QA ANDA Assessment Guide Reference

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:

DMF #

Type

Holder

Item Referenced

Status

Date
Reviewed

)

33647

I

Laurus Labs Limited

Sacubitril-Valsartan 3Na
Complex

Adequate

09/16/2021

Xianru Sun

Other DMF: [J

N/A

X (See Below)

m

I

I

=|

H|IEB|EB|H

=|

OPQ-XOPQ-TEM-0002v01

Page 4 Effective Date: February 1, 2019
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|

(b)(4) I | |

B. OTHER DOCUMENTS: IND, RLD, RS, Approved ANDA
Document A';l'::m 3 Brand Name Description
NDA (RLD) | NDA 207620| ENTRESTO® ENTRESTOw® (sacubitril and valsartan) tablets
(sacubitril and 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg,
valsartan) tablets | manufactured by Novartis Pharmaceuticals
Corporation. Approval date: 07/07/2015
2. CONSULTS: None
Discipline Status Recommendation Date Assessor
Biostatistics
Pharmacology/Toxicology
CDRH-ODE
CDRH-OC
Clinical
Other
OPQ-XOPQ-TEM-0002v01 Page 5 Effective Date: February 1, 2019
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CHAPTER I: DRUG SUBSTANCE

1QA ANDA Assessment Guide Reference

Drug Substance Name Sacubitril-Valsartan 3Na Complex
DMF Number (If Applicable) | 033647
DMF Status Inadequate - Major
DMF Holder Laurus Labs Limited
Overall Assessment Recommendation for DS: DRL
Theme:
& N/A [0 Other (Requires Division Director Approval)
O DMF O Due to Consult
O New DS Batch

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.

Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.

Highlight Key Issues from Last Cycle and Their Resolution:
N/A - This is the review of original ANDA

Concise Description of Outstanding Issues:
Choose an item.

Select Number of Approved Comparability Protocols: 0

OPQ-XOPQ-TEM-0002v01 Page 28 Effective Date: February 1, 2019

Page 559 of 1492



p2Y U.S. FOOD & DRUG

ADMINISTRATION

ON

Nomenclature/Chemical
name

S.1 GENERAL INFORMATI

Tri sodium [3-((1S,3R)-1-biphenyl-4-ylmethyl-3-
ethoxycarbonyl -1-butylcarbamoyl)propionate-(5)-3’-
methyl-2’-(pentanoyl {2”-(tetrazol-5-ylate) biphenyl-4’-
ylmethyl }amino)butyrate]

(or)

Tri sodium (4-{[(1S,3R)-1-([1,1’-biphenyl-4-ylmethyl-4-
ethoxy-3-methyl-4-oxobutyl]Jamino }-4-oxobutanoate)(N-
pentanoyl-N-{2’-(1H-tetrazol-1-id-5-yl) [1,1’-biphenyl]-
4-yllmethyl }-L-valinate)

Sacubitril Valsartan

4-{[(18,3R)-1-([1,1"-
Biphenyl] -4-ylmethyl)-4-
ethoxy -3-methyl-4-
oxobutyl]lamino }-4-
oxobutanoic acid

N-Pentanoyl-N-{[2'-(1H-
tetrazol-5-yl)[1,1'-
biphenyl] -4-ylJmethyl }-L-
valine

International Non-
proprietary Name (INN)

Not reported

Compendial Name
(WHO)

Not reported

United States Adopted
Name (USAN)

Sacubitril and valsartan

Molecular Structure

INa+

Sacubtril-Valsartan 3Na Complex

Molecular Formula

CygHssNgOsg.3Na

CAS number

936623-90-4

Relative Molecular mass

912.95

Pharmacological Class

Angiotensin II receptor and neprilysin inhibitor for the
treatment of chronic heart failure (NYHA Class I1-IV)
and reduced ejection fraction.

Physical form

| : | White to off-white solid

(b)(4)

OPQ-XOPQ-TEM-0002v01
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CHAPTER II: DRUG PRODUCT

1QA ANDA Assessment Guide Reference

Overall Assessment Recommendation: Discipline Review Letter (DRL)

Theme:
X N/A O Unacceptable Analytical Methods
O Unqualified Impurity O Application Quality
O New DP Batch 0 Pharmaceutical Equivalence
O Product Design O Product Safety
O Other (Requires Division Director
O Failing Stability Data Approval)
[J Application Completeness [0J Due to Consult

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.

Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.

Assessment Summary:
Initial
Risk Comments Comments*
Ranking

Physical
stability 36

(solid Medium

state)

Stability

Content

OPQ-XOPQ-TEM-0002v01 Page 54 Effective Date: February 1, 2019
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(b)(4)

Microbial
limits
Dissoluti 48
Medium

Note: This table will be updated in Executive Summary at time of approval.

Highlight Key Issues from Last Cycle and Their Resolution: N/A

Concise Description of Outstanding Issues (List Bullet Points with Key
Information and Update as Needed): See the deficiency letter

Select Number of Approved Comparability Protocols: 0

List Current Quality Endorsement Status:

USP monograph for Drug Product and compliance (current USP) — status: Not USP
Dissolution status: specifications are not finalized with Biopharmaceutics, and
implemented, and stability data complies with revised specifications (if applicable) to
confirm shelf life proposal. Biopharm review is inadequate.

Elemental impurity compliance with ICH Q3D — status: Adequate

Number of Comparability protocols included: __ 0

OPQ-XOPQ-TEM-0002v01 Page 55 Effective Date: February 1, 2019
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RLD versus Generic Product — NOT FOR FOIA
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* For repacking purpose only

P.1 DESCRIPTION AND COMPOSITION

Component/Composition of Sacubitril and Valsartan Tablets 24 mg/26 mg, 49
mg/51 mg and 97 mg/103 mg

24mg/ | 49mg/ | 97mg/
Compendial | Pharmaceutical : Y%w/w
Ingredients 26mg | Slmg | 103mg
Reference Function (mg/ Tablet)
Intra-granular materials
Sacubitril-Valsartan 3Na i Active
Complex” Ingredient
Low-substituted
Ihydroxypropylcellulose| (b)) | USPNF
[Microcrystalline Cellulose
USP-NF
D)) b 4
ey | e | (b)(4)
Silicon dioxide|  (b)(4) _
| )4 )
|Magnesium Stearate (b){4) USP-NF
_(b)(4) |
|§ngllt of Colteti Tablet I 103.000 I 206.000 | 412.000 ilﬂll.l)lll)
OPQ-XOPQ-TEM-0002v01 Page 57 Effective Date: February 1, 2019
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R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15

(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment 1s hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate

Methods Validation or Verification Package

Assessment: Adequate

Comparability Protocols

Assessment: Choose an item.
N/A

Lifecycle Management Considerations

OPQ-XOPQ-TEM-0002v01 Page 109 Effective Date: February 1, 2019
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DRUG PRODUCT LIST OF DEFICIENCIES

1.

OPQ-XOPQ-TEM-0002v01 Page 110 Effective Date: February 1, 2019
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11
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CHAPTER Illl: ENVIRONMENTAL

1QA ANDA Assessment Guide Reference

R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15
(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment is hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate
OPQ-XOPQ-TEM-0002v01 Page 112 Effective Date: February 1, 2019
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CHAPTER IV: LABELING

1QA ANDA Assessment Guide Reference

R REGIONAL INFORMATION
1.14 Labeling

Labeling & Prescribing Information

DESCRIPTION (Rx insert or Active Ingredient(s), and Inactive Ingredients in
DRUG FACTS for OTC):

Is the information accurate? [ Yes [ | No
If “No,” explain.

Is the drug product subject of a USP monograph? [ ] Yes [X No

If “Yes,” does labeling have accurate USP statement in the DESCRIPTION (for
Rx) or Other Information section of DRUG FACTS (for OTC)?

[JYes [ INo [ ]Statement not needed

If NO, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)

i) Is the information accurate? [X Yes [ | No
If “No,” explain.
ii) Are the storage conditions acceptable? X Yes [ | No

If “No,” explain.

DOSAGE AND ADMINISTRATION section, for injectables, and where applicable:

Is tamper evident feature provided in the container/closure for the OTC
products or Controlled Substance (Cll — CIV) products? [ | Yes [ | No
[ ] N/A (NOT OTC or Controlled Substance)

If “No,” explain.

OPQ-XOPQ-TEM-0002v01 Page 113 Effective Date: February 1, 2019
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For solid oral drug products, only: drug product length(s) of commercial
batch(es):

Dimension (mm) .
ANDA Strength (Length x Width) Imprint Code
Violet white color, oval, biconvex film-coated
24mg/26mg 9.11x 5.08 tablets debossed with “S5” on one side and

plain on the other side.

Pale yellow color, oval, biconvex film-coated
49mg/51mg 12.75x5.90 tablets debossed with “S1” on one side and
plain on the other side.

Light pink color, oval, biconvex film-coated
97mg/103mg 12.57 x 6.85 tablets debossed with “S2” on one side and
plain on the other side.

Send issue to the Labeling assessor through the Platform with a list of
quality-related labeling deficiencies and also record reference number or link
for all the issues:

Issue Description Issue Reference Number or Link

LABELING LIST OF DEFICIENCIES
None

OPQ-XOPQ-TEM-0002v01 Page 114 Effective Date: February 1, 2019
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ATTACHMENT II: List of All Deficiencies

A. Drug Substance Deficiencies

None

B. Drug Product Deficiencies

L.

C. Labeling Deficiencies

None

(END OF DRUG PRODUCT QUALITY ASSESSMENT)

Signature Block:
Primary DP Assessor: Xihong Wang Date:

Secondary DP Assessor: Marco Bennelt Date:

12/19/19;
3/31/2020;
1/22/2021
7/1/2021,
09/16/2021;
01/27/2022,
02/04/2022

12/19/2019;
04.01.2020;
04.14.2020;
01.22.2021;
07.02.2021;
09.17.2021;
01.31.2022;
02.04.2022

OPQ-XOPQ-TEM-0002v01 Page 115 Effective Date: February 1, 2019
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RECOMMENDATION

Approval

Complete Response-Minor

Complete Response-Minor + Travel Comment
Complete Response-Major

Complete Response-Major + Travel Comment
Complete Response-Major-Facilities Only

Complete Response-Deferred-Travel Restriction-COVID19
Choose this option when both of the following apply:

e Quality is Adequate except for inspection deferred due to travel restriction
AND

e OGD has deficiencies (e.q., Bioequivalence, Labeling, etc.)

Oojojojo|jg|x

OPQ-XOPQ-TEM-0002v01 Page 1 Effective Date: February 1, 2019
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ANDA 213676
Assessment #3
Drug Product Name Sacubitril and Valsartan Tablets, 24mg/26mg,
49mg/51mg and 97mg/103mg
Dosage Form Capsules
Strength 24mg/26mg, 49mg/51mg and 97mg/103mg
Route of Administration Oral
Rx/OTC Dispensed Rx
Applicant Laurus Labs Limited
US agent, if applicable PharmaQ, Inc.

Submission(s) Assessed

Document | Discipline(s)
Date Affected

Original/Initial Submission

07/08/2019 | Quality

Amendment Correspondence/Amendment
Verification Statement - Quality/Response to
Information Request

09/16/2019 | Quality

Amendment Correspondence/Amendment
Verification Statement; Quality/Response to
Discipline Review Letter

02/06/2020 | Quality

Quality/Response to Information Request;
Amendment Correspondence/Amendment
Verification Statement

03/02/2020 | Quality

Resubmission/After Action- Complete; Amendment
Correspondence/Amendment Verification Statement;
Bioequivalence/Other; Quality/Quality Information;,
Quality/Facility Information

07/1/2020 Quality

Resubmission/After Action- Complete

05/03/2021 | Quality

Multiple category submission

08/02/2021 | Quality

QUALITY ASSESSMENT TEAM
Discipline Primary Assessor | Secondary Assessor
Drug Product/Drug substance Xihong Wang Marco A. Bennett
Facility Mesfin Abdi Jean Tang
Biopharmaceutics Churg Chan Om Anand
Regulatory Business Process Helina Zenebe
Manager
Application Technical Lead Marco A. Bennett
OPQ-XOPQ-TEM-0002v01 Page 2 Effective Date: February 1, 2019
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QUALITY ASSESMENT DATA SHEET
IQA ANDA Assessment Guide Reference

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:
Date
DMF # |Type Holder Item Referenced Status Reviewed Comments
33647 Il | Laurus Labs Limited | S2Cubitri-Valsartan 3Na | Adequate |5q,1e0024(  Xianru Sun

Complex

Other DMF: O N/A

X (See Below)

OPQ-XOPQ-TEM-0002v01

Page 3
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B. OTHER DOCUMENTS: IND, RLD, RS, Approved ANDA

Document A[;I;:jl::‘:abg:m Brand Name Description
NDA (RLD) | NDA ENTRESTO® ENTRESTO® (sacubitril and valsartan) tablets
207620 (sacubitril and 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg,
valsartan) tablets | manufactured by Novartis Pharmaceuticals
Corporation. Approval date: 07/07/2015

2. CONSULTS: None

OPQ-XOPQ-TEM-0002v01 Page 4 Effective Date: February 1, 2019
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EXECUTIVE SUMMARY (APPROVALS ONLY)

For more details about the items in this template, please see the Executive
Summary (Approvals Only) chapter of the ANDA IQA Guide

I. RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY
OPQ recommends approval of this ANDA on the basis that OLDP (CMC),
Process, Biopharmaceutics and Facilities are all adequate a summary
paragraph outlining reasons for OPQ action recommendation.

Il. SUMMARY OF QUALITY ASSESSMENTS

A. Product Overview

The drug product Sacubitril and Valsartan Tablets, 24mg/26mg, 49mg/51mg
and 97mqg/103mg. The drug product is not a compendial item.

Is the Firm’s proposed recommended dissolution X Yes
method/specification found acceptable by [ INo
Biopharmaceutics? L1 N/A

- . []Yes
Are there comparability protocols provided? If yes, How manv:
how many? X No y:
If USP monograph exists, do the specifications % ;gs X bs*[]DP
comply with the current USP? X N/A
Is the application compliant with USP <232/233> X Yes
requirements or ICH Q3D recommendations [ ] No
(regarding elemental impurities)? [ IN/A

*USP Monograph exists for Valsartan DS only

Proposed
Indication(s) including
Intended Patient
Population

(b)(4

Duration of Treatment

Maximum Daily Dose

Sacubitril sodium 194mg; Valsartan disodium: 206mg

Alternative Methods
of Administration

N/A

B. Quality Assessment Overview

Drug Substance General Information

OPQ-XOPQ-TEM-0002v01 Page 5
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The DS manufacturer, DP manufacturer, Critical Intermediate manufacturer and
external testing facility are recommended for approval based on compliance
history, acceptable profile codes and experience in the proposed responsibilities.

Facilities assessment

A review of the application and inspectional documents indicate there are no
significant, outstanding manufacturing risks that prevent approval of this
application from a GMP facility perspective. Based on the firm inspection history
and EIR reviews, the manufacturing facilities as listed below for ANDA 212490
are found to be acceptable.

Update per amendment dated 6/1/2020:

(0)(4)

Facility name - ._ : ctnte
and addines FEI Responsibilities and profile code(s) Status
Laurus Labs Limited, | (b\(4
prove -
(b)(4) Ap
Plot No. 19, 20 and 21, Western 3011538548 %a:e;’ on
Sector, APSEZ, Atchutapuram , i—rii s\;ous
Visakhapatnam, Andhra Pradesh, oy
India, 531011
Laurus Labs Limited (b)(4)
(b) (4) Approve -
\— J \ ) 3007083664
Plot No. 21, Jawaharlal Nehru Pharma Based on PA!
City Parawada, Visakhapatnam,
Andhra Pradesh , India, 531021
Laurus Labs Limited| (b)(4) Approve -
Plot No. 18, Jawaharlal Nehru Pharma | 3007083664 E,ase.d o
4 revious
City Parawada, Visakhapatnam, Hist
Andhra Pradesh, India, 531021 oy
Approve -
Based on PAI
(In lieu of PAI,
documents
assessed using
704(a)(4))
OPQ-XOPQ-TEM-0002v01 Page 10 Effective Date: February 1, 2019
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Approve -
Based on PAI

(In lieu of PAI,
documents
assessed using
704(a)(4))

The OPMA assessment is adequate.

Biopharmaceutics Summary

)proposed dissolution

Based on the provided Ihformatién and data, th

method (Table 1) is deemed adequate for quality control testing of the
proposed product. The Applicant’s originally proposed dissolution
acceptance criteria were[ml (b)(4) not acceptable. Based
on the provided data, the Applicant was recommended via an Information
Request dated January 3, 2020 to revise the dissolution acceptance
criteria tq (b)(4)

(b)(4) | “NLT [ }b (Q) of Sacubitril and Valsartan in 30
minutes” for the 49 mg/51 mg and 97 mg/103 mg strengths of the
proposed drug product. In a response dated February 6, 2020, the
Applicant accepted the FDA recommendation regarding the dissolution
acceptance criterion for the 49 mg/51 mg and 97 mg/103 mg strengths,
however, they proposed “NLT|** % (Q) of Sacubitril and Valsartan in 30
minutes” for the 24 mg/26 mg strength as well. Based on the totality of the
information/data submitted, the newly proposed dissolution acceptance
criterion and the response is acceptable.

From a Biopharmaceutics perspective, ANDA 213676 for the proposed
Sacubitril/Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg, and 97 mg/103
mg, is recommended for approval.

Approved dissolution method and acceptance criterion

Method

Volume/ Recommended

USP
Source ‘ Apparatus Speed" R l Temperature || Acceptance Criteria
OPQ-XOPQ-TEM-0002v01 Page 11 Effective Date: February 1, 2019
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NLT [ 6 (Q) of
pH 6.8 Sacubitril in 30
FDA — 50 X 900 mL/ minutes
Database || 1 Faddle) || ppng Plg’usg.';i“" 37+0.5°C
NLT =6 (Q) of
Valsartan in 30 minutes
The Biopharmaceutics assessment is adequate.
C. Risk Assessment
d s :-m-ﬁ
Drug Product
Risk Comments Comments*
CQAs Ranking Review Cycle
#2

Physical stability 36

(solid state) Medium
Chemical 48

Stabficy Medium

' b)(4
Content
uniformity
Microbial limits

Disscl 48

Medium

Application Technical Lead Name and Date: Marco A. Bennett, 09.22.2021

OPQ-XOPQ-TEM-0002v01 Page 12 Effective Date: February 1, 2019
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DRUG PRODUCT QUALITY ASSESSMENT

ANDA 213676 (Review Cycle # 03)
Sacubitril and Valsartan Tablets,

24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg

RECOMMENDATION

[1 Complete Response-Major

[J Complete Response-Minor

[] Discipline Review Letter (DRL)
[] Information Request—IR x Days
X Approval

Xihong Wang

Division of Immediate Release Products I/Branch 11

Office of Lifecycle Drug Products
Office of Pharmaceutical Quality
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ANDA 213676 (Assessment Cycle # 03)

_Drug Product Name Sacubitril and Valsartan Tablets
USP Monograph O Yes X No _
| Strength_ 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg
| Dosage Form Tablets
Route of Administration Oral
Rx/OTC Dispensed X Rx O orc
ANDA Applicant Laurus Labs Limited
Second Floor, Serene Chambers, Road No.7, Banjara Hills
Hyderabad, Telangana
India, 500034
Drug Product Manufacturer
US agent, if applicable O NA X (See Below)

Sharath Koripally, Senior Director RA, QA & PV
Laurus Generics Inc.

400 Connell Drive, Suite 5200

Berkeley Heights, NJ 07922

Tel: (718) 510-6822
Email: sharath.koripally@laurusgenerics.com

Proposed Indication

(b)(4)

Submission(s) Assessed Document Date| Discipline(s) Affected

Original (Subject of review #1) 07/08/2019 All

Amendment: Response to DRL-Labeling dated 10/25/19 :

(Subject of review #1) 11/07/2019 Labeling

Amendment: Response to DRL-Labeling dated 01/03/20 :

(Subject of review #1, IR#1) 02/06/2020 DP, Biopharm, Process

Amendment: Response to IR letter from the agency

(Biopharm) dated 02/20/2020 (Subject of Biopharm 03/02/2020 Biopharm

review)

Amendment: Response to CR letter from the agency -

dated 05/04/2020 (Subject of review #2) 07/01/2020 DP, Facility, BE

Amendment: Response to CR letter from the agency '

dated 02/22/2021 (Subject of review #3) i P LG

General Correspondence: Change in US agent

(Updated in the table above) IS
OPQ-XOPQ-TEM-0002v01 Page 3 Effective Date: February 1, 2019
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1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:

QUALITY ASSESMENT DATA SHEET

1QA ANDA Assessment Guide Reference

DMF #

Type

Holder

Item Referenced

Status

Date
Reviewed

)

33647

I

Laurus Labs Limited

Sacubitril-Valsartan 3Na
Complex

Adequate

09/16/2021

Xianru Sun

Other DMF: [J

N/A

X (See Below)

OPQ-XOPQ-TEM-0002v01
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- (b)(4) 1 1
B. OTHER DOCUMENTS: IND, RLD, RS, Approved ANDA
Document A';l'::m 3 Brand Name Description

NDA (RLD) | NDA 207620| ENTRESTO®» ENTRESTOw® (sacubitril and valsartan) tablets
(sacubitril and 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg,
valsartan) tablets | manufactured by Novartis Pharmaceuticals
Corporation. Approval date: 07/07/2015

2. CONSULTS: None

Discipline Status Recommendation Date Assessor

Biostatistics

Pharmacology/Toxicology

CDRH-ODE

CDRH-OC

Clinical

Other

OPQ-XOPQ-TEM-0002v01 Page 5 Effective Date: February 1, 2019
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CHAPTER I: DRUG SUBSTANCE

1QA ANDA Assessment Guide Reference

Drug Substance Name Sacubitril-Valsartan 3Na Complex
DMF Number (If Applicable) | 033647
DMF Status Inadequate - Major
DMF Holder Laurus Labs Limited
Overall Assessment Recommendation for DS: DRL
Theme:
& N/A [0 Other (Requires Division Director Approval)
O DMF O Due to Consult
O New DS Batch

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.

Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.

Highlight Key Issues from Last Cycle and Their Resolution:
N/A - This is the review of original ANDA

Concise Description of Outstanding Issues:
Choose an item.

Select Number of Approved Comparability Protocols: 0

OPQ-XOPQ-TEM-0002v01 Page 27 Effective Date: February 1, 2019

Page 687 of 1492



p2Y U.S. FOOD & DRUG

ADMINISTRATION

ON

Nomenclature/Chemical
name

S.1 GENERAL INFORMATI

Tri sodium [3-((1S,3R)-1-biphenyl-4-ylmethyl-3-
ethoxycarbonyl -1-butylcarbamoyl)propionate-(5)-3’-
methyl-2’-(pentanoyl {2”-(tetrazol-5-ylate) biphenyl-4’-
ylmethyl }amino)butyrate]

(or)

Tri sodium (4-{[(1S,3R)-1-([1,1’-biphenyl-4-ylmethyl-4-
ethoxy-3-methyl-4-oxobutyl]Jamino }-4-oxobutanoate)(N-
pentanoyl-N-{2’-(1H-tetrazol-1-id-5-yl) [1,1’-biphenyl]-
4-yllmethyl }-L-valinate)

Sacubitril Valsartan

4-{[(18,3R)-1-([1,1"-
Biphenyl] -4-ylmethyl)-4-
ethoxy -3-methyl-4-
oxobutyl]lamino }-4-
oxobutanoic acid

N-Pentanoyl-N-{[2'-(1H-
tetrazol-5-yl)[1,1'-
biphenyl] -4-ylJmethyl }-L-
valine

International Non-
proprietary Name (INN)

Not reported

Compendial Name
(WHO)

Not reported

United States Adopted
Name (USAN)

Sacubitril and valsartan

Molecular Structure

INa+

Sacubtril-Valsartan 3Na Complex

Molecular Formula

CygHssNgOsg.3Na

CAS number

936623-90-4

Relative Molecular mass

912.95

Pharmacological Class

Angiotensin II receptor and neprilysin inhibitor for the
treatment of chronic heart failure (NYHA Class I1-IV)
and reduced ejection fraction.

Physical form

| : | White to off-white solid

(b)(4)

OPQ-XOPQ-TEM-0002v01

Page 28
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U.S. FOOD & DRUG

ADMINISTRATION

Assessment: Adequate

Assessment: Choose an item.
N/A

R REGIONAL INFORMATION
Comparability Protocols X N/A O (See Below)

Assessment: Choose an item.

Lifecycle Management Considerations

DRUG SUBSTANCE LIST OF DEFICIENCIES:

1.

(]

OPQ-XOPQ-TEM-0002v01 Page 52 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER II: DRUG PRODUCT

1QA ANDA Assessment Guide Reference

Overall Assessment Recommendation: Discipline Review Letter (DRL)

Theme:
X N/A O Unacceptable Analytical Methods
O Unqualified Impurity O Application Quality
O New DP Batch 0 Pharmaceutical Equivalence
O Product Design O Product Safety
O Other (Requires Division Director
O Failing Stability Data Approval)
[J Application Completeness [0J Due to Consult

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.
Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.
Assessment Summary:
Drug Updllu!ﬁ
P:'.?;I ::: Comments Ranking Comments*
CQAs R""#z" Cren
Physical
stability 36
(solid Medium
state)
Chemical
Stability
Assay
Content
uniformity
OPQ-XOPQ-TEM-0002v01 Page 53 Effective Date: February 1, 2019
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ADMINISTRATION

(b)(4)

Microbial
limits
Dissoluti 48
Medium

Note: This table will be updated in Executive Summary at time of approval.

Highlight Key Issues from Last Cycle and Their Resolution: N/A

Concise Description of Outstanding Issues (List Bullet Points with Key
Information and Update as Needed): See the deficiency letter

Select Number of Approved Comparability Protocols: 0

List Current Quality Endorsement Status:

USP monograph for Drug Product and compliance (current USP) — status: Not USP
Dissolution status: specifications are not finalized with Biopharmaceutics, and
implemented, and stability data complies with revised specifications (if applicable) to
confirm shelf life proposal. Biopharm review is inadequate.

Elemental impurity compliance with ICH Q3D — status: Adequate

Number of Comparability protocols included: __ 0

OPQ-XOPQ-TEM-0002v01 Page 54 Effective Date: February 1, 2019
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RLD versus Generic Product — NOT FOR FOIA

OPQ-XOPQ-TEM-0002v01 Page 55 Effective Date: February 1, 2019
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ADMINISTRATION

* For repacking purpose only

P.1 DESCRIPTION AND COMPOSITION

Component/Composition of Sacubitril and Valsartan Tablets 24 mg/26 mg, 49
mg/51 mg and 97 mg/103 mg

S Compendial| Pharmaceutical 2‘""‘26“! ;giwm's :;’;'; Yow/w
Reference Function (mg/ Tablet)
Intra-granular materials
Sacubitril-Valsartan 3Na i Active
Complex” Ingredient
Low-substituted
|hydroxypropylcellulose B)@) | | USFNE

||Microcrystalline |Cellulose USP-NF
(b)(4)
|Crospovidone| (b)(4) | USP-NF (b) (4) b 4

Silicon dioxide (___(0)(4) || opnr
(b)) |

ium Stearate | (D)(4
(o)A | L O] usear

|Weight of Coated Tablet 103.000 | 206.000 | 412.000 | 100.000

(1) I
l

OPQ-XOPQ-TEM-0002v01 Page 56 Effective Date: February 1, 2019
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ADMINISTRATION

U.S. FOOD & DRUG

R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15

(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment 1s hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate

Methods Validation or Verification Package

Assessment: Adequate

Comparability Protocols

Assessment: Choose an item.
N/A

Lifecycle Management Considerations

OPQ-XOPQ-TEM-0002v01 Page 108 Effective Date: February 1, 2019
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ADMINISTRATION

DRUG PRODUCT LIST OF DEFICIENCIES

1.
2.
3- b 4
4.
5.
6- b 4
7
OPQ-XOPQ-TEM-0002v01 Page 109 Effective Date: February 1, 2019
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10

11

OPQ-XOPQ-TEM-0002v01 Page 110 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

CHAPTER Illl: ENVIRONMENTAL

1QA ANDA Assessment Guide Reference

R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15
(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment is hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate
OPQ-XOPQ-TEM-0002v01 Page 111 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER IV: LABELING

1QA ANDA Assessment Guide Reference

R REGIONAL INFORMATION
1.14 Labeling

Labeling & Prescribing Information

DESCRIPTION (Rx insert or Active Ingredient(s), and Inactive Ingredients in
DRUG FACTS for OTC):

Is the information accurate? [ Yes [ | No
If “No,” explain.

Is the drug product subject of a USP monograph? [ ] Yes [X No

If “Yes,” does labeling have accurate USP statement in the DESCRIPTION (for
Rx) or Other Information section of DRUG FACTS (for OTC)?

[JYes [ INo [ ]Statement not needed

If NO, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)

i) Is the information accurate? [X Yes [ | No
If “No,” explain.
ii) Are the storage conditions acceptable? X Yes [ | No

If “No,” explain.

DOSAGE AND ADMINISTRATION section, for injectables, and where applicable:

Is tamper evident feature provided in the container/closure for the OTC
products or Controlled Substance (Cll — CIV) products? [ | Yes [ | No
[ ] N/A (NOT OTC or Controlled Substance)

If “No,” explain.

OPQ-XOPQ-TEM-0002v01 Page 112 Effective Date: February 1, 2019
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For solid oral drug products, only: drug product length(s) of commercial
batch(es):

Dimension (mm) .
ANDA Strength (Length x Width) Imprint Code
Violet white color, oval, biconvex film-coated
24mg/26mg 9.11x 5.08 tablets debossed with “S5” on one side and

plain on the other side.

Pale yellow color, oval, biconvex film-coated
49mg/51mg 12.75x5.90 tablets debossed with “S1” on one side and
plain on the other side.

Light pink color, oval, biconvex film-coated
97mg/103mg 12.57 x 6.85 tablets debossed with “S2” on one side and
plain on the other side.

Send issue to the Labeling assessor through the Platform with a list of
quality-related labeling deficiencies and also record reference number or link
for all the issues:

Issue Description Issue Reference Number or Link

LABELING LIST OF DEFICIENCIES
None

OPQ-XOPQ-TEM-0002v01 Page 113 Effective Date: February 1, 2019
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ATTACHMENT II: List of All Deficiencies

A. Drug Substance Deficiencies

None

B. Drug Product Deficiencies

None

C. Labeling Deficiencies

None

(END OF DRUG PRODUCT QUALITY ASSESSMENT)

Signature Block:
Primary DP Assessor: Xihong Wang Date:  12/19/19;
/31/2020;
1/22/2021
7/1/2021,
09/16/2021

Secondary DP Assessor: Marco Bennett Date: 12/19/2019;
04.01.2020;
04.14.2020;
01.22.2021;
07.02.2021;
09.17.2021

OPQ-XOPQ-TEM-0002v01 Page 114 Effective Date: February 1, 2019
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MANUFACTURING INTEGRATED ASSESSMENT

Application ID ANDA 213676

Drug Product Name | Sacubitril and Valsartan Tablets

Strengths 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg
Dosage Form Tablets

Administration Route | Oral

- (b)(4)

Applicant Name Laurus Labs Limited ~ T

RLD Number 207620

I. Manufacturing Summary
Facility Assessment Recommendation: Adequate
Process Assessment Recommendation: Adequate

Assessment Summary:

Sacubitril and Valsartan Tablets 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg is
manufactured using (b)(4)

h Y F 4 F 4

The DS manufacturer, DP manufacturer, Critical Intermediate manufacturer and
external testing facility are recommended for approval based on compliance history,
acceptable profile codes and experience in the proposed responsibilities.

List Submissions being assessed (Table):

Document Description (SD #) Date Received
Original (SD# 0001) 07/08/2019
Response to IR (SD# 0003) 09/16/2019
Response to IR (SD#0007) 02/06/2020
Response to IR_(SD#0008) 03/02/2020
Response to CR (SD#0009) 07/01/2020

Highlight Key Issues from Last Cycle and Their Resolution: 15t Cycle

1

(0)(4)

Page 1 of 35
OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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Lolp) ) QUALITY ASSESSMENT

Review #2

(0)(4)

Concise Description of Outstanding Issues (List bullet points with key

information and update as needed):

- None

List Number of Comparability Protocols: None

1. Lifecycle Management Considerations

Post-approval inspection? | No
Lifecycle considerations No
2. Facilities Table
Facility name Responsibilities and profile _
and address FEl code(s) Status
Laurus Labs Limnedj (b)(4)
(b)(4) Approve -
Based on
Plot No. 19, 20 and 21, Western | 2011538548 Previous
Sector, APSEZ, Atchutapuram , History
Visakhapatnam, Andhra Pradesh,
India, 531011
Laurus Labs Limited| (b)(4) | b 4
‘ ( b) (4) Approve s
Plot No. 21, Jawaharlal Nehru 3007083664 B‘f,“:l =
Pharma City Parawada,
Visakhapatnam, Andhra Pradesh ,
India, 531021
Laurus Labs Limited (D)(4)
Approve -
Plot No. 18, Jawaharlal Nehru Based on
Pharma City Parawada, SERERTSCINSS Previous
Visakhapatnam, Andhra Pradesh, History
| India. 531021
Approve -
Based on
PAI
(In lieu of
PAI,
documents

Page 2 of 35
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(b)(4 =

704(a)(4))

Based on
PAI

(In lieu of
PAI,

documents

704(a)(4))

Page 3 of 35
OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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m

QUALITY ASSESSMENT

* Note Linhai Tianyu Pharmaceutical Co is already included in from 356h of the application.
Il. Drug Product Manufacturing

1. Batch Formula

Comparative Quantitative Batch Formula Composition
(Exhibit Batch vs Intended Commercial Batch)

The comparative batch formula of exhibit batches and intended commercial batches of Sacubitril

and Valsartan Tablets 24 mg/26 mg. 49 mg/51 mg and 97 mg/103 mg is presented in below

table:
Exhibit Batch Size MC{:;&MB:&!
b)(4
Ouatity ENCT. 0@
& Standard
Quantity per Quantity per Quantity per | Quantity
batch batch %(w/w) batch per batch
(kg) (kg) Yo(w/w)
Intra-granular Part
Sacubitril-Valsartan 3Na Complex® In-House
Low-substituted
hydroxypropylcellulose| (b)(4) e
Microcrystalline Cellulose
()4 | o~
C idone| (b)(4)
(b)(4) j USP-NF
Silicon dioxide (b)(4) | | USP-NF
Magncsm Su:axate USP-NF

(h)(4) (b)(4): 100.00 LI 100.00

Page 4 of 35
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m

QUALITY ASSESSMENT

V. List of Outstanding Information Request/Deficiencies:

Outstanding Deficiencies Collation Table

None

VI. Signature Block

Round# | Primary Secondary & | Date of Assessment | Facility
Name Other Names | Completion | Outcome OMIR

1 Mesfin Abdi Jean Tang 12/5/2019 IR Withheld
11/12/2019 12/04/2019

2 Mesfin Abdi Jean Tang 2/19/2020 IR Withheld
02/13/2020 02/19/2020

3 Mesfin Abdi Jean Tang 4/29/2020 Adequate Withheld
03/03/2020 03/13/2020
04/28/2020 04/29/2020

Page 34 of 35

OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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Mesfin Abdi Jean Tang 12/23/2020 | Adequate Approve
12/18/2020 12/23/2020

Page 35 of 35
OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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A -~ - OPQ/ONDP/Division of Biopharmaceutics ‘ e

BIOPHARMACEUTICS ANDA REVIEW

Application No. ANDA-213676-ORIG-1
Applicant Laurus Labs Limited

Sacubitril and Valsartan Tablets/
Prodmct Name/ Strength(s) | 5, 2196 g, 49'mp/51 mg and 97 mg/103 mg
Dosage Form/Route Immediate-Release Tablets/Oral
Indicati Reduce the risk of cardiovascular death and hospitalization for

cation .
heart failure

7/8/2019 — Original Submission

Submission Date(s) 2/6/2020 — Response to Information Request

RLD/RS Entresto® Tablets [N207620]
Primary Reviewer Churg Chan, Pharm.D.
Secondary Reviewer Om Anand, Ph.D.
Recommendation Adequate

EXECUTIVE SUMMARY:

This Biopharmaceutics Review evaluates data supporting the adequacy of the proposed dissolution
method and acceptance criteria for quality control testing of the proposed drug product.

Dissolution Method:

(b)(4)

Based on the provided information and data, the pro]:osed dissolution method (Table 1) i1s deemed
adequate for quality control testing of the proposed product. The Applicant’s originally proposed

dissolution acceptance criteria were and therefore not acceptable. Based on the
provided data, the Applicant was recommended via an Information Request dated January 3, 2020

to revise the dissolution acceptance criteria to | (b)(4)

(b)(4)

(b)(4) Ina

response dated February 6, 2020, the Applicant accepted the FDA recommendation regarding the
dissolution acceptance criterion for the 49 mg/51 mg and 97 mg/103 mg strengths, however, they
proposed “NLT! * [% (Q) of Sacubitril and Valsartan in 30 minutes” for the 24 mg/26 mg strength
as well. Based on the totality of the information/data submitted, the newly proposed dissolution
acceptance criterion and the response is acceptable.

10f7
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Table 1. Approved dissolution method and acceptance criteria’
Method USP Volume/ Recommended
Source Apparatus ” Spees e Temperature Acceptance Criteria
NLT [#Po (Q) of
. pH 6.8 Sacubitril in 30 minutes
DFz;Dtagasc e Ri’?\d s o 3303?(;]]5le
Buffer : NLT (Q) of
Valsartan in 30 minutes
Recommendation:

From a Biopharmaceutics perspective, ANDA 213676 for the proposed Sacubitril/Valsartan
Tablets, 24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg, is recommended for approval.

20f7
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s

BIOPHARMACEUTICS REVIEW

1. Drug Substance Solnbility:‘ (b)(4) ‘

(b)(4)

2. Formulation: The proposed product is (hY(4)

(b)(4)

3. Bioequivalence: The Applicant performed in vivo pharmacokinetic studies using the 97
mg/103 mg strength of the proposed and RLD products in both fasting and fed conditions.®
Under fasting conditions, the Tmax of Sacubitril and Valsartan were 0.71 and 2.14 hours,
respectively.” Under fed conditions, the Tmax of Sacubitril and Valsartan were 1.83 hours and
3.31 hours, respectively.® The Division of Bioequivalence/OGD will evaluate the
bioequivalence study results and the biowaiver request.

4. Dissolution Method: The Applicant proposes to use the same dissolution method for
Sacubitril/Valsartan tablets as previously described in the FDA’s dissolution database (Table
1.

The Applicant evaluated discriminating ability of the proposed dissolution method on changes

of high-risk formulation variables| (b)(4) |
(b)(4) | The 211&01 profiles were

similar across the formulations evaluated with the proposed dissolution method. However,
based on the totality of the provided data and information, the proposed dissolution method is
deemed adequate for quality control testing of the proposed product.

In an Information Request dated January 3, 2020, the Applicant was asked to submit
dissolution data using the new dissolution method described in the FDA’s dissolution database

(b)(4)

30f7
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b)(4 The

‘ dissolution data generated from this negv d)is(sol)ulion method show dissimilarity betweerL the
biobatch and the exhibit batches (f2 < 50). The Applicant proposed to continue using their
original dissolution method for their proposed drug product [900 mL of pH 6.8 phosphate
buffer using USP Apparatus II (Paddle) at 50 rpm].

5. Dissolution Data:1!

Figure 1. Summary of mean in vitro dissolution data for Sacubitril (n
=12)

100

8

sy 24/26 mg Tablets - Test (E1801031)

et 24/26 mg Tablets - RLD (FX000197)

3

==@==49/51 mg Tablets - Test (E1801011)

8

==@==49/51 mg Tablets - RLD (FX000155)

Drug Dissolved (%)

«=@=07/103 mg Tablets - Test (E1801121) *Biobatch

w=@==07/103 mg Tablets - RLD (FX000079)

0 10 15 20 30 45
Time (minutes)
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OPQ/ONDP/Division of Biopharmaceutics A -~

ol

Figure 2. Summary of mean in vitro dissolution data for Valsartan (n

100 =12)

80

g‘ wipem 24/26 mg Tablets - Test (E1801031)
T 60 wmisteme 24/26 mg Tablets - RLD (FX000197)
§ ol s 49/51 mg Tablets - Test (E1801011)
E «=@==49/51 mg Tablets - RLD (FX000155)

«=®==97/103 mg Tablets - Test (E1801121) *Biobatch

[
<

==@==07/103 mg Tablets - RLD (FX000079)

0 10 15 20 30 45
Time (minutes)

Dissolution Acceptance Criteria: The original dissolution acceptance criteria proposed by
the Applicant, ( b)(4) not supported by the data.
The Applicant was recommended via an Information Request dated January 3, 2020 to

lezmem_\hz_mmwug_m(lnu)oz4) (b)(4)

(b)(4) \ In a response dated February 6, 2020, the Applicant accepted the FDA

recommendation regarding the dissolution acceptance criterion for the 49 mg/51 mg and 97
mg/103 mg strengths, however, they proposed “NLT|* % (Q) of Sacubitril and Valsartan in
30 minutes” for the 24 mg/26 mg strength as well. The Applicant justified their proposition by
reviewing data at‘ (b)(4) ‘ 30 minutes for all their exhibit batches and the RLD. Both
the proposed and reference drug product have individual unit values (b)(4) |% at the@
| (b)(4) |time point, but this trend was not observed at the 30-minute time point. Therefore,
based on the totality of the provided data and information, the Applicant’s proposed acceptance

criteria are acceptable.

Stability: The Applicant provided stability data for exhibit batches of Sacubitril and Valsartan

tablets for 6 months under long-term (25° + 2°C/60% + 5% RH) and accelerated (40° +
2°C/75% + 5% RH) conditions.'> No significant changes in dissolution in stability were

observed using the proposed dissolution method.

Dissolution Risk/Mitigation Assessment: The biopharmaceutics and dissolution risk are
relatively high because Sacubitril and Valsartan are considered‘ ( b) (4) ‘per the

50f7
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Applicant’s BCS claims. The dissolution acceptance criteria are adequately selected to mitigate
the risk of dissolution failure for the proposed drug product.

6 of 7
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Biopharmaceutics Information Request

The following Biopharmaceutics Information Request (IR) comments were conveyed to the
Applicant on January 3, 2020:

1. Based on the provided information and data, the proposed dissolution method (USP II at 50
rpm /900 mL of pH 6.8 phosphate buffer) is deemed adequate for quality control testing of
the proposed drug product. However, the provided dissolution data support| (b)(4) |dissolution
acceptance criteria and therefore the proposed acceptance criterion is not acceptable.
Implement the following acceptance criteria for your proposed product, Sacubitril and
Valsartan Tablets:

Update your drug product release and stability specifications accordingly. In addition, please
be advised, that all proposed exhibit batches are expected to meet these revised dissolution
specifications in your stability program through your proposed expiry period. If dissolution
failures are observed on stability, these should be described. Discuss any corrective actions
to avert such dissolution failures and provide data from a new batch to demonstrate correction

of the issue, if needed.
2' (b)(4)
| (b)(4) | Please submit dissolution data [(N=12, individual, mean,
CV%)] for the bio-batch and at least one batch of other strengths using this new dissolution
method. b)(4)

(b)(4)

The Applicant responded to the above Biopharmaceutics Information Request (IR) on February 6,
2020 and accepted the recommended dissolution acceptance criteria of Q="1% at 30 minutes for
the 49 mg/51 mg and 97 mg/103 mg strengths. The Applicant also proposed the same dissolution

provided dissolution data using the new FDA dissolution database method, however, they
proposed to continue using their originally proposed dissolution method. Given the available data,
the response is acceptable.

7 of 7

Page 817 of 1492



Digitally signed by Churg Chan
Date: 2/28/2020 07:37:19AM
GUID: 5d7a585a001ef2629ce8f26f9631f545

Digitally signed by Om Anand
Date: 2/28/2020 10:00:25AM
GUID: 508da6fb0002833385a1485d53137893

Page 818 of 1492



Digitally signed by Marco A. Bennett
Date: 9/22/2021 03:17:37PM
GUID: 508da705000289bae41af5¢c5413d8455

Page 819 of 1492



Iy U.S. FOOD & DRUG

ADMINISTRATION

DRUG PRODUCT QUALITY ASSESSMENT

ANDA 213676 (Review Cycle # 03)
Sacubitril and Valsartan Tablets,

24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg

RECOMMENDATION

[1 Complete Response-Major

[J Complete Response-Minor

[] Discipline Review Letter (DRL)
[] Information Request—IR x Days
X Approval

Xihong Wang

Division of Immediate Release Products I/Branch 11

Office of Lifecycle Drug Products
Office of Pharmaceutical Quality
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U.S. FOOD & DRUG

ANDA 213676 (Assessment Cycle # 03)

_Drug Product Name Sacubitril and Valsartan Tablets
USP Monograph O Yes X No _
| Strength_ 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg
| Dosage Form Tablets
Route of Administration Oral
Rx/OTC Dispensed X Rx O orc
ANDA Applicant Laurus Labs Limited
Second Floor, Serene Chambers, Road No.7, Banjara Hills
Hyderabad, Telangana
India, 500034
Drug Product Manufacturer
US agent, if applicable O NA (See Below)

Sharath Koripally, Senior Director RA, QA & PV
Laurus Generics Inc.

400 Connell Drive, Suite 5200

Berkeley Heights, NJ 07922

Tel: (718) 510-6822
Email: sharath.koripally@laurusgenerics.com

Proposed Indication

(b)(4)

Submission(s) Assessed Document Date| Discipline(s) Affected

Original (Subject of review #1) 07/08/2019 All

Amendment: Response to DRL-Labeling dated 10/25/19 :

(Subject of review #1) 11/07/2019 Labeling

Amendment: Response to DRL-Labeling dated 01/03/20 :

(Subject of review #1, IR#1) 02/06/2020 DP, Biopharm, Process

Amendment: Response to IR letter from the agency

(Biopharm) dated 02/20/2020 (Subject of Biopharm 03/02/2020 Biopharm

review)

Amendment: Response to CR letter from the agency -

dated 05/04/2020 (Subject of review #2) 07/01/2020 DP, Facility, BE

Amendment: Response to CR letter from the agency '

dated 02/22/2021 (Subject of review #3) i P LG

General Correspondence: Change in US agent

(Updated in the table above) IS
OPQ-XOPQ-TEM-0002v01 Page 3 Effective Date: February 1, 2019
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ADMINISTRATION

U.S. FOOD & DRUG

1QA ANDA Assessment Guide Reference

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:

QUALITY ASSESMENT DATA SHEET

DMF #

Type

Holder

Item Referenced

Status

Date
Reviewed

)

33647

I

Laurus Labs Limited

Sacubitril-Valsartan 3Na
Complex

Adequate

09/16/2021

Xianru Sun

Other DMF: [J NV/A

X (See Below)

(0)(4)

OPQ-XOPQ-TEM-0002v01

m

I

I

=|

H|IEB|EB|H

Page 4
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|

(b)(4)

—
—

B. OTHER DOCUMENTS: IND, RLD, RS, Approved ANDA
Document A';l'::m 3 Brand Name Description
NDA (RLD) | NDA 207620| ENTRESTO® ENTRESTOw® (sacubitril and valsartan) tablets
(sacubitril and 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg,
valsartan) tablets | manufactured by Novartis Pharmaceuticals
Corporation. Approval date: 07/07/2015
2. CONSULTS: None
Discipline Status Recommendation Date Assessor
Biostatistics
Pharmacology/Toxicology
CDRH-ODE
CDRH-OC
Clinical
Other
OPQ-XOPQ-TEM-0002v01 Page 5 Effective Date: February 1, 2019
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.




U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER I: DRUG SUBSTANCE

1QA ANDA Assessment Guide Reference

Drug Substance Name Sacubitril-Valsartan 3Na Complex
DMF Number (If Applicable) | 033647
DMF Status Inadequate - Major
DMF Holder Laurus Labs Limited
Overall Assessment Recommendation for DS: DRL
Theme:
& N/A [0 Other (Requires Division Director Approval)
O DMF O Due to Consult
O New DS Batch

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.

Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.

Highlight Key Issues from Last Cycle and Their Resolution:
N/A - This is the review of original ANDA

Concise Description of Outstanding Issues:
Choose an item.

Select Number of Approved Comparability Protocols: 0

OPQ-XOPQ-TEM-0002v01 Page 27 Effective Date: February 1, 2019
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ON

S.1 GENERAL INFORMATI

Nomenclature/Chemical
name

Tri sodium [3-((1S,3R)-1-biphenyl-4-ylmethyl-3-
ethoxycarbonyl -1-butylcarbamoyl)propionate-(5)-3’-
methyl-2’-(pentanoyl {2”-(tetrazol-5-ylate) biphenyl-4’-
ylmethyl }amino)butyrate]

(or)

Tri sodium (4-{[(1S,3R)-1-([1,1’-biphenyl-4-ylmethyl-4-
ethoxy-3-methyl-4-oxobutyl]Jamino }-4-oxobutanoate)(N-
pentanoyl-N-{2’-(1H-tetrazol-1-id-5-yl) [1,1’-biphenyl]-
4-yllmethyl }-L-valinate)

Sacubitril Valsartan

4-{[(18,3R)-1-([1,1"-
Biphenyl] -4-ylmethyl)-4-
ethoxy -3-methyl-4-
oxobutyl]lamino }-4-
oxobutanoic acid

N-Pentanoyl-N-{[2'-(1H-
tetrazol-5-yl)[1,1'-
biphenyl] -4-ylJmethyl }-L-
valine

International Non-

proprietary Name (INN) | | Notreported
Compendial Name

(WHO) Not reported

United States Adopted -

Name (USAN) Sacubitril and valsartan

Molecular Structure

INa+

Sacubtril-Valsartan 3Na Complex

Molecular Formula

CygHssNgOsg.3Na

CAS number

936623-90-4

Relative Molecular mass

912.95

Pharmacological Class

Angiotensin II receptor and neprilysin inhibitor for the
treatment of chronic heart failure (NYHA Class I1-IV)

and reduced ejection fraction.

| Physical form | : | White to off-white solid |
| (b)(4)
OPQ-XOPQ-TEM-0002v01 Page 28 Effective Date: February 1, 2019
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.




U.S. FOOD & DRUG

ADMINISTRATION

Assessment: Adequate
Assessment: Choose an item.
N/A

R REGIONAL INFORMATION
Comparability Protocols X N/A O (See Below)

Assessment: Choose an item.

Lifecycle Management Considerations

DRUG SUBSTANCE LIST OF DEFICIENCIES:

1.

(]

OPQ-XOPQ-TEM-0002v01 Page 52 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER II: DRUG PRODUCT

1QA ANDA Assessment Guide Reference

Overall Assessment Recommendation: Discipline Review Letter (DRL)

Theme:
X N/A O Unacceptable Analytical Methods
O Unqualified Impurity O Application Quality
O New DP Batch 0 Pharmaceutical Equivalence
O Product Design O Product Safety
O Other (Requires Division Director
O Failing Stability Data Approval)
[J Application Completeness [0J Due to Consult

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.
Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.
Assessment Summary:
Drug Updllu!ﬁ
P:'.?;I ::: Comments Ranking Comments*
CQAs R""#z" Cren
Physical
stability 36
(solid Medium
state)
Chemical
Stability
Assay
Content
uniformity
OPQ-XOPQ-TEM-0002v01 Page 53 Effective Date: February 1, 2019
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ADMINISTRATION

(0)(4)

Microbial
limits
Dissoluti 48
Medium

Note: This table will be updated in Executive Summary at time of approval.

Highlight Key Issues from Last Cycle and Their Resolution: N/A

Concise Description of Outstanding Issues (List Bullet Points with Key
Information and Update as Needed): See the deficiency letter

Select Number of Approved Comparability Protocols: 0

List Current Quality Endorsement Status:

USP monograph for Drug Product and compliance (current USP) — status: Not USP
Dissolution status: specifications are not finalized with Biopharmaceutics, and
implemented, and stability data complies with revised specifications (if applicable) to
confirm shelf life proposal. Biopharm review is inadequate.

Elemental impurity compliance with ICH Q3D — status: Adequate

Number of Comparability protocols included: __ 0

OPQ-XOPQ-TEM-0002v01 Page 54 Effective Date: February 1, 2019
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RLD versus Generic Product — NOT FOR FOIA

OPQ-XOPQ-TEM-0002v01 Page 55 Effective Date: February 1, 2019
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ADMINISTRATION

* For repacking purpose only

P.1 DESCRIPTION AND COMPOSITION

Component/Composition of Sacubitril and Valsartan Tablets 24 mg/26 mg, 49
mg/51 mg and 97 mg/103 mg

I — Compendial | Pharmaceutical ZGm: ‘;lmg'! :7“ Sw Y%w/w
e | i (mg/ Tablet)
Intra-granular materials
Sacubitril-Valsartan 3Na i Active
Complex” Ingredient
Low-substituted USP-NF

|hydroxypropylcellu.losé- (b)(4) |

‘ll\_d_ig?oscijétzjd_ﬁlng }Cellulose — b 4
||Crospowdone! _(b)(|4) | USP-NF ( b) (4)

age . . 4
il)l:;or dloxlde! { b )(4) USP-NF
[Magnesium Stearate| (b)(4) |

[ (b)(4) | USP-NF

Weight of Coated Tablet 103.000 | 206.000 | 412.000 | 100.000

(b))
I

OPQ-XOPQ-TEM-0002v01 Page 56 Effective Date: February 1, 2019
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.
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U.S. FOOD & DRUG

o)

Assessment: Inadequate

R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15

(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment 1s hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate

Methods Validation or Verification Package

Assessment: Adequate

Comparability Protocols

Assessment: Choose an item.
N/A

Lifecycle Management Considerations

OPQ-XOPQ-TEM-0002v01 Page 108 Effective Date: February 1, 2019
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DRUG PRODUCT LIST OF DEFICIENCIES

1.

)
(b

OPQ-XOPQ-TEM-0002v01 Page 109 Effective Date: February 1, 2019

Page 928 of 1492



p2Y U.S. FOOD & DRUG

ADMINISTRATION

10.

1) 1

OPQ-XOPQ-TEM-0002v01 Page 110 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

CHAPTER Illl: ENVIRONMENTAL

1QA ANDA Assessment Guide Reference

R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15
(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment is hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate
OPQ-XOPQ-TEM-0002v01 Page 111 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER IV: LABELING

1QA ANDA Assessment Guide Reference

R REGIONAL INFORMATION
1.14 Labeling

Labeling & Prescribing Information

DESCRIPTION (Rx insert or Active Ingredient(s), and Inactive Ingredients in
DRUG FACTS for OTC):

Is the information accurate? [ Yes [ | No
If “No,” explain.

Is the drug product subject of a USP monograph? [ ] Yes [X No

If “Yes,” does labeling have accurate USP statement in the DESCRIPTION (for
Rx) or Other Information section of DRUG FACTS (for OTC)?

[JYes [ INo [ ]Statement not needed

If NO, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)

i) Is the information accurate? [X Yes [ | No
If “No,” explain.
ii) Are the storage conditions acceptable? X Yes [ | No

If “No,” explain.

DOSAGE AND ADMINISTRATION section, for injectables, and where applicable:

Is tamper evident feature provided in the container/closure for the OTC
products or Controlled Substance (Cll — CIV) products? [ | Yes [ | No
[ ] N/A (NOT OTC or Controlled Substance)

If “No,” explain.

OPQ-XOPQ-TEM-0002v01 Page 112 Effective Date: February 1, 2019
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For solid oral drug products, only: drug product length(s) of commercial
batch(es):

Dimension (mm) .
ANDA Strength (Length x Width) Imprint Code
Violet white color, oval, biconvex film-coated
24mg/26mg 9.11x 5.08 tablets debossed with “S5” on one side and

plain on the other side.

Pale yellow color, oval, biconvex film-coated
49mg/51mg 12.75x5.90 tablets debossed with “S1” on one side and
plain on the other side.

Light pink color, oval, biconvex film-coated
97mg/103mg 12.57 x 6.85 tablets debossed with “S2” on one side and
plain on the other side.

Send issue to the Labeling assessor through the Platform with a list of
quality-related labeling deficiencies and also record reference number or link
for all the issues:

Issue Description Issue Reference Number or Link

LABELING LIST OF DEFICIENCIES
None

OPQ-XOPQ-TEM-0002v01 Page 113 Effective Date: February 1, 2019
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ATTACHMENT II: List of All Deficiencies

A. Drug Substance Deficiencies

None

B. Drug Product Deficiencies

None

C. Labeling Deficiencies

None

(END OF DRUG PRODUCT QUALITY ASSESSMENT)

Signature Block:
Primary DP Assessor: Xihong Wang Date:  12/19/19;
/31/2020;
1/22/2021
7/1/2021,
09/16/2021

Secondary DP Assessor: Marco Bennett Date: 12/19/2019;
04.01.2020;
04.14.2020;
01.22.2021;
07.02.2021;
09.17.2021

OPQ-XOPQ-TEM-0002v01 Page 114 Effective Date: February 1, 2019
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Digitally signed by Xihong Wang
Date: 9/17/2021 01:19:42PM
GUID: 508da7410002ba99af7b0597dc38d164

3 Marco A. Digitally signed by Marco A. Bennett
Bennett Date: 9/22/2021 06:38:50AM
GUID: 508da705000289bae41af5c5413d8455
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RECOMMENDATION

0 Complete Response-Minor
X Complete Response-Major
[0 Complete Response-Major-Facilities Only

CR-Major DMF Justification:
Inadequate selection or justification of starting materials: Submission of additional
information or new batch is needed. Upon receipt, the review of this information will
require substantial expenditure of FDA resources.

(b)(4) New

toxicology studies are requested (b)(4) and the review of these
studies requires substantial expenditure of FDA resources and will potentially affects
other aspects of the application and the related conclusions.

(b)(4)

(b)(4) [Submission of additional
information is needed. Upon receipt, this information will require thorough evaluation
and will potentially affects other aspects of the application and the related
conclusions.

OPQ-XOPQ-TEM-0002v01 Page 1 Effective Date: February 1, 2019
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ANDA 213676
Assessment #2
Drug Product Name Sacubitril and Valsartan Tablets Capsules
Dosage Form Capsules
Strength 24mg/26mg, 49mg/51mg and 97mg/103mg
Route of Administration Oral
Rx/OTC Dispensed Rx
Applicant Laurus Labs Limited
US agent, if applicable PharmaQ, Inc.
Document | Discipline(s)
Submission(s) Assessed Date Affected
Original/Initial Submission 07/08/2019 | Quality
Amendment Correspondence/Amendment 09/16/2019 | Quality
Verification Statement - Quality/Response To
Information Request
Amendment Correspondence/Amendment 02/06/2020 | Quality
Verification Statement; Quality/Response to
Discipline Review Letter
Quality/Response To Information Request; 03/02/2020 | Quality
Amendment Correspondence/Amendment
Verification Statement
Resubmission/After Action- Complete; Amendment | 07/01/2020 | Quality
Correspondence/Amendment Verification Statement;
Bioequivalence/Other; Quality/Quality Information;
Quality/Facility Information
QUALITY ASSESSMENT TEAM
Discipline Primary Assessor Secondary Assessor
Drug Master File Xihong Wang Marco A. Bennett
Drug Product Xihong Wang Marco A. Bennett
Facility Mesfin Abdi Jean Tang
Biopharmaceutics Churg Chan Om Anand
Regulatory Business Kevin Ninan
Process Manager
Application Technical Marco A. Bennett
Lead
Laboratory (OTR)
Environmental
OPQ-XOPQ-TEM-0002v01 Page 2 Effective Date: February 1, 2019
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IQA ANDA Assessment Guide Reference

1. RELATED/SUPPORTING DOCUMENTS

QUALITY ASSESMENT DATA SHEET

A. DMFs:
DMF # |Type Holder Item Referenced Status Date l(:ommontel
Reviewed
- Sacubitril-Valsartan 3Na Inadequate )
33647 Il | Laurus Labs Limited Complex -Major 12/18/2019| Xianru Sun
Other DMF: O N/A X (See Below)
n
]
1]
1]
i
1]
]
(b)(4)
1]
1]
]
i
1]
OPQ-XOPQ-TEM-0002v01 Page 3 Effective Date: February 1, 2019
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OPQ-XOPQ-TEM-0002v01

Page 4
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ABBREVIATED EXECUTIVE SUMMARY (CR ONLY)

1QA ANDA Assessment Guide Reference

RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY
Major

| The OPQ action is a CR-Major owing to DP assessment being a Major.

QUALITY ASSESSMENT OVERVIEW

A. Drug Substance: Inadequate-Major

OPQ-XOPQ-TEM-0002v01 Page 5

1. Primary Justification:

CR-Major DMF lJustification:

Inadequate selection or justification of starting materials: Submission of
additional information or new batch is needed. Upon receipt, the review of
this information will require substantial expenditure of FDA resources.

| (b)(4)

New toxicology studies are requested (b)(4) and the
review of these studies requires substantial expenditure of FDA resources
and will potentially affects other aspects of the application and the related
conclusions.

2. Secondary Justification (if necessary):

None

3. Tertiary Justification (if necessary):

None

4. Insert additional justification below (if necessary)

None

The Drug Substance assessment is inadequate owing to the DMF being
inadequate.

Page 939 of 1492
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Drug Product: Inadequate-Minor
1. Primary Justification:

None

2. Secondary Justification (if necessary):

None

3. Tertiary Justification (if necessary):

None

4. Insert additional justification below (if necessary)

None

| The Drug Product assessment is inadequate.

Labeling: Adequate

| The OPQ Labeling assessment is adequate.

B. Manufacturing: Adequate
1. Primary Justification:

None

2. Secondary Justification (if necessary)

None

3. Tertiary Justification (if necessary):

None

4. Insert additional justification below (if necessary)

None

| The Manufacturing assessment is adequate.

C. Biopharmaceutics: Adequate
1. Primary Justification:

None

2. Secondary Justification (if necessary):

None

3. Tertiary Justification (if necessary):

OPQ-XOPQ-TEM-0002v01 Page 6 Effective Date: February 1, 2019
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None

4. Insert additional justification below (if necessary)

None

| The Biopharmaceutics assessment is adequate.

D. Microbiology: Choose an item. N/A

OPQ-XOPQ-TEM-0002v01 Page 7 Effective Date: February 1, 2019
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E. List of Deficiencies for Complete Response

1. Overall Quality Deficiencies - Optional (Deficiencies that affect
multiple sub-disciplines): None

2. Drug Substance Deficiencies

i

3. Drug Product Deficiencies
1. Please provide all accrued room temperature stability data in your
next amendment.

4. Labeling Deficiencies (Please contact OGD if you identify any
Labeling deficiencies with your comments): None

Manufacturing Deficiencies: None

Biopharmaceutics Deficiencies: None

>N i

Microbiology Deficiencies: None

8. Other Deficiencies (Specify discipline, such as Environmental):
None

Application Technical Lead Name and Date: Marco A. Bennett, 02.11.2021

OPQ-XOPQ-TEM-0002v01 Page 8 Effective Date: February 1, 2019
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Digitally signed by Marco A. Bennett
Date: 2/11/2021 01:00:16PM
GUID: 508da705000289bae41af5¢c5413d8455
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DRUG PRODUCT QUALITY ASSESSMENT

ANDA 213676 (Review Cycle # 02)
Sacubitril and Valsartan Tablets,

24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg

RECOMMENDATION

Complete Response-Major

[J Complete Response-Minor

[] Discipline Review Letter (DRL)
[] Information Request—IR x Days
[J Approval

Xihong Wang

Division of Immediate Release Products I/Branch 11

Office of Lifecycle Drug Products
Office of Pharmaceutical Quality

Page 944 of 1492



pZY U.S. FOOD & DRUG

ADMINISTRATION

CR-Major DMF Justification:
Inadequate selection or justification of starting materials: Submission of
additional information or new batch is needed. Upon receipt, the review of
this information will require substantial expenditure of FDA resources.

| (b)(4) |

" (b) Ié)_[ New toxicology studies are requested | (b)(4) |
and the review of these studies requires substantial expenditure of FDA
resources and will potentially affects other aspects of the application and the
related conclusions.

OPQ-XOPQ-TEM-0002v01 Page 2 Effective Date: February 1, 2019
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Table of Contents
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ANDA 213676 (Assessment Cycle # 02)

India, 500034

_Drug Product Name Sacubitril and Valsartan Tablets

USP Monograph O Yes X No
| Strength_ 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg
| Dosage Form Tablets

Route of Administration Oral

Rx/OTC Dispensed X Rx O orc

ANDA Applicant Laurus Labs Limited

Second Floor, Serene Chambers, Road No.7, Banjara Hills
Hyderabad, Telangana

Drug Product Manufacturer

D

PharmaQ, Inc.

Proposed Indication

US agent, if applicable O nA g (See Below)

Dr. Jose D. Gomes, Ph.D., President,

Waterview Plaza, 2001 Route 46, Suite 105
Parsippany, NJ 07054
Tel: +(1)-973-402-5300
Fax: +(1)-973-368-1145
| Email: jgomes@pharmagq.net

(b)(4)

dated 05/04/2020 (Subject of review #2)

Submission(s) Assessed Document Date| Discipline(s) Affected
Original (Subject of review #1) 07/08/2019 All

Amendment: Response to DRL-Labeling dated 10/25/19 :

(Subject of review #1) 11/07/2019 Labeling

Amendment: Response to DRL-Labeling dated 01/03/20 :

(Subject of review #1, IR#1) 02/06/2020 DP, Biopharm, Process
Amendment: Response to IR letter from the agency

(Biopharm) dated 02/20/2020 (Subject of Biopharm 03/02/2020 Biopharm

review)

Amendment: Response to CR letter from the agency 07/01/2020 DP, Facility, BE

OPQ-XOPQ-TEM-0002v01 Page 4
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QUALITY ASSESMENT DATA SHEET

1QA ANDA Assessment Guide Reference

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:

DMF # |Type

Holder

Item Referenced

Status

Date
Reviewed

)

33647 i1

Laurus Labs Limited

Sacubitril-Valsartan 3Na
Complex

Inadequate-
Major

12/18/2019*

Xianru Sun

Other DMF: [J

N/A

X (See Below)

m

I

I

=|

(b)(4)

H|IEB|EB|H

=|
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| l

(b)(4) | | l

*Amendment dated 05/15/2020 is pending for review.

B. OTHER DOCUMENTS: IND, RLD, RS

Approved ANDA

Document

Application
Number

Brand Name

Description

NDA (RLD)

NDA 207620

ENTRESTOe
(sacubitril and
valsartan) tablets

ENTRESTOe (sacubitril and valsartan) tablets
24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg,
manufactured by Novartis Pharmaceuticals
Corporation. Approval date: 07/07/2015

2. CONSULTS: None

Discipline

Status

Recommendation Date Assessor

Biostatistics

| Pharmacology/Toxicology

CDRH-ODE

CDRH-OC

Clinical

Other

OPQ-XOPQ-TEM-0002v01 Page 6
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.
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Summary of Firm’s Response: Satisfactory
As requested by the agency, the specification of Crospovidone (Type-A) has been revised
to include the microbiological quality test as retest parameter. Also, retest period has
been revised from “2 years” to “1 year”. The revised specification is provided in the
Section 3.2.P.4.1 (Crospovidone) of this submission.

Also, we would like to inform to the Agency that the other excipients have already
microbiological quality test as a retest parameter and retest period is one year.

Reviewer’s Conclusion:

The firm added the microbiological quality test as retest parameter to Crospovidone and
revised the retest period to 1 year. The other excipients have already microbiological
quality test as a retest parameter and retest period is one year. The firm’s response is
satisfactory.

The information in P.4 control of excipients of this review has been updated.

Deficiency 2: Based on the information you have provided in the application for the assay
of the bio batch used in support of the bioequivalence study and product release, we
recommend that you revise your proposed release and stability criteria for assay for the
production batches to be within 5% of the label claim to provide assurance that your
product assay post approval would be comparable to the exhibit batch used to support the
bioequivalence.

Summary of Firm’s Response: Not Satisfactory
As recommended by the agency, the assay limit of the release specification of drug
product has been revised within 5% of the label claim.

However, the limits for the shelf-life specification has been tightened to keep within
7.5% of the label claim. The existing and proposed assay limits of the release and shelf-
life specifications are tabulated below:

Release Specification Shelf-life Specification
e Existing Proposed Existing Proposed
Assay by HPLC (%w/w)
Sacubitril 93.0—-107.0% | 95.0-105.0% | 90.0-110.0% | 92.5-107.5%
Valsartan 93.0-107.0% | 95.0-105.0% | 90.0-110.0% 92.5-107.5%

Additionally, the in-process specification has been revised to tighten the blend assay
limits to have better control for the finished product. The existing and proposed limits in
the in-process specifications are tabulated below:

Test liend Seaypociiafion
' Existing Proposed
Sacubitril 93.0-107.0% 95.0 - 105.0 %
Valsartan 93.0-107.0% 95.0 - 105.0 %

OPQ-XOPQ-TEM-0002v01
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Reviewer’s Conclusion:

The firm tightened the assay limits to 95.0-105.0% (Release) and 92.5-107.5%
(Stability). It is acceptable for release while not acceptable for stability as per the
information available to the agency. The firm will be asked to further tighten the stability
specification.

Informed the process and facility reviewer (Mesfin Abdi) by email about the revision of
in-process specification on 2/18/2020.

New deficiency in review #1, IR#1:
Please further tighten the assay limit for the drug product stability specification to be
within 5% of the label claim.

Deficiency 3: Your proposed acceptance criteria for Total Impurities in your drug product
release and stability specifications are not satisfactorily justified. Please revise the
specifications based on your PD study and batch experience or justify them by
comparison with RLD results acquired using the same method of analysis.

Summary of Firm’s Response: Not Satisfactory
As recommended by the Agency, the limits for total impurities in release and stability
specifications have been tightened further. The revised limit is based upon batch
experience and in-line with “MAPP 5017.2: Establishing Impurity Acceptance Criteria”
recommendation.

The existing and proposed limits in the release and shelf-life specifications are tabulated
below:

rest 'Release Specification ~ Shelflife Specification
Existing Proposed Existing Proposed
Total impurity limit (% w/w) NMT 1.0 NMT 0.8 NMT 1.0 NMT 0.8

Reviewer’s Conclusion:

The firm tightened the limits for total impurities from NMT 1.0% to NMT 0.8%
(Release/Stability), which is not acceptable as per the information available to the
agency. As per the available 6 months stability data at ACC and 12 months long term
stability data, the maximum content of the total impurity is 0.2%. The firm will be asked
to further tighten the same based on the stability data.

New deficiency in review #1, IR#1:

The total impurity specification is much higher than the actually observed impurity
results. Please further tightened the limit for total Impurities in your drug product release
and stability specifications based upon the batch experience or justify them by
comparison with RLD results acquired using the same method of analysis.

OPQ-XOPQ-TEM-0002v01 Page 16 Effective Date: February 1, 2019
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Deficiency 4: Nitrosamines including N-Nitrosodimethlylamine (NDMA) are potent
genotoxic carcinogens. The drug product contains Valsartan and due to the agency’s on-
going concern with presence of nitrosamines including NDMA in Valsartan and other
ARB drug products, we recommend you have a validated analytical method to detect and
quantitate nitrosamines including NDMA in your drug product.

You may use the published FDA methods (see reference below) for detecting and
quantifying NDMA and other nitrosamines or use a fully validated in-house method that
is equally or more sensitive than the published FDA methods. If you choose to use an in-
house method, please provide a onetime method comparability study with the FDA
published combined headspace method using samples spiked at the LOD for each
impurity to demonstrate your method is suitable for use.

FDA’s published methods can be accessed at:
https://www.fda.gov/drugs/drugsafety/ucm613916.htm

Please provide us complete validation data and batch analyses data to demonstrate that
your validated analytical method can detect and quantitate nitrosamines including NDMA
in your drug product.

Summary of Firm’s Response: Satisfactory
We acknowledge the agency’s comment.

We would like to inform the agency that we have carried out risk assessments on the
formation of N-Nitrosamines including NDMA in Sacubitril/Valsartan Tablets. The
NDMA and NDEA are routinely controlled in the Sacubitril-Valsartan 3Na complex with
compound specific limits. Every batch of this drug substance that goes as an in-put
starting material (Sacubitril-Valsartan 3Na Complex) for the drug product manufacturing
is tested for NDMA and NDEA.

The results for NDMA and NDEA impurities in Sacubitril-Valsartan complex are
provided below;

Table: Results of NDMA and NDMA impurities in the Sacubitril-Valsartan 3Na
Complex

API Batch Number used in the Nitrosamines impurities results
‘manufacturing of exhibit batches of NDMA NDEA
‘Sacubitril/Valsartan Tablets (LOQ 0.01 ppm) (LOQ 0.01 ppm)
ASVTCVSP10101118 Not detected Not detected
ASVTCVSP10111118 Not detected Not detected
ASVTCVSP10031118(PL) Not detected BDL
ASVTCVSP10041118(PL) Not detected BDL
ASVTCVSP10051118(PL) Not detected BDL

The “nitrosamine-related” risk assessment report including the excipients vendors’
declaration for the absences of nitrosamines is provided as an Annexure 2 of this
submission.

OPQ-XOPQ-TEM-0002v01 Page 17 Effective Date: February 1, 2019

Page 960 of 1492



(p2Y U.S. FOOD & DRUG

ADMINISTRATION

Considering the NDMA and NDEA impurity analysis in the starting material (Sacubitril-
Valsartan 3Na Complex), manufacturing process of the drug product including inactive
ingredients, solvents used in manufacturing of tablets and its vendors declaration for
drugs substance, excipients and packaging material, Laurus Labs confirms that
occurrence of N-Nitrosamines N-Nitrosodimethylamine (NDMA), N-
Nitrosodiethylamine (NDEA), N-Nitrosodiisopropylamine (NDIPA), N-
Nitrosoethylisopropylamine (NEIPA), N-Nitroso-N-methyl-4-aminobutyric acid
(NMBA) and N-Nitrosodibutylamine (NDBA) in the drug product is not possible. Hence,
the detection and quantitation of nitrosamines including NDMA in drug product is not
deemed necessary.

Reviewer’s Conclusion:

The firm provided risk assessment for the potential formation of Nitrosamines in
Sacubitril-Valsartan Tablets. This risk assessment evaluated all the factors involved
during the manufacturing of Sacubitril/Valsartan Tablets (the drug substance Sacubitril-
Valsartan 3Na complex, inactive substances used in the manufacturing process of the
drug product and cGMP considerations).

1. Assessment of N-nitrosamine impurities formation in the drug substance
(Sacubitril-Valsartan 3Na complex) used in the drug product:
Based on the synthetic route, the formation of N-nitrosamines is not possible in the
synthesis of Sacubitril sodium. There is a remote possibility of contamination of N-
nitrosamines, especially NDMA, in Valsartan depending upon the reagents used for the
tetrazole ring formation during the synthesis of Valsartan. The controls for the 5
nitrosamines i.e., NDMA, NDIPA, NEIPA, NMBA, and NDBA has been controlled in
Valsartan. NDMA and NDEA are also routinely controlled in the Sacubitril-Valsartan
3Na complex with compound specific limits. The DS (Sacubitril-Valsartan 3Na complex)
used for manufacturing the DP is tested for NDMA and NDEA and they are below the
detection limit or bot detected. It can be concluded that there is no risk of carryover of
any nitrosamine from Sacubitril-Valsartan 3Na to the drug product.

2. Assessment of inactive substances used in the manufacturing of drug product:

e The vendors of all the excipients used in the drug product manufacturing have
confirmed the absence of nitrosamine in their finished pharmaceutical excipient.
There is no possibility of introduction of nitrosamine impurities from these solvents.
The packaging materials used in drug product were evaluated for Nitrosamines and
the vendors of all the packaging material have confirmed the absence of nitrosamine
in their packaging materials.

3. Assessment of the manufacturing process of drug product with regards to
cGMP:

The manufacturing of the drug product is performed under cGMP conditions using a

validated process. The cleaning procedures for the equipment are validated for other

sartans or compounds likely to be contaminated with nitrosamines are manufactured in

this equipment. Hence, there is no potential for any cross contamination of the

nitrosamines from other products.
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Considering the manufacturing process of the drug product, its starting material and
inactive substance, and the cGMP aspects, the occurrence of N-Nitrosamines NDMA,
NDEA, NDIPA, NEIPA, NMBA and NDBA in the drug product is not possible. Hence,
the detection and quantitation of nitrosamines including NDMA in drug product is not
deemed necessary. The firm’s response is satisfactory.

Deficiency 5: Please clarify which laboratory developed and validated the HPLC method
for the drug product assay.

Summary of Firm’s Response: Satisfactory
We would like to clarify to the Agency that the Assay method by HPLC was developed
and validated at our R&D site and successfully transferred to the manufacturing site,
Laurus Labs Limited, (VSP-2).

The detailed information regarding originating as well as receiving site is presented
below.

Originating Site Receiving Site
Laurus Labs Limited (R&D) Laurus Labs Limited, (VSP-2)
Plot No: DS1, IKP Knowledge park, Plot No. 19, 20 and 21, Western Sector,
Turkapally, Shameerpet Mandal, APSEZ, Atchutapuram, Visakhapatnam-
Hyderabad-500078, Telangana, India (IND) 531011, Andhra Pradesh, India (IND)

The complete method validation report for Assay as well as its method transfer report is
already part of the original submission.

Reviewer’s Conclusion:

The firm provided the information of the originating laboratory and the receiving
laboratory of the DP assay method. The method validation report and transfer report are
provided in AM dated 02/06/2020 and original submission, respectively. The firm’s
response is satisfactory.

Deficiency 6: Please update module 3 to include the packaging information for
commercial batches.

Summary of Firm’s Response: Satisfactory
We would like to clarify to the Agency that the packaging information for commercial
batches is already part of the original dossier. Please refer Section 3.2.P.7.3 (Page 288 to
289 of 303).

Reviewer’s Conclusion:
The information was provided in the original submission. The firm’s response is
satisfactory.

Deficiency 7: Please provide the leak test result for the blister package.

Summary of Firm’s Response: Satisfactory
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The leak test for the blister packs was performed in exhibit batches and the same
information was already mentioned in all the respective batch packaging record of the
blister packs. The leak test result for the blister package for all Exhibit batches are
tabulated below for agency’s ready reference:

E1801034 All blister should pass leak test Pass
oo E1801134 | All blister should pass leak test Pass
E1801214 All blister should pass leak test Pass
24 mg/26 mg :
E1801035 ATl blister should pass leak test Pass
PVC/Aclar | £1801135 | Al blister should pass leak test Pass
E1801215 All blister should pass leak test Pass
E1801014 All bhster should pass leak test Pass
Codiorm | Bisoines | Al ok pas ok s Pass
E1801224 All blister should pass leak test Pass
49 mg/51 mg -
E1801015 All bhister should pass leak test Pass
PVC/Aclar | 51801115 | All blister should pass leak test Pass
E1801225 All bhister should pass leak test Pass
E1801024 All bhster should pass leak test Pass
Colafer® | wimoniod | ikl s ek et Pass
E1801234 All blister should pass leak test Pass
97 mg/103 mg
E1801025 All blister should pass leak test Pass
EVCAchar: | misoi19s | AllGhuter shoubl pass ek fest Pass
E1801235 All blister should pass leak test Pass

Reviewer’s Conclusion:

The firm provided leak test for the blister package for all Exhibit batches. All passed the
leak test. The blister pack size for commercial batches is different form the exhibit
batches, while the materials of construction for both the packs are same. The firm’s
response is satisfactory.

Deficiency 8: We acknowledge that you have revised the label to include preparation of
oral suspension to be in line with the RLD label in amendment dated November 07, 2019.
However, your response is not supported by any developmental data demonstrating
quality of the suspension. Please provide the CMC study result to support it. The study
should demonstrate suspension stability stored in your proposed container/closure on
microbiological attributes, dose accuracy as well as physical and chemical properties
including appearance, re-suspendability, pH, particle size distribution, dissolution, assay
and degradation.
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Summary of Firm’s Response: Satisfactory
We acknowledge the agency’s comment.

The suspension stability study on drug product was performed on the sample stored at
controlled room temperature in proposed container/closure. The microbiological
attributes, dose accuracy as well as physical and chemical properties including
appearance, re-suspendability, pH, particle size distribution, dissolution, assay and
degradation were evaluated and report is provided in Section 3.2.P.2 of this submission.

Based on the above studies, the oral suspension of the test product is stable up to 15 days
in-line with the RLD label.

Reviewer’s Conclusion:

The suspension stability study on drug product was performed on the sample stored at
controlled room temperature in proposed container/closure i.e. amber colored PET or
glass bottle. The test parameters include appearance, pH, dose accuracy, dissolution,
assay, related substances, microbial limit test, PSD, and re-suspendability. All results are
comparable and are within the DP specification with the exception of microbial limit test
and related substances at initial and at 15™-day, as summarized in the table below. The
content of related substances and microbial limit test showed upward trend but still
within the current DP specifications. Should be noted that the total impurity is 0.54 on the
15™ day in amber glass bottle.

Amber Color PET Bottle Amber Color Glass Bottle
0"Day [ 15" day 0"Day | 15™day
Related substances
Des-ethyl Impurity BDRL 0.2 BDRL 0.2
Succinamide Impurity BDRL 0.18 BDRL 0.19
Any unspecified impurity BDRL 0.09 BDRL 0.06
Total impurities BDRL 0.45 BDRL 0.54
Microbial enumeration tests and test for specified microorganisms
Total Aerobic Microbial Count <10 CFU/ml 20 CFU/ml <10 CFU/ml 40 CFU/ml
Total Yeast and Mould Count <10 CFU/ml 10 CFU/ml <10 CFU/ml 10 CFU/ml

The suspension stability study results demonstrated that the oral suspension of the test
product is stable up to 15 days, which support the labeling statement. The firm’s response
is satisfactory.

Deficiency 9: Please revise the post-approval stability commitment protocol to place the
first three production batches of any batch size different than exhibit batch size on long
term stability studies through the proposed shelf life and on accelerated studies for 6
months as per ICH Q1A (R2).

Summary of Firm’s Response: Satisfactory
We acknowledge the agency’s comment.
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The post-approval stability commitment protocol has been revised to place the first three
production batches of any batch size different than exhibit batch size on long term
stability studies through the proposed shelf life and on accelerated studies for 6 months.
The revised post-approval stability commitment is provided in Section 3.2.P.8.2 of this
submission.

Reviewer’s Conclusion:
The firm revised the post-approval stability commitment as per the agency’s request. The
firm’s response is satisfactory.

The relevant information in P.8 of this review has been updated.

Deficiency 10: Please be aware that we are using ICH Q1E to establish the expiration
date of your drug product. Based on ICH Q1E, the stability data submitted thus far does
not support your proposed 24 months expiry date. Per ICH Q1E, we encourage you to
submit additional stability data to support your proposed 24 months expiration date.

Summary of Firm’s Response: Satisfactory
We acknowledge the Agency’s comments.

The most updated stability data up to 12 months in-line with previous specification is
provided in Section 3.2.P.8.3 of this submission. The revised specification will be
implemented from the next stability time points i.e. 18 months and onwards.

Reviewer’s Conclusion:

The firm provided up to 12 months long term stability data as per the original DP
specification. The firm stated that the revised specification will be implemented from the
18th-month time point. The firm’s response is satisfactory and the 24 months expiration
date is acceptable.

Deficiency 11: Please provide all accrued room temperature stability data in your next
amendment.

Summary of Firm’s Response: Not Satisfactory
Please refer to the response of Q #10.

Reviewer’s Conclusion:
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The firm provided up to 12 months long term stability data. All tests are within the
revised DP specification with the exception of the dissolution test. No obvious trend is
observed. The dissolution results meet the original dissolution specification, while some
do not meet the revised dissolution specification at NLT 80% in 30 minutes at S1 stage,
as summarized in the table below. The firm revised the dissolution specification from
NLT 75% (Q) of Sacubitril and Valsartan in 30 minutes to NLT 80% (Q) of Sacubitril
and Valsartan in 30 minutes. The biopharma review is adequate as of 2/28/2020 reviewed
by Churg Chan. The reviewer checked the dissolution data under accelerated conditions
which were provided in the original submission and most results meet the current
specification. The product will pass the dissolution test at S2 stage. The risk on product
quality is low. However, a deficiency will be conveyed to the firm regarding the
dissolution.

Summary of the dissolution result that failed the revised dissolution spec. is shown in the
table below.

Strength Batch # Time points
Sacubitril OOS at 9th month at CRT
El1301224 Valsartan OOS at 9th month at CRT
49 mg/51 mg [ E1801115 Sacubitril OOS at 6th month at CRT
E1801016 Valsartan OOS at 6th month at CRT
E1801226 Valsartan OOS at 6th month at CRT
E1801021 Valsartan OOS at 12th month at CRT
E1801121 Valsartan OOS at 9th month at CRT
Sacubitril OOS at 6th, 12th-month at CRT
E1801231 Valsartan OOS at 6th month at CRT
Sacubitril OOS at 6th month at ACC
Sacubitril OOS at 9th month at CRT
Elsl.252 Valsartan OOS at 9th month at CRT
E1801024 Valsartan OOS at 6th month at CRT
E1801124 Sacubitril OOS at 6th month at CRT
97 mg/103 mg Valsartan OOS at 6th month at CRT
Sacubitril OOS at 6th, 12th-month at CRT
B1801254 Valsartan OOS at 6th, 12th-month at CRT
E1801025 Sacubitril OOS at 6th, 9th, 12th-month at CRT
Valsartan OOS at 6th, 9th, 12th-month at CRT
Sacubitril OOS at 6th month at CRT
H1801125 Valsartan OOS at 6th month at CRT
E1801026 Sacubitril OOS at 9th month at CRT
Sacubitril OOS at 6th month at CRT
E1801120 Valsartan OOS at 6th month at CRT

New deficiency in review #1, IR#1:
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Please be reminded that the dissolution specification has been revised to NLT 80% (Q) of
Sacubitril and Valsartan in 30 minutes. As per the available stability data at controlled
room temperature and under accelerated condition, your drug product did not meet the
current dissolution specification at S1 stage at some time points. More stability data
should be provided to demonstrate that your drug product meets the current dissolution
specification. Note that sometimes Stage 2 testing, and occasionally Stage 3 testing may
be needed.

Summary of the deficiencies in review #1, IR#1:

A. Drug substance:

il

We acknowledge you provided analytical method for NDMA and NDEA in drug
substance. However, we could not locate the method validation report for the said
method. Please provide the same.

B. Drug product

1

2.

Please further tighten the assay limit for the drug product stability specification to
be within 5% of the label claim.

The total impurity specification is much higher than the actually observed
impurity results. Please further tightened the limit for total Impurities in your drug
product release and stability specifications based upon the batch experience or
justify them by comparison with RLD results acquired using the same method of
analysis.

Please be reminded that the dissolution specification has been revised to NLT
80% (Q) of Sacubitril and Valsartan in 30 minutes. As per the available stability
data at controlled room temperature and under accelerated condition, your drug
product did not meet the current dissolution specification at S1 stage at some time
points. More stability data should be provided to demonstrate that your drug
product meets the current dissolution specification. Note that sometimes Stage 2
testing, and occasionally Stage 3 testing may be needed.
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CHAPTER I: DRUG SUBSTANCE

1QA ANDA Assessment Guide Reference

Drug Substance Name Sacubitril-Valsartan 3Na Complex
DMF Number (If Applicable) | 033647
DMF Status Inadequate - Major
DMF Holder Laurus Labs Limited
Overall Assessment Recommendation for DS: DRL
Theme:
& N/A [0 Other (Requires Division Director Approval)
O DMF O Due to Consult
O New DS Batch

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.

Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.

Highlight Key Issues from Last Cycle and Their Resolution:
N/A - This is the review of original ANDA

Concise Description of Outstanding Issues:
Choose an item.

Select Number of Approved Comparability Protocols: 0

OPQ-XOPQ-TEM-0002v01 Page 25 Effective Date: February 1, 2019
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ON

Nomenclature/Chemical
name

S.1 GENERAL INFORMATI

Tri sodium [3-((1S,3R)-1-biphenyl-4-ylmethyl-3-
ethoxycarbonyl -1-butylcarbamoyl)propionate-(5)-3’-
methyl-2’-(pentanoyl {2”-(tetrazol-5-ylate) biphenyl-4’-
ylmethyl }amino)butyrate]

(or)

Tri sodium (4-{[(1S,3R)-1-([1,1’-biphenyl-4-ylmethyl-4-
ethoxy-3-methyl-4-oxobutyl]Jamino }-4-oxobutanoate)(N-
pentanoyl-N-{2’-(1H-tetrazol-1-id-5-yl) [1,1’-biphenyl]-
4-yllmethyl }-L-valinate)

Sacubitril Valsartan

4-{[(18,3R)-1-([1,1"-
Biphenyl] -4-ylmethyl)-4-
ethoxy -3-methyl-4-
oxobutyl]lamino }-4-
oxobutanoic acid

N-Pentanoyl-N-{[2'-(1H-
tetrazol-5-yl)[1,1'-
biphenyl] -4-ylJmethyl }-L-
valine

International Non-

proprietary Name (INN) | | ot reported
Compendial Name

(WHO) Not reported

United States Adopted -

Name (USAN) Sacubitril and valsartan

Molecular Structure

INa+

Sacubtril-Valsartan 3Na Complex

Molecular Formula

CygHssNgOsg.3Na

CAS number

936623-90-4

Relative Molecular mass

912.95

Pharmacological Class

Angiotensin II receptor and neprilysin inhibitor for the
treatment of chronic heart failure (NYHA Class I1-IV)

and reduced ejection fraction.

| Physical form | : | White to off-white solid |
(b)(4)
OPQ-XOPQ-TEM-0002v01 Page 26 Effective Date: February 1, 2019
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FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.




U.S. FOOD & DRUG

ADMINISTRATION

Assessment: Adequate
Assessment: Choose an item.
N/A

R REGIONAL INFORMATION
Comparability Protocols X N/A O (See Below)

Assessment: Choose an item.

Lifecycle Management Considerations

DRUG SUBSTANCE LIST OF DEFICIENCIES:

1.

(]

OPQ-XOPQ-TEM-0002v01 Page 50 Effective Date: February 1, 2019
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ADMINISTRATION

CHAPTER II: DRUG PRODUCT

1QA ANDA Assessment Guide Reference

Overall Assessment Recommendation: Discipline Review Letter (DRL)

Theme:
X N/A O Unacceptable Analytical Methods
O Unqualified Impurity O Application Quality
O New DP Batch 0 Pharmaceutical Equivalence
O Product Design O Product Safety
O Other (Requires Division Director
O Failing Stability Data Approval)
[J Application Completeness [0J Due to Consult

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.

Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.

Assessment Summary:
Initial
Risk Comments Comments*
Ranking

Physical
stability 36

(solid Medium

state)

Stability

Content
uniformity

OPQ-XOPQ-TEM-0002v01 Page 51 Effective Date: February 1, 2019
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(0)(4)

Note: This table will be updated in Executive Summary at time of approval.

Microbial
limits
Dissoluti 48
Medium

Highlight Key Issues from Last Cycle and Their Resolution: N/A

Concise Description of Outstanding Issues (List Bullet Points with Key
Information and Update as Needed): See the deficiency letter

Select Number of Approved Comparability Protocols: 0

List Current Quality Endorsement Status:

USP monograph for Drug Product and compliance (current USP) — status: Not USP
Dissolution status: specifications are not finalized with Biopharmaceutics, and
implemented, and stability data complies with revised specifications (if applicable) to
confirm shelf life proposal. Biopharm review is inadequate.

Elemental impurity compliance with ICH Q3D — status: Adequate

Number of Comparability protocols included: __ 0

OPQ-XOPQ-TEM-0002v01 Page 52 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

RLD versus Generic Product — NOT FOR FOIA

OPQ-XOPQ-TEM-0002v01 Page 53 Effective Date: February 1, 2019
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* For repacking purpose only

P.1 DESCRIPTION AND COMPOSITION

Component/Composition of Sacubitril and Valsartan Tablets 24 mg/26 mg, 49
mg/51 mg and 97 mg/103 mg

Compenitial| Pharmacentical | ~ =8 | Oms/ (| Ofmyl o

. Reference |  Functio 26mg | Simg | 103mg
. . (mg/ Tablet)
Intra-granular materials
Sacubitril-Valsartan 3Na In-House Active
Complex” Ingredient
Low-substituted gred
hydroxypropylcellulose| b)) || USPNF

Microcrystalline Cellulose
)¢ I e b 4
rospovidone| (b)(4)
(b)(4) | oEeRy (b) (4)
[Silicon dioxide]  (b)(4)

(o0 ~ | USPNF
Magnesium Stearate| (D)(4) | o
(b)(4) |
[Weight of Coated Tablet [ 103.000 | 206.000 | 412.000 [100.000
OPQ-XOPQ-TEM-0002v01 Page 54 Effective Date: February 1, 2019
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information obtained from a person and privileged or confidential.




U.S. FOOD & DRUG

ADMINISTRATION

(0)(4)

Assessment: Inadequate

R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15

(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment 1s hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate

Methods Validation or Verification Package

Assessment: Adequate

Comparability Protocols

Assessment: Choose an item.
N/A

Lifecycle Management Considerations

OPQ-XOPQ-TEM-0002v01 Page 106 Effective Date: February 1, 2019
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ADMINISTRATION

DRUG PRODUCT LIST OF DEFICIENCIES

1.

2.

3- b 4
4.

5.

6- b 4

7

OPQ-XOPQ-TEM-0002v01 Page 107 Effective Date: February 1, 2019
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10.

1) 1

OPQ-XOPQ-TEM-0002v01 Page 108 Effective Date: February 1, 2019

Page 1051 of 1492



ADMINISTRATION

U.S. FOOD & DRUG

CHAPTER Illl: ENVIRONMENTAL

1QA ANDA Assessment Guide Reference

R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15
(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment is hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate
OPQ-XOPQ-TEM-0002v01 Page 109 Effective Date: February 1, 2019
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CHAPTER IV: LABELING

1QA ANDA Assessment Guide Reference

R REGIONAL INFORMATION
1.14 Labeling

Labeling & Prescribing Information

DESCRIPTION (Rx insert or Active Ingredient(s), and Inactive Ingredients in
DRUG FACTS for OTC):

Is the information accurate? [ Yes [ | No
If “No,” explain.

Is the drug product subject of a USP monograph? [ ] Yes [X No

If “Yes,” does labeling have accurate USP statement in the DESCRIPTION (for
Rx) or Other Information section of DRUG FACTS (for OTC)?

[JYes [ INo [ ]Statement not needed

If NO, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)

i) Is the information accurate? [X Yes [ | No
If “No,” explain.
ii) Are the storage conditions acceptable? X Yes [ | No

If “No,” explain.

DOSAGE AND ADMINISTRATION section, for injectables, and where applicable:

Is tamper evident feature provided in the container/closure for the OTC
products or Controlled Substance (Cll — CIV) products? [ | Yes [ | No
[ ] N/A (NOT OTC or Controlled Substance)

If “No,” explain.

OPQ-XOPQ-TEM-0002v01 Page 110 Effective Date: February 1, 2019
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For solid oral drug products, only: drug product length(s) of commercial
batch(es):

Dimension (mm) .
ANDA Strength (Length x Width) Imprint Code
Violet white color, oval, biconvex film-coated
24mg/26mg 9.11x 5.08 tablets debossed with “S5” on one side and

plain on the other side.

Pale yellow color, oval, biconvex film-coated
49mg/51mg 12.75x5.90 tablets debossed with “S1” on one side and
plain on the other side.

Light pink color, oval, biconvex film-coated
97mg/103mg 12.57 x 6.85 tablets debossed with “S2” on one side and
plain on the other side.

Send issue to the Labeling assessor through the Platform with a list of
quality-related labeling deficiencies and also record reference number or link
for all the issues:

Issue Description Issue Reference Number or Link

LABELING LIST OF DEFICIENCIES
None

OPQ-XOPQ-TEM-0002v01 Page 111 Effective Date: February 1, 2019
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ATTACHMENT II: List of All Deficiencies

A. Drug Substance Deficiencies

1.

B. Drug Product Deficiencies

" (0)(4)

C. Labeling Deficiencies

None

(END OF DRUG PRODUCT QUALITY ASSESSMENT)

Signature Block:

Primary DP Assessor: Xihong Wang Date:  12/19/19;
3/31/2020;
1/22/2021

Secondary DP Assessor: Marco Bennett Date: 12/19/2019;
04.01.2020;
04.14.2020;
01.22.2021

OPQ-XOPQ-TEM-0002v01 Page 112 Effective Date: February 1, 2019
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ETVED, QUALITY ASSESSMENT -
|t e s o e e
MANUFACTURING INTEGRATED ASSESSMENT
Application ID ANDA 213676
Drug Product Name | Sacubitril and Valsartan Tablets
Strengths 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg
Dosage Form Tablets
Administration Route | Oral

o (b)(4)

Applicant Name Laurus Labs Limited ) .

RLD Number 207620

|. Manufacturing Summary
Facility Assessment Recommendation: Adequate
Process Assessment Recommendation: Adequate

Assessment Summary:

Sacubitril and Valsartan Tablets 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg is
manufactured using| (b)(4)

The DS manufacturer, DP manufacturer, Critical Intermediate manufacturer and
external testing facility are recommended for approval based on compliance history,
acceptable profile codes and experience in the proposed responsibilities.

List Submissions being assessed (Table):

Document Description (SD #) Date Received
Original (SD# 0001) 07/08/2019
Response to IR (SD# 0003) 09/16/2019
Response to IR (SD#0007) 02/06/2020
Response to IR (SD#0008) 03/02/2020
Response to CR (SD#0009) 07/01/2020

Highlight Key Issues from Last Cycle and Their Resolution: 13t Cycle

Review #1

(b)(4)

- E - r 4

Page 1 of 35
OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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QUALITY ASSESSMENT

CEann o8 D Do istion 2 Emans

Review #2

(0)(4)

Concise Description of Outstanding Issues (List bullet points with key
information and update as needed):

- None

List Number of Comparability Protocols: None

1. Lifecycle Management Considerations

Post-approval inspection? | No

Page 2 of 35

Lifecycle considerations No
Choose an item.
2. Facilities Table
Facility name Responsibilities and profile
FEI Status
and address code(s)
Laurus Labs Limited, (b)(4) |
(b)(4) Approve -
ST Based on
Plot No. 19, 20 and 21, Western | 5011538548 Previous
Sector, APSEZ, Atchutapuram , History
Visakhapatnam, Andhra Pradesh,
India, 531011
Laurus Labs Limited| (b)(4) | b :I
( b) (4) Approve -
Plot No. 21, Jawaharlal Nehru S0TORIG64 B‘ff‘fl o
Pharma City Parawada,
Visakhapatnam, Andhra Pradesh ,
India, 531021
Laurus Labs Limited, (pb)(4
Approve -
Plot No. 18, Jawaharlal Nehru Based on
Pharma City Parawada, SDTOEA0GS Previous
Visakhapatnam, Andhra Pradesh, History
India, 531021
Approve -
Based on
PAI

OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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QUALITY ASSESSMENT

using
704(a)(4))

Withdrawn
Per

amendment
dated
07/01/2020

Approve -
Based on
PAI
(In lieu of
PAl,
documents
assessed

using
704(a)(4))

Page 3 of 35
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~ auautyassessment gl

MF033647 (033647 - 0002 - (2) - 2019-07-22 - ORIG-1 /Quality/Response To Information Reguest) -
control-of-materials (#4)

* Note Linhai Tianyu Pharmaceutical Co is already included in from 356h of the application.
ll. Drug Product Manufacturing

1. Batch Formula
Comparative Quantitative Batch Formula Composition

(Exhibit Batch vs Intended Commercial Batch)
The comparative batch formula of exhibit batches and intended commercial batches of Sacubitril
and Valsartan Tablets 24 mg/26 mg. 49 mg/51 mg and 97 mg/103 mg is presented in below
table:

Exhibit Batch Size MC«;':enhlBatd
__(b)(4) | _(0)4)
Standard | ouantity per per | Quantity per | Quantity
batch WQ""“’,“ wiw) batch per batch
(kg) (kg) Yo (w/w)
Intra-granular Part
Sacubitril-Valsartan 3Na Complex® | In-House
Low-substituted
hydroxypropylcellulose| (b)(4) | Rk
Microcrystalline Cellulose
_ (0)4) | ———
& idone | (b)(4
s | (b)(4) S
Silicon dioxide. __ (D)(4) | | USP-NF
Magnesium Stearate USP-NF
(b)(4) |
(b)(4) : (b)(4) | 1e0%0 [ 10000
Page 4 of 35
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(b) (4)
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information obtained from a person and privileged or confidential.




QUALITY ASSESSMENT

- ey —— _i

V. List of Outstanding Information Request/Deficiencies:

Outstanding Deficiencies Collation Table

None

VI. Signature Block

Round# | Primary Secondary & | Date of Assessment | Facility
Name Other Names | Completion | Outcome OMIR

1 Mesfin Abdi Jean Tang 12/5/2019 IR Withheld
11/12/2019 12/04/2019

2 Mesfin Abdi Jean Tang 2/19/2020 IR Withheld
02/13/2020 02/19/2020

3 Mesfin Abdi Jean Tang 4/29/2020 Adequate Withheld
03/03/2020 03/13/2020
04/28/2020 04/29/2020

Page 34 of 35

OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019

Page 1090 of 1492




QuALITY assessment gl

Mesfin Abdi Jean Tang 12/23/2020 | Adequate Approve
12/18/2020 12/23/2020

Page 35 of 35
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RECOMMENDATION

O Approval

O Complete Response-Minor

X Complete Response-Major

OO0 Complete Response-Major-Facilities Only

CR-Major DMF Justification:
Inadequate selection or justification of starting materials: Submission
of additional information or new batch is needed. Upon receipt, the
review of this information will require substantial expenditure of FDA
resources.

. (b)(4) . |

b)(4) : New toxicology studies are requested (b)(4) |

b)(4) |and the review of these studies requires substantial
expenditure of FDA resources and will potentially affects other
aspects of the application and the related conclusions.

Facilities Justification:

The facilities deficiencies have been classified as MAJOR because
one or more facilities were found inadequate at the time of action due
to inspectional deficiencies as noted in Appendix A, Section A(6)(a) of
the Guidance for Industry, ANDA Submissions - Amendments to
Abbreviated New Drug Applications Under GDUFA (July 2018). Note
that after the deficiencies have been purportedly resolved, FDA must
assess the resolution of the cited deficiencies during the next review
cycle. This assessment, upon receipt of an amendment responding to
this deficiency, in FDA's judgement, will require substantial
expenditure of FDA resources.

OPQ-XOPQ-TEM-0002v01 Page 1 Effective Date: February 1, 2019
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ANDA 213676

Assessment #1
Drug Product Name Sacubitril and Valsartan Tablets
Dosage Form Capsules
Strength 24mg/26mg, 49mg/51mg and 97mg/103mg
Route of Administration Oral
Rx/OTC Dispensed Rx
Applicant Laurus Labs Limited
US agent, if applicable PharmaQ, Inc.

Submission(s) Assessed

Document | Discipline(s)
Date Affected

Original/Initial Submission

07/07/2019 | Quality

Amendment Correspondence/Amendment
Verification Statement - Quality/Response To
Information Request

09/16/2019 | Quality

Amendment Correspondence/Amendment
Verification Statement; Quality/Response to
Discipline Review Letter

02/06/2020 | Quality

Quality/Response To Information Request;
Amendment Correspondence/Amendment
Verification Statement

03/02/2020 | Quality

QUALITY ASSESSMENT TEAM
Discipline Primary Assessor Secondary Assessor
Drug Master File Xihong Wang Marco A. Bennett
Drug Product Xihong Wang Marco A. Bennett
Facility Mesfin Abdi Jean Tang
Biopharmaceutics Churg Chan Om Anand
Regulatory Business Kevin Ninan
Process Manager
Application Technical Marco A. Bennett
Lead
Laboratory (OTR)
Environmental
OPQ-XOPQ-TEM-0002v01 Page 2 Effective Date: February 1, 2019
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QUALITY ASSESMENT DATA SHEET
IQA ANDA Assessment Guide Reference

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:
DMF # |Type Holder Item Referenced Status Date l(:ommanul
Reviewed
- Sacubitril-Valsartan 3Na Inadequate )
33647 Il | Laurus Labs Limited Complex -Major 12/18/2019| Xianru Sun

Other DMF: O N/A

X (See Below)

(b)(4)

OPQ-XOPQ-TEM-0002v01

Page 3

Page 1095 of 1492

Effective Date: February 1, 2019



U.S. FOOD & DRUG
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B. OTHER DOCUMENTS: IND, RLD, RS, Approved ANDA

Document A';l':::ﬁ:g? 2 Brand Name Description
NDA (RLD) NDA 207620 | ENTRESTO® ENTRESTO® (sacubitril and valsartan) tablets 24
(sacubitril and mg/26 mg, 49 mg/51 mg and 97 mg/103 mg,
valsartan) tablets manufactured by Novartis Pharmaceuticals
Corporation. Approval date: 07/07/2015

2. CONSULTS: None

Discipline

Status Recommendation Date Assessor

Biostatistics

Pharmacology/Toxicology

CDRH-ODE

CDRH-OC

Clinical

Other

OPQ-XOPQ-TEM-0002v01 Page 4 Effective Date: February 1, 2019
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ADMINISTRATION

ABBREVIATED EXECUTIVE SUMMARY (CR ONLY)
IQA ANDA Assessment Guide Reference

RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY
Major

QUALITY ASSESSMENT OVERVIEW

A. Drug Substance: Inadequate-Major
1. Primary Justification:

Inadequate selection or justification of starting materials: Submission of
additional information or new batch is needed. Upon receipt, the review of this
information will require substantial expenditure of FDA resources.

| (b)(4) New
toxicology studies are requested (b)(4) |and the review of
these studies requires substantial expenditure of FDA resources and will
potentially affects other aspects of the application and the related conclusions.

2. Secondary Justification (if necessary): None
3. Tertiary Justification (if necessary): None
4. Insert additional justification below (if necessary): None

Drug Product: Inadequate-Major

1. Primary Justification: See above DS justifications.

2. Secondary Justification (if necessary): None

3. Tertiary Justification (if necessary): None

4. Insert additional justification below (if necessary): None

OPQ Labeling: Adequate

B. Manufacturing: Adequate
1. Primary Justification: None

OPQ-XOPQ-TEM-0002v01 Page 5 Effective Date: February 1, 2019
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2. Secondary Justification (if necessary): None
3. Tertiary Justification (if necessary): None
4. Insert additional justification below (if necessary): None

Facilities: Major

Justification: The facilities deficiencies have been classified as MAJOR
because one or more facilities were found inadequate at the time of action
due to inspectional deficiencies as noted in Appendix A, Section A(6)(a) of the
Guidance for Industry, ANDA Submissions - Amendments to Abbreviated
New Drug Applications Under GDUFA (July 2018). Note that after the
deficiencies have been purportedly resolved, FDA must assess the resolution
of the cited deficiencies during the next review cycle. This assessment, upon
receipt of an amendment responding to this deficiency, in FDA's judgement,
will require substantial expenditure of FDA resources

C. Biopharmaceutics: Adequate
1. Primary Justification:
2. Secondary Justification (if necessary):
3. Tertiary Justification (if necessary):
4. Insert additional justification below (if necessary)

D. Microbiology: Adequate
1. Primary Justification:
2. Secondary Justification (if necessary):
3. Tertiary Justification (if necessary):
4. Insert additional justification below (if necessary)

OPQ-XOPQ-TEM-0002v01 Page 6 Effective Date: February 1, 2019
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E. List of Deficiencies for Complete Response

1. Overall Quality Deficiencies - Optional (Deficiencies that affect multiple
sub-disciplines): None

2. Drua Substance Deficiencies

1)

3. Drua Product Deficiencies

1)

2)

3)

4)

4. Labeling Deficiencies (Please contact OGD if you identify any Labeling
deficiencies with your comments)

5. Manufacturing Deficiencies
a. Facility

OPQ-XOPQ-TEM-0002v01 Page 7 Effective Date: February 1, 2019
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1)

b. Process
None

6. Biopharmaceutics Deficiencies
None

7. Microbiology Deficiencies
None

8. Other Deficiencies (Specify discipline, such as Environmental)
None

Application Technical Lead Name and Date: Marco A. Bennett, 04.30.2020

OPQ-XOPQ-TEM-0002v01 Page 8 Effective Date: February 1, 2019
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QuALITY assessment i)

MANUFACTURING INTEGRATED ASSESSMENT

Application ID ANDA 213676

Drug Product Name | Sacubitril and Valsartan Tablets

Strengths 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg
Dosage Form Tablets

Administration Route | Oral

— (b)(4)

Applicant Name Laurus Labs Limited ST

RLD Number 207620

I. Manufacturing Summary
Facility Assessment Recommendation: Inadequate - Major
THEME: Inadequate Facility - cGMP Withhold
JUSTIFICATION: The facilities deficiencies have been classified as MAJOR
because one or more facilities were found inadequate at the time of action due
to inspectional deficiencies as noted in Appendix A, Section A(6)(a) of the
Guidance for Industry, ANDA Submissions - Amendments to Abbreviated New
Drug Applications Under GDUFA (July 2018). Note that after the deficiencies
have been purportedly resolved, FDA must assess the resolution of the cited
deficiencies during the next review cycle. This assessment, upon receipt of an
amendment responding to this deficiency, in FDA's judgement, will require
substantial expenditure of FDA resources.
Process Assessment Recommendation: Adequate

Assessment Summary:

Sacubitril and Valsartan Tablets 24 ma/26 ma. 49 ma/51 ma and 97 ma/103 mg is
__manufactured using (h)(4) |

List Submissions being assessed (Table):

Document Description (SD #) Date Received
Original (SD# 0001) 07/08/2019
Response to IR (SD# 0003) 09/16/2019
Response to IR (SD#0007) 02/06/2020
Response to IR (SD#0008) 03/02/2020

Highlight Key Issues from Last Cycle and Their Resolution: 1%t Cycle

Page 1 of 36
OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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ETVED, QuALITY assessment i)
| o e o el Bt e

Review #1

(b)(4)

Concise Description of Outstanding Issues (List bullet points with key
information and update as needed):

- None

List Number of Comparability Protocols: None

1. Lifecycle Management Considerations

Post-approval inspection? | No

Lifecycle considerations | No

Choose an item.

2. Facilities Table

Facility name Responsibilities and profile
and address FEl code(s) Status

Laurus Labs Limited, (b)(4)

(b)(4) r—

T Based on
Plot No. 19, 20 and 21, Western | 011538548 Previous
Sector, APSEZ, Atchutapuram , History
Visakhapatnam, Andhra Pradesh,

India, 531011

@ (b)(4) |

Plot No. 21, Jawaharial Nehru Based on

Pharma City Parawada, PA
Visakhapatnam, Andhra Pradesh ,
India, 531021
Laurus Labs Limited | (b)(4)

Approve -
Plot No. 18, Jawaharlal Nehru Based on
Pharma City Parawada, 3007083664 Previous
Visakhapatnam, Andhra Pradesh, History
India, 531021

Page 2 of 36
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QuALITY AssessMENT ——glalain)

Approve -
Based on
PAI
In lieu of
PAI,
documents
assessed
using
704(a)(4)

(b)(4)

Approve -
Based on
PAl
In lieu of
PAI,
documents
assessed
using
704(a)(4)
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QUALITY ASSESSMENT

Il. Drug Product Manufacturing

1. Batch Formula

Page 4 of 36
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QuALITY assessment i)

Comparative Quantitative Batch Formula Composition
(Exhibit Batch vs Intended Commercial Batch)

The comparative batch formula of exhibit batches and intended commercial batches of Sacubitril
and Valsartan Tablets 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg is presented in below

table:
Eﬂién‘a,ms“ Intended Commercial Batch
Standard | Guantity per Quantity per | Quantity
Quantity per
batch | =0 batch per batch
(kg) wlw) (kg) %(W/W)
Intra-granular Part
Sacubitril-Valsartan 3Na Complex® | In-House
Low-substituted
hydmxypmpylcellulose| (b)(4) R
_[Micro ine Cellulose
[ (D)@ | e
Crospovidone| (b)(4)
 (b)4) \*F[ i
silicondioxide | (D)(4) | | usP-NF
| um Stearate
. (b)4) | )
(b)(4) | (b)(4) || 10000 " (0)4) || 10000
Page S of 36
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.




~ auautyassessment gl

V. List of Outstanding Information Request/Deficiencies:

Outstanding Deficiencies Collation Table

1.

VI. Signature Block

Round# Primary Secondary & Date of Assessment | Facility
Name Other Names Completion | Outcome OMIR
1 Mesfin Abdi Jean Tang 12/5/2019 IR Withheld
' 11/12/2019 12/04/2019
2 Mesfin Abdi Jean Tang 2/19/2020 IR Withheld
| 02/13/2020 02/19/2020
3 ' Mesfin Abdi Jean Tang 4/29/2020 Adequate Withheld
03/03/2020 03/13/2020
04/28/2020 04/29/2020

Page 35 of 36
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Digitally signed by Mesfin Abdi
Date: 4/30/2020 10:11:02AM
GUID: 576be52c0149a21475031e6689f12115

Digitally signed by Jean Tang
Date: 4/29/2020 02:51:50PM
GUID: 502d1ab500002aff2e492acb1fd0d645
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Iy U.S. FOOD & DRUG

ADMINISTRATION

DRUG PRODUCT QUALITY ASSESSMENT

ANDA 213676 (Review Cycle # 01, IR#1)
Sacubitril and Valsartan Tablets,

24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg

RECOMMENDATION

Complete Response-Major

[J Complete Response-Minor

[] Discipline Review Letter (DRL)
[] Information Request—IR x Days
[J Approval

Xihong Wang

Division of Immediate Release Products I/Branch 11

Office of Lifecycle Drug Products
Office of Pharmaceutical Quality

Page 1139 of 1492



pZY U.S. FOOD & DRUG

ADMINISTRATION

CR-Major DMF Justification:
Inadequate selection or justification of starting materials: Submission of
additional information or new batch is needed. Upon receipt, the review of
this information will require substantial expenditure of FDA resources.

o (b)(4) | |
(b)(4) New toxicology studies are requested (b)(4)

and the review of these studies requires substantial expenditure of FDA
resources and will potentially affects other aspects of the application and the
related conclusions.

OPQ-XOPQ-TEM-0002v01 Page 2 Effective Date: February 1, 2019
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(pZY U.S. FOOD & DRUG

ADMINISTRATION

Table of Contents
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ADMINISTRATION

U.S. FOOD & DRUG

ANDA 213676 (Assessment Cycle # 01)

_Drug Product Name Sacubitril and Valsartan Tablets
USP Monograph O Yes X No
| Strength_ 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg
| Dosage Form Tablets
Route of Administration Oral
Rx/OTC Dispensed X Rx O orc
ANDA Applicant Laurus Labs Limited
Second Floor, Serene Chambers, Road No.7, Banjara Hills
Hyderabad, Telangana
India, 500034
Drug Product Manufacturer
US agent, if applicable O NA (See Below)

Dr. Jose D. Gomes, Ph.D., President,
PharmaQ, Inc.

Waterview Plaza, 2001 Route 46, Suite 105
Parsippany, NJ 07054

Tel: +(1)-973-402-5300

Fax: +(1)-973-368-1145
Email: ijgomes@pharmag.net

Proposed Indication

(b)(4)

Submission(s) Assessed

Document Date| Discipline(s) Affected

Original (Subject of review #1)

07/08/2019 All

Amendment: Response to DRL-Labeling dated 10/25/19

11/07/2019 Labeling

(Subject of review #1)

Amendment: Response to DRL-Labeling dated 01/03/20 :

(Subject of review #1, IR#1) 02/06/2020 DP, Biopharm, Process
OPQ-XOPQ-TEM-0002v01 Page 4 Effective Date: February 1, 2019
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ADMINISTRATION

U.S. FOOD & DRUG

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:

QUALITY ASSESMENT DATA SHEET

1QA ANDA Assessment Guide Reference

DMF #

Type

Holder

Item Referenced

Status

Date
Reviewed

)

33647

I

Laurus Labs Limited

Sacubitril-Valsartan 3Na
Complex

Inadequate-
Major

12/18/2019

Xianru Sun

Other DMF: [J

N/A

X (See Below)

m

I

I

(b)(4)

OPQ-XOPQ-TEM-0002v01

Page 5

Page 1143 of 1492
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ADMINISTRATION

U.S. FOOD & DRUG

(b)(4) || ™

Colorcon

(0)(4)

B. OTHER DOCUMENTS: IND, RLD, RS, Approved ANDA
Document A%'::m:m Brand Name Description
NDA (RLD) | NDA 207620| ENTRESTO® ENTRESTOe® (sacubitril and valsartan) tablets
(sacubitril and 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg,

valsartan) tablets

manufactured by Novartis Pharmaceuticals
Corporation. Approval date: 07/07/2015

2. CONSULTS: None

Discipline

Status

Recommendation Date Assessor

Biostatistics

Pharmacology/Toxicology

CDRH-ODE

CDRH-OC

Clinical

Other

PART I. Review of Firm’s Response to Deficiencies

OPQ-XOPQ-TEM-0002v01 Page 6

Page 1144 of 1492
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U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER I: DRUG SUBSTANCE

1QA ANDA Assessment Guide Reference

Drug Substance Name Sacubitril-Valsartan 3Na Complex
DMF Number (If Applicable) | 033647
DMF Status Inadequate - Major
DMF Holder Laurus Labs Limited
Overall Assessment Recommendation for DS: DRL
Theme:
& N/A [0 Other (Requires Division Director Approval)
O DMF O Due to Consult
O New DS Batch

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.

Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.

Highlight Key Issues from Last Cycle and Their Resolution:
N/A - This is the review of original ANDA

Concise Description of Outstanding Issues:
Choose an item.

Select Number of Approved Comparability Protocols: 0

OPQ-XOPQ-TEM-0002v01 Page 7 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

ADMINISTRATION

ON

Nomenclature/Chemical
name

S.1 GENERAL INFORMATI

Tri sodium [3-((1S,3R)-1-biphenyl-4-ylmethyl-3-
ethoxycarbonyl -1-butylcarbamoyl)propionate-(S)-3’-
methyl-2’-(pentanoyl{2”-(tetrazol-5-ylate) biphenyl-4’-
ylmethyl }amino)butyrate]

(or)

Tri sodium (4-{[(1S,3R)-1-([1,1’-biphenyl-4-ylmethyl-4-
ethoxy-3-methyl-4-oxobutylJamino }-4-oxobutanoate)(N-
pentanoyl-N-{2’-(1H-tetrazol-1-id-5-yl) [1,1’-biphenyl]-
4-yllmethyl }-L-valinate)

Sacubitril Valsartan

4-{[(18,3R)-1-([1,1"-
Biphenyl] -4-ylmethyl)-4-
ethoxy -3-methyl-4-
oxobutyl]amino }-4-
oxobutanoic acid

N-Pentanoyl-N-{[2'-(1H-
tetrazol-5-yD)[1,1'-
biphenyl] -4-ylJmethyl}-L-
valine

International Non-
proprietary Name (INN)

Not reported

Compendial Name
(WHO)

Not reported

United States Adopted
Name (USAN)

Sacubitril and valsartan

Molecular Structure

INa+

Sacubtril-Valsartan 3Na Complex

Molecular Formula

C4 SHj 5N603. 3Na

CAS number

936623-90-4

Relative Molecular mass

012.95

Pharmacological Class

Angiotensin II receptor and neprilysin inhibitor for the
treatment of chronic heart failure (NYHA Class II-IV)
and reduced ejection fraction.

Physical form

White to off-white solid

OPQ-XOPQ-TEM-0002v01

Page 8 Effective Date: February 1, 2019
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.




U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER II: DRUG PRODUCT

1QA ANDA Assessment Guide Reference

Overall Assessment Recommendation: Discipline Review Letter (DRL)

Theme:
X N/A O Unacceptable Analytical Methods
O Unqualified Impurity O Application Quality
O New DP Batch 0 Pharmaceutical Equivalence
O Product Design O Product Safety
O Other (Requires Division Director
O Failing Stability Data Approval)
[J Application Completeness [0J Due to Consult

Justification: view justification statements found at: Justification Statements

Paste appropriate justification statement(s) here or insert “N/A” if not
applicable.

Other (Requires Division Director Approval)- Assessor writes justification
here if “other” selected as theme.

Assessment Summary:
Updated Risk
Initial
Risk Comments mﬂ : afbex Comments*
poamia.) #1, IR#1
Physical
stability 36
(solid Medium
state)
Chemical
Stability Medium
s =
Content
uniformity
OPQ-XOPQ-TEM-0002v01 Page 33 Effective Date: February 1, 2019

Page 1171 of 1492



U.S. FOOD & DRUG

ADMINISTRATION

(0)(4)

Microbial
limits
Dissoluti 48
Medium

Note: This table will be updated in Executive Summary at time of approval.

Highlight Key Issues from Last Cycle and Their Resolution: N/A

Concise Description of Outstanding Issues (List Bullet Points with Key
Information and Update as Needed): See the deficiency letter

Select Number of Approved Comparability Protocols: 0

List Current Quality Endorsement Status:

USP monograph for Drug Product and compliance (current USP) — status: Not USP
Dissolution status: specifications are not finalized with Biopharmaceutics, and
implemented, and stability data complies with revised specifications (if applicable) to
confirm shelf life proposal. Biopharm review is inadequate.

Elemental impurity compliance with ICH Q3D — status: Adequate

Number of Comparability protocols included: __ 0

OPQ-XOPQ-TEM-0002v01 Page 34 Effective Date: February 1, 2019
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ADMINISTRATION

U.S. FOOD & DRUG

RLD versus Generic Product — NOT FOR FOIA

OPQ-XOPQ-TEM-0002v01 Page 35 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

ADMINISTRATION

* For repacking purpose only

P.1 DESCRIPTION AND COMPOSITION

Component/Composition of Sacubitril and Valsartan Tablets 24 mg/26 mg, 49
mg/51 mg and 97 mg/103 mg

24mg/ | 49mg/ | 97mg/
I — Compendial l‘harmawu;ka! 26mg Simg | 103 %w/w

(mg/ Tablet)

Intra-granular materials

o In-House Active
Complex” Ingredient
Low-substituted

[hydroxypropylceltulose| (b)(4) | USP-NF

[Microcrystalline Cellulose

)@ | USP-NF b 4
Crospovidone | (b)(’ﬂf USP-NF ( b) (4)

[Magnesium Stearaie| (0)(4) |

[ B)@d) | ]

[Weight of Coated Tablet 103.000 | 206.000 | 412.000 | 100.000

3 Sil.ic_cTn dmmde'dQl(&U USP-NF
I

OPQ-XOPQ-TEM-0002v01 Page 36 Effective Date: February 1, 2019
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.




U.S. FOOD & DRUG

ADMINISTRATION

R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15
(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment is hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate

Methods Validation or Verification Package

Assessment: Adequate

Comparability Protocols

Assessment: Choose an item.
N/A

Lifecycle Management Considerations

DRUG PRODUCT LIST OF DEFICIENCIES

1.

OPQ-XOPQ-TEM-0002v01 Page 89 Effective Date: February 1, 2019
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.




ADMINISTRATION

U.S. FOOD & DRUG

CHAPTER Illl: ENVIRONMENTAL

1QA ANDA Assessment Guide Reference

R REGIONAL INFORMATION

Environmental

e Laurus Labs Limited states that for this Abbreviated New Drug Application (ANDA)
we are subject to a categorical exclusion from the requirement to prepare an
Environmental Assessment Statement, as per 21 CFR § 25.30, 25.31, 25.33 and 25.15
(d).

e This ANDA is for the drug product which will not be indicated for administration at a
higher dose level, nor for a longer duration, or for different indications than those that
are in effect. No extraordinary circumstances, as outlined in 21 CFR § 25.21, exist.
Hence, a categorical exclusion from the requirement to prepare an Environmental
Assessment is hereby requested.

e Also, Laurus Labs Limited, hereby states that we are in compliance with all federal,
state and local environmental laws.

Assessment: Adequate
Adequate
OPQ-XOPQ-TEM-0002v01 Page 92 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER IV: LABELING

1QA ANDA Assessment Guide Reference

R REGIONAL INFORMATION
1.14 Labeling

Labeling & Prescribing Information

DESCRIPTION (Rx insert or Active Ingredient(s), and Inactive Ingredients in
DRUG FACTS for OTC):

Is the information accurate? [X Yes |:| No
If “No,” explain.

Is the drug product subject of a USP monograph? [ ] Yes [X] No

If “Yes,” does labeling have accurate USP statement in the DESCRIPTION (for
Rx) or Other Information section of DRUG FACTS (for OTC)?

[JYes [ INo [ ]Statement not needed

If NO, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)

i) Is the information accurate? [X Yes [ | No
If “No,” explain.
ii) Are the storage conditions acceptable? X Yes [ | No

If “No,” explain.

DOSAGE AND ADMINISTRATION section, for injectables, and where applicable:

Is tamper evident feature provided in the container/closure for the OTC
products or Controlled Substance (Cll — CIV) products? [ | Yes [ | No
[_] N/A (NOT OTC or Controlled Substance)

If “No,” explain.

OPQ-XOPQ-TEM-0002v01 Page 93 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

ADMINISTRATION

For solid oral drug products, only: drug product length(s) of commercial
batch(es):

Dimension (mm) .
ANDA Strength (Length x Width) Imprint Code
Violet white color, oval, biconvex film-coated
24mg/26mg 9.11x 5.08 tablets debossed with “S5” on one side and

plain on the other side.

Pale yellow color, oval, biconvex film-coated
49mg/51mg 12.75x5.90 tablets debossed with “S1” on one side and
plain on the other side.

Light pink color, oval, biconvex film-coated
97mg/103mg 12.57 x 6.85 tablets debossed with “S2” on one side and
plain on the other side.

Send issue to the Labeling assessor through the Platform with a list of
quality-related labeling deficiencies and also record reference number or link
for all the issues:

Issue Description Issue Reference Number or Link

LABELING LIST OF DEFICIENCIES
None

OPQ-XOPQ-TEM-0002v01 Page 94 Effective Date: February 1, 2019
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2y U.S. FOOD & DRUG

ADMINISTRATION

ATTACHMENT II: List of All Deficiencies

A. Drug Substance Deficiencies

1.

B. Drug Product Deficiencies

L.

2,

C. Labeling Deficiencies

None

(END OF DRUG PRODUCT QUALITY ASSESSMENT)

Signature Block:

Primary DP Assessor: Xihong Wang Date:  12/19/19;
3/31/3030
Secondary DP Assessor: Marco Bennett Date:  12/19/2019;
04.01.2020;
04.14.2020
OPQ-XOPQ-TEM-0002v01 Page 95 Effective Date: February 1, 2019
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ADMINISTRATION

OPQ-XOPQ-TEM-0002v01 Page 96 Effective Date: February 1, 2019
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Digitally signed by Marco A. Bennett
Date: 4/17/2020 08:08:25AM
GUID: 508da705000289bae41af5c5413d8455

Digitally signed by Xihong Wang
Date: 4/16/2020 09:57:36AM
GUID: 508da7410002ba99af7b0597dc38d164
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QUALITY ASSESSMENT

List of Deficiencies for DRL

A. Drug Substance Deficiencies

1.

B. Drug Product Deficiencies

1.

OPQ-XOPQ-TEM-0001v03 Page 1 of § Effective Date: 18 Feb 2016
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QUALITY ASSESSMENT

(0)(4)

(0)(4)
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Gl ouaurrvassessvent i)

C. Environmental Analysis Deficiencies
D. Labeling Deficiencies

E. Process Deficiencies
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‘-l.lm-h QUALITY ASSESSMENT m
¢ QUALITY ASSESSMENT Qg A

F. Facilities Deficiencies:
None

G. Biopharmaceutics Deficiencies
1. Based on the provided information and data, the proposed dissolution method
(USP II at 50 rpm /900 mL of pH 6.8 phosphate buffer) is deemed adequate for
quality control testing of the proposed drug product. However, the provided
dissolution data support| (b)(4) | dissolution acceptance criteria and therefore the
proposed acceptance criterion is not acceptable. Implement the following
acceptance criteria for your proposed product, Sacubitril and Valsartan Tablets:

Update your drug product release and stability specifications accordingly. In
addition, please be advised, that all proposed exhibit batches are expected to meet
these revised dissolution specifications in your stability program through your
proposed expiry period. If dissolution failures are observed on stability, these
should be described. Discuss any corrective actions to avert such dissolution

failures and provide data from a new batch to demonstrate correction of the issue,
if needed.

- (b)(4)
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g-na-h QUALITY ASSESSMENT m
‘ _ e el

[(N=12, individual, mean, CV%)] for the bio-batch and at least one batch of other
__streneths using this new dissolution method. | (b)(4) |

H. Microbiology Deficiencies

None

OVERALL ASSESSMENT AND SIGNATURES:

Application Technical Lead Name and Date: Marco Bennett, 12/31/2019
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH
DATE: 8/19/2019
0 Office of Bioequivalence
Office of Generic Drugs
FROM: Division of Generic Drug Bioequivalence Evaluation (DGDBE)

Office of Study Integrity and Surveillance (OSIS)

SUBJECT: Decline to conduct an on-site inspection

RE: ANDA

Anal (b)(4)

ANDA

The Division of Generic Drug Bioequivalence Evaluation (DGDBE) within the Office of Study
Integrity and Surveillance (OSIS) determined that an inspection is not warranted at this time for the
site listed below. The rationale for this decision is noted below.

OSIS inspected the site in February 2018, which falls within the surveillance interval. The inspection
was conducted under the following submissions: ANDAs|

(b)(4)

Rationale

(b)(4)

The final classification for the inspection was No Action Indicated (NAI).

Therefore, based on the rationale described above, an inspection is not warranted at this time.

Inspection Site
Facility Type Facility Name Facility Address
- s Plot No. 47, 2™ Floor, Balanagar IDA,
Analytical e gxsegg vt Balanagar Cross Roads, Medchal District,
e Hyderabad, Telangana, India
Nicola gt ety k-
Fenty- e,

stewart -S

47020, cn=Nicols Fenty-stewart -5
(Date: 2019,08.19 09:46:20 0400
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Timely Consults and Early IR Checklist for Type Il API DMFs

Result: TCIR-Hidden Facility/Intermediate Facility Evaluated

ANDA#: 213676

Drug Product: SACUBITRIL AND VALSARTAN, tablet, 49mg | | 51mg || 97mg | | 103mg
|| 24mg || 26mg

DMF#: 033647
DMF Subject (APl name): SACUBITRIL VALSARTAN 3NA COMPLEX

Note: If the DMF is for a mixture of the APl and excipient(s) (e.g. stabilizer, buffer), email
DMF OGD Mailbox (DMFOGD@fda.hhs.gov) and include the URL to the project; example
“this TCIR is for an API excipient mixture”.). Note to reviewer: Do not archive the TCIR
document as changes may need to be made.

Notes: This DMF is for a mixture of the two APIs (SACUBITRIL AND VALSARTAN). The
Sacubitril synthesis from an advanced intermediate (2R,4S)-5-([1,1'-biphenyl]-4-yl)-4-
((tert-butoxycarbonyl)amino)-2-Methylpentanoic acid (Boc-acid, KSM) is performed in
this DMF. Valsartan only undergoes a salt conversion in this DMF. Valsartan is received
as an isolated material so sameness should not be an issue for this AP! (two suppliers,
LoAs and facility information provided). Sacubitril sodium is an isolated material that
could be tested to establish identity prior to forming the mixture so there is not a
sameness issue here. No LoA is provided for the sacubitril intermediate. The firm
references the following DMFs for Valsartan:

Valsartan: 023584
Sacubitril intermediate: 032175

1. Are there any intermediate facilities listed in the 356h? [JYes XINo
If yes, determine if the intermediate facility is critical.

Facility Name and Address FEI/DUNS Intermediate | Justification*
critical (Y/N)

* If an intermediate facility is identified, please select justification(s) from the
following:
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through the intermediate specification.

other applications.

1. Theintermediate is not separated by an adequate number of steps from the
final API. The risk to DS quality cannot be adequately mitigated through the
intermediate specification and thereby the facility warrants evaluation.

2. The intermediate route of synthesis involves unusual or complex chemistry

which presents a risk to DS quality that cannot be adequately mitigated

3. The drug substance is very complex, and the intermediate route of synthesis
introduces the most critical structural features and the risk to DS quality
cannot be adequately mitigated through the intermediate specification.

4. Intermediate is not deemed critical because the criteria above do not apply.

5. The intermediate would be deemed critical if new, but the current
intermediate facility was a pre- existing facility and was not evaluated for

2. Does the Type Il API DMF list any manufacturing facilities, critical intermediate facilities, or
testing facilities for routine release or stability testing that are not listed in the facility
profile and/or on the 356h form for the referencing ANDA? [XYes [INo

If yes, include the information identifying each facility and its function below:

Facility Name and Address” Function®

Justification if
Intermediate
facility*

FEI/DUNS"

following:

* If an intermediate facility is identified, please select justification(s) from the
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1. Theintermediate is not separated by an adequate number of steps from the
final API. The risk to DS quality cannot be adequately mitigated through the
intermediate specification and thereby the facility warrants evaluation.

2. The intermediate route of synthesis involves unusual or complex chemistry
which presents a risk to DS quality that cannot be adequately mitigated
through the intermediate specification.

3. The drug substance is very complex, and the intermediate route of synthesis
introduces the most critical structural features and the risk to DS quality
cannot be adequately mitigated through the intermediate specification.

4. Intermediate is not deemed critical because the criteria above do not apply.
5. The intermediate would be deemed critical if new, but the current

intermediate facility was a pre- existing facility and was not evaluated for
other applications.

$ CSN: Non-Sterile APl by Chemical Synthesis

CSS: Sterile API by Chemical Synthesis

CSP: Chemical Sterilization

CTL: Control Testing Laboratories

CTB: Control Testing Laboratories “Also”

CTX: Control Testing Laboratories “Also” (Drugs)

CXA: Plant/Animal Extraction Purified API

CFN: Non —Sterile API by Fermentation

CFS: Sterile APl by Fermentation

CRU: API Non-Sterile/Intermediate
Note: Add “-Critical Intermediate” to the appropriate manufacturing code if the site
manufactures a critical intermediate.
#Note: Not for FOI boxes (refer to SOP for format) need to be used if the facility
information is submitted in a secondary DMF.

RBPM to include the following comment in the early-IR sent to the applicant:

Please note that there are manufacturing facilities (critical intermediate) that are
included in DMF 033647 for SACUBITRIL VALSARTAN 3NA COMPLEX that were not
included on your form 356h. Please contact your DMF holder to resolve any
discrepancies and clarify which DMF related facilities support your application. Please
note that a revised 356h form will be required to add any new facilities to your
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4,

application. The addition of a new facility or new facilities may result in an extension of
the performance goal date for your submission.

RBPM to include the following modified comment in the early-IR sent to the applicant
if the facility information is submitted in a secondary DMF:

n/a

Does the DMF include any data (e.g. Ames study or cited literature studies) that requires
a pharm/tox consult?

CYes XINo

If yes, prepare the consult and send to DCR in Panorama and enter date sent below.
Consult form date:

After examining the labelling for the drug product:

Is a DCR consult required to establish the Maximum Daily Dose (MDD)? [JYes XINo

Is a DCR consult required to establish the product use (i.e. duration and frequency of
use, patient population)? [JYes XINo

The following question applies to drug products indicated for the treatment of cancer.

Is a consult required to determine if the drug product is indicated for the treatment of
advanced cancer in the context of ICH S9? [(JYes [(JNo

Is a DCR consult required to determine that the drug substance is carcinogenic? [lYes
CINo

If yes to any of the above prepare the appropriate consult and send to DCR in Panorama
and enter date sent below.

Consult form date:
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Digitally signed by David Skanchy
Date: 7/17/2019 08:59:44AM
GUID: 508da7020002879dab02d51b50cc9c3d
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Timely Consults and Early IR Checklist for Type Il API DMFs

Result: TCIR-NAI

ANDA#: 213676

Drug Product: SACUBITRIL AND VALSARTAN, tablet, 49mg | | 51mg || 97mg | | 103mg
|| 24mg || 26mg

DMF#: 033647
DMF Subject (APl name): SACUBITRIL VALSARTAN 3NA COMPLEX

Note: If the DMF is for a mixture of the API and excipient(s) (e.g. stabilizer, buffer), email
DMF OGD Mailbox (DMFOGD@fda.hhs.gov) and include the URL to the project; example
“this TCIR is for an API excipient mixture”.). Note to reviewer: Do not archive the TCIR

document as changes may need to be made.

Notes: This DMF is for a mixture of the two APIs (SACUBITRIL AND VALSARTAN). The
Sacubitril synthesis from an advanced intermediate (2R,4S)-5-([1,1'-biphenyl]-4-yl)-4-
((tert-butoxycarbonyl)amino)-2-Methylpentanoic acid (Boc-acid, KSM) is performed in
this DMF. Valsartan only undergoes a salt conversion in this DMF. Valsartan is received
as an isolated material so sameness should not be an issue for this API (two suppliers,
LoAs and facility information provided). Sacubitril sodium is an isolated material that
could be tested to establish identity prior to forming the mixture so there is not a
sameness issue here. No LoA is provided for the sacubitril intermediate (may be
acceptable as a SM). The firm references the following DMFs for Valsartan:

Valsartan: 023584
Sacubitril intermediate: 032175

1. Are there any intermediate facilities listed in the 356h? [JYes XINo
If yes, determine if the intermediate facility is critical.

Facility Name and Address FEI/DUNS Intermediate | Justification*
critical (Y/N)

* If an intermediate facility is identified, please select justification(s) from the
following:
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The intermediate is not separated by an adequate number of steps from the
final API. The risk to DS quality cannot be adequately mitigated through the
intermediate specification and thereby the facility warrants evaluation.

The intermediate route of synthesis involves unusual or complex chemistry
which presents a risk to DS quality that cannot be adequately mitigated
through the intermediate specification.

The drug substance is very complex, and the intermediate route of synthesis
introduces the most critical structural features and the risk to DS quality
cannot be adequately mitigated through the intermediate specification.

Intermediate is not deemed critical because the criteria above do not apply.
The intermediate would be deemed critical if new, but the current

intermediate facility was a pre- existing facility and was not evaluated for
other applications.

2. Does the Type Il API DMF list any manufacturing facilities, critical intermediate facilities, or
testing facilities for routine release or stability testing that are not listed in the facility
profile and/or on the 356h form for the referencing ANDA? [JYes XINo

If yes, include the information identifying each facility and its function below:

Facility Name and Address” Function® | Justification if | FEI/DUNS*

Intermediate
facility*

4,

* If an intermediate facility is identified, please select justification(s) from the
following:
1. Theintermediate is not separated by an adequate number of steps from the

final API. The risk to DS quality cannot be adequately mitigated through the
intermediate specification and thereby the facility warrants evaluation.

The intermediate route of synthesis involves unusual or complex chemistry
which presents a risk to DS quality that cannot be adequately mitigated
through the intermediate specification.

The drug substance is very complex, and the intermediate route of synthesis
introduces the most critical structural features and the risk to DS quality

cannot be adequately mitigated through the intermediate specification.

Intermediate is not deemed critical because the criteria above do not apply.
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5. The intermediate would be deemed critical if new, but the current
intermediate facility was a pre- existing facility and was not evaluated for
other applications.

* CSN: Non-Sterile API by Chemical Synthesis

CSS: Sterile APl by Chemical Synthesis

CSP: Chemical Sterilization

CTL: Control Testing Laboratories

CTB: Control Testing Laboratories “Also”

CTX: Control Testing Laboratories “Also” (Drugs)

CXA: Plant/Animal Extraction Purified API

CFN: Non -Sterile API by Fermentation

CFS: Sterile APl by Fermentation

CRU: API Non-Sterile/Intermediate
Note: Add “-Critical Intermediate” to the appropriate manufacturing code if the site
manufactures a critical intermediate.
#Note: Not for FOI boxes (refer to SOP for format) need to be used if the facility
information is submitted in a secondary DMF.

RBPM to include the following comment in the early-IR sent to the applicant:
n/a

RBPM to include the following modified comment in the early-IR sent to the applicant
if the facility information is submitted in a secondary DMF:

n/a
3. Does the DMF include any data (e.g. Ames study or cited literature studies) that requires
a pharm/tox consult?
CYes XINo
If yes, prepare the consult and send to DCR in Panorama and enter date sent below.

Consult form date:

4. After examining the labelling for the drug product:
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Is a DCR consult required to establish the Maximum Daily Dose (MDD)? Yes XINo

Is a DCR consult required to establish the product use (i.e. duration and frequency of
use, patient population)? (JYes XINo

The following question applies to drug products indicated for the treatment of cancer.

Is a consult required to determine if the drug product is indicated for the treatment of
advanced cancer in the context of ICH S9? [1Yes [INo

Is a DCR consult required to determine that the drug substance is carcinogenic? [JYes

CONo

If yes to any of the above prepare the appropriate consult and send to DCR in Panorama
and enter date sent below.

Consult form date:
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Digitally signed by David Skanchy
Date: 7/17/2019 08:39:47AM
GUID: 508da7020002879dab02d51b50cc9c3d
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 213676

BIOEQUIVALENCE REVIEW(s)
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60089v04 Effective 29SEP2017

DIVISION OF BIOEQUIVALENCE ASSESSMENT

213676

Sacubitril and Valsartan Tablets

24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg

Laurus Labs Limited

Second Floor, Serene Chambers, Road No.7, Banjara Hills
Hyderabad, Telangana, India, 500034

Sharath Koripally, Senior Director RA, QA & PV, Laurus Generics
Inc.

400 Connell Drive, Suite 5200

Berkeley Heights, NJ 07922

718-510-6822

N/A

07/08/2019 (New/ANDA)

01/16/2020 (Bioequivalence/Response to Discipline Review Letter)
07/01/2020 (Resubmission/After Action- Complete;
Bioequivalence/Other)

N/A®
Alaa H. Abuznait, Ph.D.
Amanda Jones, Ph.D.
N/A
662/18 663/18
Fasting (Pivotal) Fed (Pivotal)
97 mg/103 mg 97 mg/103 mg
QPS Bioserve India Pvt. Limited

# 6-56/6/1A, Opp: IDPL Factory,
Balanagar, Hyderabad-500 037, Telangana, India

(b)(4

059/18
Fasting (Pilot, Failed) Fed (Pilot, Failed)
97 mg/103 mg 97 mg/103 mg

Page 1 of 12
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QPS Bioserve India Pvt. Limited
Same as the pivotal BE studies

O To Be Determined by OSIS
[ Pending [ Pending For Cause Inspection
O Complete X Complete
[ N/A (Waiver/Deem 0 N/A (Waiver/Deem
Bioequivalent)' Bioequivalent)'

X Granted [ Tentatively granted [J Not granted [0 N/A
O Pending [ Adequate’ [J Inadequate
X Adequate [J Inadequate

O Possibly [0 No X N/A

[0 Major
[ Minor
[ N/A (Assessment is Adequate)

N/A

N/A

B Adequate [J Inadequate

B Recommended/Latest Revision Date: April 2016°
RLD Number: NDA 207620
[0 N/A (no PSG available at time of assessment)

OYES ENO

1,6,9 Pivotal Fasting | 97 mg/103 mg | X Adequate [J] Inadequate

1,6,9 Pivotal Fed 97 mg/103 mg | X Adequate [] Inadequate
Failed Pilot For Information Purposes
1 Fasting 97 mg/103 mg Only

! Requests submitted under 21 CFR 320.22(d)(2) or 320.24(b)(6).
_ GDRP ANDA—213676—0RIG—1 Blophmoeuucs Revww A213676 Bwphaun RO1-AQ.pdf, 4/30/2020.
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For Information Purposes

Failed Pilot
1 ‘ Fed ‘ 97 mg/103 mg ‘ Only
; 24 mg/26 mg,
16,9 ‘ Waiver ‘ 49 mg/51 mg X Adequate [] Inadequate

N/A = Not Available.
* The current assignment was made under the 5/3/2021 submission.

1 EXECUTIVE SUMMARY

This is an addendum to the bioequivalence (BE) amendment assessment of ANDA 213676
finalized on 12/17/2020* and found adequate. The impetus of this addendum is to document
the formulation evaluation of the oral suspension, prepared from 49 mg/51 mg strength of
the tablet using Ora-Plus® and Ora-Sweet® SF per reference listed drug (RLD) labeling.

The RLD Ilabeling includes details on how to prepare suspension from 49 mg/51 mg
strength of the tablet using Ora-Plus® and Ora-Sweet® SF. The RLD labeling also states
that ENTRESTO oral suspension can be substituted at the recommended tablet dosage in
patients unable to swallow tablets. Considering that this drug product is indicated for
pediatric as well as renal impaired patients, the test product formulation as suspension was
further evaluated. Based on this evaluation, there is no safety concern arising from the
suspension of the test product (please refer to Section 2 for details). Furthermore, at this
time, no additional data will be requested from the applicant to demonstrate BE of
suspension of the test and reference products (please refer to Section 3 for details). The
above is consistent with the discussion on 8/10/2021 within Division of Bioequivalence I
(DBI) regarding the current drug product, where it was decided that the test formulation
evaluation of suspension prepared using Ora-Plus® and Ora-Sweet® SF should be
conducted for ANDAS for this drug product.

As discussed in the BE amendment assessment dated 12/17/2020%, the fasting and fed BE
studies comparing the test product, Laurus Labs Limited’s Sacubitril and Valsartan Tablets,
97 mg/103 mg, to the corresponding reference standard (RS) product, Novartis
Pharmaceuticals Corp’s ENTRESTO (sacubitril and valsartan) Tablets, 97 mg/103 mg
(NDA 207620, approved on 7/7/2015%) remain adequate. The formulation of all strengths
of the test product remains adequate from BE perspective, and the dissolution data were
found adequate to support the waiver requests for the 24 mg/26 mg and 49 mg/51 mg
strengths.

Therefore, the Division of Bioequivalence I (DBI)’s decision to grant the waiver request
for in vivo BE study requirements for the 24 mg/26 mg and 49 mg/51 mg strengths based
on criteria set forth in 21 CFR § 320.22 (d)(2) remains unchanged.

4 GDRP: ANDA-213676-ORIG-1-AMEND-9, Bioequivalence Review, A213676NO00ODB-Review01-
Amend07012020.pdf, 12/17/2020.
https://panorama.fda.gov/task/view?ID=>5efdf541005a5¢cf12011e87420a5dded

5 Electronic Orange Book,

https://www.accessdata.fda.gov/scripts/cder/ob/results product.cfm?Appl Type=N&Appl No=207620,
accessed 8/23/2021.

Page 3 of 12
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The Office of Study Integrity and Surveillance (OSIS) inspection status of the current
ANDA is complete for both the clinical and analytical sites.

The application remains adequate.

NOTE TO REGULATORY PROJECT MANAGER (RPM):

The bioequivalence assessment outcome does not change. No letter will be
communicated to the applicant as a result of this addendum.

Per OGD Policy, as of 8/16/2021, there is a Policy Alert regarding the RLD
ENTRESTO® (sacubitril and valsartan) Tablets stemming from Citizen Petition (CP)
FDA-2019-P-1893. In addition, there is another policy alert regarding multiple drug
products containing valsartan stemming from CP FDA-2019-P-2869. It is noted that
the scope of this CP includes the current drug product, among other valsartan
containing drug products.

No Approval Actions (AP/TA) can be taken prior to contacting Policy Lead and all
disciplines can continue communications (CRL, IR/DRL). CC should contact Policy
if related to CP.

Page 4 of 12
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2 FORMULATION DATA

2.1 Test Formulation®

; : 24mg/ | 49mg/ | 97 mg/
Ingredients Compendial Pharmace_:ut]c 26 mg 51 mg 103 mg Yow/w
Reference al Function
(mg/ Tablet)
Intra-granular materials
Sacubitril-Valsartan 3Na fEioise Active
Complex” Ingredient
Low-substituted
|_hydroxypropylcellulose USP-NF
(b)4) |
Microcrystalline
Cellulose  (b)(4) USP-NF
(b)(4)
Crospovidone, (b)(4) | . (b) (4)
 O@) ] USP-NF
|Slgc02 D|10x1cle| (b)(4) USP-NF
Magnesium Stearate
[ ()@ | R
| Weight of Coated Tablet | 103.000 | 206.000 | 412.000 | 100.000

4

® EDR: ANDA 213676, New/ANDA, 0?:‘08;’2012[)8&

IN\evsprod\anda2 13676\0001\m3\32-body-

data\32p-drug-prod\sacu-and-valsartan-tab-tablets\32p1-desc-comp\description-and-composition. pdf.

Page 5 of 12
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.
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60089v04 Effective 29SEP2017

The use of Ora-Plus® and Ora-Sweet® SF has been approved for preparation of
suspension for RLD product. Since the suspension of test and reference products
would be prepared same way per the RLD labeling using Ora-Plus® and Ora-
Sweet® SF, from the 1IG perspective, the assessor only evaluated the ingredients in
the suspending agents which also are present in the test formulation and determined
whether the combined amount would exceed the IIG limit. The maximum daily
intake (MDI) of other suspension agents should be the same for the test and
reference products.

Per the Recommended Dose Titration table from the RLD labeling, based on the
assessor’s calculation, the MDD per each pediatric patient group is 6.2 mg/kg,
144/156 mg and 194/206 mg for less than 40 kg, 40 to 50 kg and greater than 50
kg, respectively (see table below). It should be noted that the dose of sacubitril and
valsartan is also presented as combination of the two drug components per the RLD
labeling. For example, ENTRESTO 800 mg'!/200 mL oral suspension is prepared
in a concentration of 4 mg/mL (sacubitril/valsartan 1.96/2.04 mg/mL). To aid the
calculation, the combined dose is used in first column from the right in the table
below.

Titration Step Dose (twice daily) MDD
" N MDD (sacubitril +
Starting Second Final valsartan)

Pediatric patients 1ess than 16 mgks | 23mpxe | 30 mpke

40 kg

40 kg, less than 50 kg

Pediatric patients at least 24/26 mg 49/51 mg 72/78 mg ( b) (4 )

Pediatric patients at least 49/51mg | 72778 mg | 97/103 mg

50 kg

" This is also the MDD for adult population.

(0)(

Page 9 of 12

Page 1264 of 1492




60089v04 Effective 29SEP2017

e Based on the RLD labeling, to prepare for 200 mL suspension, 60 mL of Ora-Plus
and 140 mL of Ora-Sweet SF are used.| (b)(4) |

Accordingly, the assessor finds that the suspension formulation when prepared
using Ora-Plus® and Ora-Sweet SF® does not pose additional issue from the 1IG
perspective hence is adequate.

In summary, the suspension formulation of the test product when prepared with
Ora-Plus and Ora-Sweet SF as instructed in the RLD labeling would not pose any
safety concerns from the IIG perspective.

The formulation of suspension prepared from the test product is acceptable.

Page 10 of 12
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3 ADDITIONAL CONSIDERATION RELATED TO SUSPENSION OF TEST
PRODUCT

e The current Draft Guidance for Industry, Bioequivalence Studies with
Pharmacokinetic Endpoints for Drugs Submitted Under an ANDA (August 2021'?)
states:

“If the labeling specifies that the product must be administered in a specific
beverage or beverages, applicants should administer the product mixed with one
of the beverages mentioned in the labeling for BE studies. If additional beverages
are listed in the labeling, applicants should provide evidence that the use of these
additional beverages would not result in BE differences.

If applicants have questions not addressed in the applicable PSG about the use of
other vehicles or about the design or analysis of such BE studies, they should
contact the Office of Generic Drugs via a controlled correspondence.”

e The process of suspension preparation (i.e. crushing the tablets and suspending in
Ora Plus® and Ora Sweet® SF) may be similar to mixing the drug product with a
beverage. Nonetheless, in line with the discussion on 8/10/2021 within DBI for the
current drug product, at this time, no additional data will be requested from the
applicant to support BE of the suspension of the test and reference products. This

(b)(4)

‘ (b)(4) ‘The bioequivalencé has also been demonstrated for the tablets
of the test and reference products; therefore, the risk is considered low.

NOTE TO REGULATORY PROJECT MANAGER (RPM):

The bioequivalence assessment outcome does not change. No letter will be
communicated to the applicant as a result of this addendum.

Per OGD Policy, as of 8/16/2021, there is a Policy Alert regarding the RLD
ENTRESTO® (sacubitril and valsartan) Tablets stemming from Citizen Petition (CP)
FDA-2019-P-1893. In addition, there is another policy alert regarding multiple drug
products containing valsartan stemming from CP FDA-2019-P-2869. It is noted that
the scope of this CP includes the current drug product, among other valsartan
containing drug products.

No Approval Actions (AP/TA) can be taken prior to contacting Policy Lead and all
disciplines can continue communications (CRL, IR/DRL). CC should contact Policy
if related to CP.

12 https://www .fda.gov/media/87219/download, accessed 8/23/2021.
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4 OUTCOME

Completed Assignment for 213676 ID: 46064

Assessor:  AbuZnait, Alaa

Date Completed:

Verifier: Date Verified:
Division:  Division of Bioequivalence
Dt Tvtioi: Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg and 97
PRI mg/103 mg, ANDA Addendum (not for Clarification or Error Correction)
Items:
Letter  |Productivity
ID Date Category Sub Category Score |Subtotal
46064 | 7/1/2020 | BIO  |Addendum [1] [ 1 | 1
46064 | 7/12020 Parallel I[Q;(ildendum (not for Clarification or Error Correction ) 1
| | | o2

Page 12 of 12
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DIVISION OF BIOEQUIVALENCE ASSESSMENT

213676

Sacubitril and Valsartan Tablets

24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg

Laurus Labs Limited

Second Floor, Serene Chambers, Road No.7, Banjara Hills
Hyderabad, Telangana, India, 500034

Dr. Jose D. Gomes, Ph.D., President, PharmaQ, Inc.
Waterview Plaza, 2001 Route 46, Suite 105
Parsippany, NJ 07054

jgomes@pharmaq.net

+(1)-973-402-5300

+(1)-973-368-1145

07/08/2019 (New/ANDA)

01/16/2020 (Bioequivalence/Response to Discipline Review
Letter)

07/01/2020 (Resubmission/After Action- Complete;
Bioequivalence/Other)

N/A*

Alaa H. Abuznait, Ph.D.

Amanda Jones, Ph.D.
N/A
662/18 663/18
Fasting (Pivotal) Fed (Pivotal)
97 mg/103 mg 97 mg/103 mg
QPS Bioserve India Pvt. Limited

# 6-56/6/1A, Opp: IDPL Factory,
Balanagar, Hyderabad-500 037, Telangana, India

(0)(4)

060/18 059/18
Fasting (Pilot, Failed) Fed (Pilot, Failed)
97 mg/103 mg 97 mg/103 mg
Page 1 of 5
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ANDAs [0 To Be Determined by OSIS
O Pending [0 Pending For Cause

O Complete Inspection

O N/A (Waiver/Deem & Complete

Bioequivalent)' [0 N/A (Waiver/Deem
Bioequivalent)'

X Granted [ Tentatively granted [J Not granted [0 N/A

O Pending X Adequate’ [J Inadequate [J N/A

X Adequate [J Inadequate

O Possibly [ONo & N/A

[0 Major (Deficiencies to be communicated by CR)
O Minor/IR
BJ N/A (Assessment is Adequate)

N/A

N/A

X Adequate [J Inadequate

X Recommended/Latest Revision Date: April 2016
RLD Number: NDA 207620

[0 N/A (no PSG available at time of assessment)

OYES X NO

97 mg/103 mg | [X Adequate [] Inadequate

! Requests submitted under 21 CFR 320.22(d)(2) or 320.24(b)(6).

2 GDRP: ANDA-213676-ORIG-1, Biopharmaceutics Review, A213676 Biopharm R01-AQ.pdf, 4/30/2020.
: fda.gov/task/view?ID=5d235adc000657983d6c5c46d380ccd0

3 Product-Specific Guidance on Sacubitril and Valsartan Tablets (Recommended Apr 2016).

://www.accessdata.fda.

da_docs/] itril:%20Valsartan oral%?20tablet R1.D%2020

7620 RC04-16.pdf, accessed 12/17/2020.
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1,6,9 h;:;al 97 mg/103mg | X Adequate [J Inadequate
Failed :
1 Pilot 97 mg/103 mg For Information Purposes
Fasti Only
asting
Failed For Information Purposes
. Pilot Fed 9 mg/103 mg Only
. 24 mg/26 mg,
1,6,9 Waiver 49 mg/51 mg K Adequate [] Inadequate

N/A = Not Available.
*The current assignment was made under the 07/01/2020 submission.

1 EXECUTIVE SUMMARY

This is an addendum to the Bioequivalence (BE) amendment assessment of ANDA 213676
finalized on 4/6/2020*. The impetus of this addendum is to correct an error on page 1 (cover
page) of the aforementioned BE amendment assessment.

In the BE amendment assessment, the title of the cover page incorrectly includes the line
“BCS Waiver” implying that the application includes a waiver request of in vivo BE study
requirements based on Biopharmaceutics Classification System (BCS), which is incorrect
as the application only includes a waiver request of in vivo BE study requirements for the
24 mg/26 mg and 49 mg/51 mg strengths based on criteria set forth in 21 CFR § 320.22

(d)2).

Thus, in the current addendum, the assessor corrected the title of the cover page by omitting
the line “BCS Waiver”. No additional changes to the BE amendment assessment was made.

As discussed in the BE amendment assessment dated 12/17/2020°, the fasting and fed BE
studies comparing the test product, Laurus Labs Limited’s Sacubitril and Valsartan Tablets,
97 mg/103 mg, to the corresponding reference standard (RS) product, Novartis
Pharmaceuticals Corp’s ENTRESTO® (sacubitril and valsartan) Tablets, 97 mg/103 mg
(NDA 207620, approved on 7/7/2015°) remain adequate. The formulation of all strengths
of the test product are acceptable, and the dissolution data were found adequate to support
the waiver requests for the 24 mg/26 mg and 49 mg/51 mg strengths.

4 GDRP; ANDA-213676-ORIG-1, Bioequivalence Review, A213676NO0ODB-Review(2-
DRLResponse01162020.pdf, 4/6/2020.
https://panorama.fda.gov/task/view?1D=5d235adc000654bc857251140427103a

5 GDRP: ANDA-213676-ORIG-1-AMEND-9, Bioequivalence Review, A213676N000DB-Review01-
Amend07012020.pdf, 12/17/2020.
https://panorama.fda.gov/task/view?ID=5efdf541005a5¢f12011e87420a5dded

¢ Electronic Orange Book,

https://www.accessdata.fda.gov/scripts/cder/ob/results product.cfm?Appl Type=N&Appl No=207620,
accessed 12/17/2020.
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Therefore, the Division of Bioequivalence I (DBI)’s decision to grant the waiver request
for in vivo BE study requirements for the 24 mg/26 mg and 49 mg/51 mg strengths based
on criteria set forth in 21 CFR § 320.22 (d)(2) remains unchanged.

The Office of Study Integrity and Surveillance (OSIS) inspection status of the current
ANDA is complete for both the clinical and analytical sites.

The application remains adequate.

NOTE TO REGULATORY PROJECT MANAGER (RPM):

The bioequivalence outcome does not change. No letter will be communicated to the
applicant as a result of this addendum.

Per OGD Policy, as of 12/18/2020, there is a Policy Alert regarding the RLD
ENTRESTO® (sacubitril and valsartan) Tablets stemming from Citizen Petition (CP)
FDA-2019-P-1893. In addition, there is another policy alert regarding multiple drug
products containing valsartan stemming from CP FDA-2019-P-2869. It is noted that
the scope of this CP includes the current drug product, among other valsartan
containing drug products.

No Approval Actions (AP/TA) can be taken prior to contacting Policy Lead and all
disciplines can continue communications (CRL, IR/DRL). CC should contact Policy
if related to CP.

Page 4 of 5
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2 OUTCOME

Completed Assignment for 213676 ID: 44099

Assessor:  AbuZnait, Alaa Date Completed:
Verifier: ; Date Verified:
Division:  Division of Bioequivalence

Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg and 97

Description: mg/103 mg, ANDA Addendum (Error Correction)

Items:

‘ ID ‘ ‘g;ir Prg;z;:’i:’yﬁy Sub Category Score |Subtotal
144099 | 1/16/2020 |  BIO  |Addendum [1] [ 1 | 1
‘44099[ 1/16/2020 | Parallel [Addendum (for clarification or Error Correction [0] | 0 | 0
1 | | o[
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BIOPHARMACEUTICS ANDA REVIEW

Application No. ANDA-213676-ORIG-1
Applicant Laurus Labs Limited

Sacubitril and Valsartan Tablets/
Prodmct Name/ Strength(s) | 5, 2196 g, 49'mp/51 mg and 97 mg/103 mg
Dosage Form/Route Immediate-Release Tablets/Oral
Indicati Reduce the risk of cardiovascular death and hospitalization for

cation .
heart failure

7/8/2019 — Original Submission

Submission Date(s) 2/6/2020 — Response to Information Request

RLD/RS Entresto® Tablets [N207620]
Primary Reviewer Churg Chan, Pharm.D.
Secondary Reviewer Om Anand, Ph.D.
Recommendation Adequate

EXECUTIVE SUMMARY:

This Biopharmaceutics Review evaluates data supporting the adequacy of the proposed dissolution
method and acceptance criteria for quality control testing of the proposed drug product.

Dissolution Method:

(0)(4)

Based on the provided information and data, the proposed dissolution method (Table 1) is deemed
adequate for quality control testing of the proposed product. The Applicant’s originally proposed
dissolution acceptance criteria were (b)(4f and therefore not acceptable. Based on the
provided data, the Applicant was recommended via an Information Request dated January 3, 2020

to revise the dissolution acceptance criteria to (b)(4

(b)(4) | and “NLT = % (Q) of Sacubitril and Valsartan in 30

minutes” for the 49 mg/51 mg and 97 mg/103 mg strengths of the proposed drug product. In a
response dated February 6, 2020, the Applicant accepted the FDA recommendation regarding the
dissolution acceptance criterion for the 49 mg/51 mg and 97 mg/103 mg strengths, however, they
proposed “NLT* [% (Q) of Sacubitril and Valsartan in 30 minutes” for the 24 mg/26 mg strength
as well. Based on the totality of the information/data submitted, the newly proposed dissolution
acceptance criterion and the response is acceptable.

10f7
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Table 1. Approved dissolution method and acceptance criteria’
Method USP Volume/ Recommended
Source Apparatus ” Spees e Temperature Acceptance Criteria
NLT]* % (Q) of
. pH 6.8 Sacubitril in 30 minutes
DFz;Dtagasc i s Ri’?\d . 3303?(;]]5le
Buffer - NLT|> % (Q) of
Valsartan in 30 minutes
Recommendation:

From a Biopharmaceutics perspective, ANDA 213676 for the proposed Sacubitril/Valsartan
Tablets, 24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg, is recommended for approval.

20f7
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BIOPHARMACEUTICS REVIEW

1. Drug Substance Solubility: | (b)(4) |
(b)(4)
2. Formulation: | (b)(4) |

(b)(4)

3. Bioequivalence: The Applicant performed in vivo pharmacokinetic studies using the 97
mg/103 mg strength of the proposed and RLD products in both fasting and fed conditions.®
Under fasting conditions, the Tmax of Sacubitril and Valsartan were 0.71 and 2.14 hours,
respectively.” Under fed conditions, the Tmax of Sacubitril and Valsartan were 1.83 hours and
3.31 hours, respectively.® The Division of Bioequivalence/OGD will evaluate the
bioequivalence study results and the biowaiver request.

4. Dissolution Method: | (b)(4) |

(b)(4)

The Applicant evaluated discriminating ability of the proposed dissolution method on changes

of high-risk formulation variables (b)(4 |
| (b)(4 )uhon profiles were

similar across the formulations evaluated with the proposed dxssolutlon method. However,
based on the totality of the provided data and information, the proposed dissolution method is
deemed adequate for quality control testing of the proposed product.

In an Information Request dated January 3, 2020, the Applicant was asked to submit
dissolution data using the new dissolution method described in the FDA’s dissolution database

8 Apphcanon 2136‘76 Se&mce 0001 - Chwl_{cpon Bodv FedStudy

(b)(4)

30f7
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b)(4 The
‘dissolution data generated from this nevEr d)is(so%ulion method show dissimilarity betweer‘l the
biobatch and the exhibit batches (f2 < 50). The Applicant proposed to continue using their
original dissolution method for their proposed drug product [900 mL of pH 6.8 phosphate
buffer using USP Apparatus II (Paddle) at 50 rpm].

5. Dissolution Data:1!

Figure 1. Summary of mean in vitro dissolution data for Sacubitril (n

100 =12)
80
3 o= 24/26 mg Tablets - Test (E1801031)
g 60 «mbémm24/26 mg Tablets - RLD (FX000197)
E we=49/51 mg Tablets - Test (E1801011)
1 N «=®=49/51 mg Tablets - RLD (FX000155)
a

«=@=07/103 mg Tablets - Test (E1801121) *Biobatch

w=@==07/103 mg Tablets - RLD (FX000079)

0 10 15 20 30 45

Time (minutes)
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ol

Figure 2. Summary of mean in vitro dissolution data for Valsartan (n

100 =12)

80

w=gie==24/26 mg Tablets - Test (E1801031)

3

=it 24/26 mg Tablets - RLD (FX000197)

s 49/51 mg Tablets - Test (E1801011)

Drug Dissolved (%)
&

«=@=149/51 mg Tablets - RLD (FX000155)

«=®==97/103 mg Tablets - Test (E1801121) *Biobatch

[
<

==@==07/103 mg Tablets - RLD (FX000079)

0 10 15 20 30 45
Time (minutes)

6. Dissolution Acceptance Criteria: The original dissolution acceptance criteria proposed by

the Applicant, (b)(4) 'not supported by the data.

The Applicant was recommended via an Information Request dated January 3, 2020 to

implement the dissolution acceptance criteria of| (b)(4) |
| (b)(4) 'and “NLT (Q) of Sacubitril and

Valsartan at 30 minutes” for the 49 mg/51 mg and 97/103 mg strength tablets for the proposed
drug product. In a response dated February 6, 2020, the Applicant accepted the FDA
recommendation regarding the dissolution acceptance criterion for the 49 mg/51 mg and 97
mg/103 mg strengths, however, they proposed “NLT (Q) of Sacubitril and Valsartan in
30 minutes” for the 24 mg/26 mg strength as well. The Applicant justified their proposition by
reviewing data at (b)(4) 30 minutes for all their exhibit batches and the RLD. Both
the proposed and reference drug product have individual unit values| (b)(4) % at the o |
(b)(4) |time point, | (b)(4) | Therefore,
based on the totality of the provided data and information, the Applicant’s proposed acceptance
criteria are acceptable.

7. Stability: The Applicant provided stability data for exhibit batches of Sacubitril and Valsartan
tablets for 6 months under long-term (25° + 2°C/60% + 5% RH) and accelerated (40° +
2°C/75% + 5% RH) conditions.'> No significant changes in dissolution in stability were
observed using the proposed dissolution method.

8. Dissolution Risk/Mitigation Assessment: The biopharmaceutics and dissolution risk are

relatively high because ‘ (b)(4)

50f7
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Applicant’s BCS claims. The dissolution acceptance criteria are adequately selected to mitigate
the risk of dissolution failure for the proposed drug product.

6 of 7
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Biopharmaceutics Information Request

The following Biopharmaceutics Information Request (IR) comments were conveyed to the
Applicant on January 3, 2020:

1.

Based on the provided information and data, the proposed dissolution method (USP II at 50
rpm /900 mL of pH 6.8 phosphate buffer) is deemed adequate for quality control testing of
the proposed drug product. However, the provided dissolution data support| (b)(4) [dissolution
acceptance criteria and therefore the proposed acceptance criterion is not acceptable.
Implement the following acceptance criteria for your proposed product, Sacubitril and

(0)(4)

Sacubitril and Valsartan Tablets 49 mg/51 mg and 97/103 mg strengths
“NLT]~ % (Q) of in 30 minutes” [for both sacubitril and valsartan]

Update your drug product release and stability specifications accordingly. In addition, please
be advised, that all proposed exhibit batches are expected to meet these revised dissolution
specifications in your stability program through your proposed expiry period. If dissolution
failures are observed on stability, these should be described. Discuss any corrective actions
to avert such dissolution failures and provide data from a new batch to demonstrate correction
of the issue, if needed.

(b)(4) Please submit dissolution data [(N=12, individual, mean,
CV%)] for the bio-batch and at least one batch of other strengths using this new dissolution
method. (b)(4) |

(0)(4)

The Applicant responded to the above Biopharmaceutics Information Request (IR) on February 6,
2020 and accepted the recommended dissolution acceptance criteria of Q=% at 30 minutes for
the 49 mg/51 mg and 97 mg/103 mg strengths. The Applicant also proposed the same dissolution
acceptance criterion of Q=% at 30 minutes for their 24 mg/26 mg strength. The Applicant
provided dissolution data using the new FDA dissolution database method, however, they
proposed to continue using their originally proposed dissolution method. Given the available data,
the response is acceptable.

7 of 7
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Digitally signed by Churg Chan
Date: 2/28/2020 07:37:19AM
GUID: 5d7a585a001ef2629ce8f26f9631f545

Digitally signed by Om Anand
Date: 2/28/2020 10:00:25AM
GUID: 508da6fb0002833385a1485d53137893
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DIVISION OF BIOEQUIVALENCE ASSESSMENT

213676

Sacubitril and Valsartan Tablets

24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg

Laurus Labs Limited

Second Floor, Serene Chambers, Road No.7, Banjara Hills
Hyderabad, Telangana, India, 500034

Parsippany, NJ 07054
jgomes@pharmaq.net

Dr. Jose D. Gomes, Ph.D., President, PharmaQ, Inc.
‘Waterview Plaza, 2001 Route 46, Suite 105

973-402-5300

973-368-1145

07/08/2019 (Form 3674; User Fee/Coversheet; New/ANDA)

N/A

Alaa H. Abuznait, Ph.D.

Amanda Jones, Ph.D.
N/A
662/18 663/18
Fasting (Pivotal) Fed (Pivotal)
97 mg/103 mg 97 mg/103 mg
QPS Bioserve India Pvt. Limited

# 6-56/6/1A, Opp: IDPL Factory,
Balanagar, Hyderabad-500 037, Telangana, India

(0)(4)

Fasting (Pilot, Failed)

Fed (Pilot, Failed)

97 mg/103 mg

97 mg/103 mg

QPS Bioserve India Pvt. Limited

Same as the pivotal BE studies

Page 1 of 105
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Backlog, Year 1 and Year 2 | Post October 1. 2014 ANDAs
ANDAs X To Be Determined by OSIS

O Pending (Clinical Site)

O Complete [0 Pending For Cause Inspection
O N/A (Waiver/Deem ® Complete (Analytical Site)
Bioequivalent)' O N/A (Waiver/Deem
Bioequivalent)'

[0 Granted [ Tentatively granted [X Not granted [ N/A

I Pending [J Adequate [J Inadequate

B Adequate [ Inadequate

O Possibly X No OO N/A

X Major
0 Minor/IR
[0 N/A (Assessment is Adequate)

Bioanalytical Deficiencies

The bioequivalence deficiency(ies) has/have been classified as
MAJOR because the deficiencies pertain to insufficient
validation data (i.e., deficiency regarding the impact of the
metabolite of sacubitril on the analysis of valsartan and sacubitril
in the pivotal fasting and fed BE studies) as noted in Appendix A,
Section B.1.d of the Guidance for Industry, ANDA Submissions
— Amendments to Abbreviated New Drug Applications Under
GDUFA (July 2018). The assessment of the response will require,
in FDA’s judgment, a substantial expenditure of FDA resources.

[ Adequate [X Inadequate

X Recommended/Latest Revision Date: April 2016
RLD Number: NDA 207620

[0 N/A (no PSG available at time of assessment)

OYES ®NO

97 mg/103 O Adequate X

Pivotal Fasting mg Tnafequte

! Requests submitted under 21 CFR 320.22(d)(2) or 320.24(b)(6).
_ Pmdm:t-Spemﬁc Guidance on Sacubitril ananlsartnnTablets (ReoumnnndedApr 2016)

W accessed 11/12/2019,
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. 97 mg/103 O Adequate X
1 Pivotal Fed mg Tusdequate
1 Failed Pilot 97 mg/103 For Information Purposes
Fasting mg Only
1 F Pilot Fed 97 mg/103 For Information Purposes
mg Only
24 mg/26 mg, O Adequate X
Waive
3 Slvee 49 mg/51 mg Inadequate

N/A =Not Available.

1 EXECUTIVE SUMMARY

This application contains the results of pivotal fasting and fed bioequivalence (BE) studies
comparing a test product, Laurus Labs Limited’s Sacubitril and Valsartan Tablets, 97
mg/103 mg, to the corresponding reference standard (RS) product, Novartis
Pharmaceuticals Corp’s ENTRESTO® (sacubitril and valsartan) Tablets, 97 mg/103 mg
(NDA 207620, approved on 7/7/2015%). Each of the pivotal BE studies was designed as
single-dose, two-treatment, two-sequence, four-period crossover study in healthy male
subjects. The applicant’s pivotal fasting and fed BE studies are inadequate due to
bioanalytical and method validation related deficiencies. The assessor’s results are
summarized in the tables below.

Sacubitril and Valsartan Tablet
1 x 97 mg/103 mg
Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals
Fasting Bioequivalence Study No. 662/18
Sacubitril
Unscaled Data

| Parameter (units) Test N RLD N Ratio 90% C.I.
| AUCq.¢ (hr.ng/ml) 284285 68 2822.45 69 1.01 97.89 103.64
| AUCx (hr.ng/ml) 2884.40 68 2894.23 69 1.00 97.10 102.29
| Cmax (ng/ml) 2477.04 68 2486.00 69 1.00 90.51 109.69

Scaled Data

TR Lower Upper Criteria Method
Parameter Swr Swr = Used Outcome

Ratio 90% CI | 90% CI

LnAUCo+ 1.00 97.89 103.64 | 0.0087022 | 0.0932858 | -0.004816 | Unscaled PASS

LnAUCo.inf 1.00 97.10 102.29 | 0.0080885 | 0.089936 | -0.004459 | Unscaled PASS

LnCumax 0.98 90.51 109.69 | 0.1199647 | 0.3463593 | -0.065356 | Scaled/PE PASS

3 Electronic Orange Book,

s://www.accessdata.fda.gov/scri
accessed 11/26/2019.
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Sacubitril and Valsartan Tablet

1 x 97 mg/103 mg
Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals

Fasting Bioequivalence Stlldy No. 662/18

Valsartan
Unscaled Data
| Parameter (units) Test N RLD N Ratio 920% C.I.
| AUCo+ (hr.ng/ml) 31909.11 68 35068.25 69 091 81.43 101.68
| AUC: (hr.ng/ml) 32276.93 68 3541947 69 091 81.68 101.66
| Cumax (ng/ml) 5125.14 | 68 | 5727.12 | 69 0.89 78.93 101.46
Scaled Data
TR Lower Upper 2 Criteria Method
Parameter | p o | 00% 1 | 90%c1 |  S™® Swr Bound T e
LnAUCo+ 0.91 81.43 101.68 0.0668375 | 0.2585296 | -0.005983 Unscaled PASS
LnAUCoinf 0.91 81.68 101.66 0.0649223 | 0.2547985 | -0.005902 Unscaled PASS
LnCmax 0.89 78.93 101.46 0.0923752 | 0.3039329 | -0.010139 | Scaled/PE PASS

Sacubitril and Valsartan Tablet

1 x 97 mg/103 mg
Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals

Fed Bioequivalence Study No. 663/18

Sacubitril
Unscaled Data
| Parameter (units) Test N RLD N Ratio 90% C.1.
| AUCq+ (hr.ng/ml) 2707.46 55 2658.34 55 1.02 98.99 104.79
| AUC: (hr.ng/ml) 2781.48 54 2701.67 55 1.03 100.14 105.85
| Cunax (ng/ml) 1417.07 55 1490.46 55 0.95 83.25 108.59
Scaled Data
TR Lower Upper 2 Criteria Method
Parameter | o o | 90%c1 | 90%c1 | S™® Swr Bound Used Omtome
LnAUCo+ 1.02 98.99 104.79 0.0072154 | 0.0849436 | -0.002731 | Unscaled PASS
LoAUCeinf 1.03 100.14 105.85 0.007031 0.0838509 | -0.001246 | Unscaled PASS
LnCmax 0.93 83.25 108.59 0.1046236 | 0.3234557 | -0.031593 | Scaled/PE PASS
Sacubitril and Valsartan Tablet
1 x 97 mg/103 mg
Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals
Fasting Bioequivalence Study No. 662/18
Valsartan
Unscaled Data
Page 4 of 105
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| Parameter (units) Test N RLD N Ratio 90% C.1.
| AUCy; (hr.ng/ml) | 23898.80 55 22299.16 55 1.07 100.12 114.73
| AUC, (hr.ng/ml) | 2422320 55 22662.43 55 1.07 99.92 114.34
| Cmax (ng/ml) 3101.31 55 2983.30 55 1.04 96.45 112.05
Scaled Data
TR Lower Upper Criteria Method
Parameter Ratic | 90% c1 | 90% c1 S*wr Swr Bousi Used Outcome
LnAUCo+ 1.08 100.12 114.73 | 0.0449237 | 0.211952 | -0.010853 | Unscaled PASS
LnAUCo.inf 1.08 99.92 114.34 | 0.0440856 | 0.2099657 | -0.011334 | Unscaled PASS
LnCmax 1.04 96.45 112.05 | 0.0455111 | 0.2133333 | -0.018156 | Unscaled PASS

Additionally, the applicant submitted data for one pilot fasting and one pilot fed BE studies
(Study Nos. 060/18 and 059/18, respectively) comparing the test formulation lot 15140-A-
044 to the reference product (Lot # FX000079). According to the applicant’s submission,
the pilot test formulation 15140-A-044 is the same as the bio lot (Lot # E1801121) used in
the pivotal fasting and fed BE studies. The pilot fasting BE study was designed as a single-
dose, two-treatment, two-sequence, four-period crossover study in healthy male subjects
while the pilot fed BE study was designed as single-dose, two-way crossover study in
healthy male subjects. Based on the applicant’s results, the pilot fasting and fed BE studies
failed to meet the BE acceptance criteria. No deaths or serious adverse events were reported
during the pilot BE studies. The applicant’s results of the pilot BE studies are summarized

below.
Reference Scaled A uivalence roach Used | M Yes O No
Sacubitril and Valsartan tablets 97mg/103 mg (No of subjects completed= 20)
Dose (1 X 97mg/103 mg)
Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals
| Fasting Bioequivalence Study (Study No. 060/18) (Sacubitril)
Parameter Test N | Reference | N n(:?; 90% C.L
AUC; (hr*ng /mL) 5760.197 38 5963.343 40 95.88 92.16-101.24
AUCi.f(hr*ng /mL) 5784.173 38 5986.719 40 95.91 92.20-101.24
Cumax (ng/ml) 4344.789 38 5107.160 40 82.12 74.07 - 97.72
| Fastin Stu No. 060/18) (Valsartan)
Parameter Test N | Reference | N R(:g" 90% C.L
AUC: (hr*ng /mL) 23751.89 38 24305.17 40 96.06 85.54-111.64
AUCint (hr*ng /mL) 24056.85 38 24626.61 40 96.04 85.66-111.41
Cmax (nglml) 3424471 38 3719.109 40 90.47 79.85 - 106.18
Fasting Bioequivalence Study (Study No. 060/18) (Sacubitril)
95%
TR Lower Upper 2y Method
Parameter Ratio | 90% CI | 90% CI1 s2wr sWR Criteria Used iOutcome
Bound
LAUCT 95.88 92.16 101.24 0.015 | 0.12253 | -.003623587 GLM PASS
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LAUCI 95.91 92.20 101.24 | 0.015 | 0.12175 | -.003576393 GLM PASS

LCMAX 82.12 74.07 97.72 0.150 | 0.38758 0008]85886 GLM FAIL

Parameter I'{raful'{o 91'0::2-1 9:]13.&“(?1 s2wr sWR (]:3:::::: Mg::dod Outcome
LAUCT 96.06 85.54 111.64 0.089 | 0.29892 | -0.033429 GLM PASS
LAUCI 96.04 85.66 111.41 0.088 | 0.29620 | -0.032934 GLM PASS
LCMAX 90.47 79.85 106.18 0.082 | 0.28570 | 0.001875 GLM FAIL

Reference Scaled Average Bioequivalence Approach Used O Yes E No
Sacubitril and Valsartan tablets 97mg/103 mg (No of subjects completed= 14)
Dose (1 X 97mg/103 mg)

Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals

| Fed Bioequivalence Study (Study No. 059/18) (Sacubitril)

Parameter Test N Reference N l:::l)o 90% C.I.
AUC: (hr*ng /mL) 5024.3659 14 5436.0285 14 92.43 87.53-97.60
AUCus(hr*ng /mL) | 5255.2521 14 | 5486.6160 14 95.78 87.83- 104.46
Cmax (ng/ml) 2152.9224 14 | 2774.0681 14 77.61 66.03-91.21
| Fed Bioequivalence Study (Study No. 059/18) (Valsartan)
Parameter Test N | Reference | N R(:,.“;’ 90% C.I.
AUC: (hr*ng /mL) 12813.6740 14 13300.0989 14 96.34 87.64 - 105.91
AUCis(hr*ng /mL) | 13107.4899 | 14 | 13549.4819 14 96.74 88.12 - 106.20
Cumax (ng/ml) 1610.3807 14 1765.7444 14 91.20 83.43 - 99.70
There is no USP method for this drug product | (b)(4) |
| B 1
‘ (b)(4) ' The applicant conducted comparative dissolution testing using the

FDA-recommended dissolution method but at a lower speed (i.e. 50 rpm). The assessor
notes that the FDA-recommended dissolution method was revised on 10/24/2019 after
submission of the current ANDA. In the applicant’s pharmaceutical development report,
the applicant conducted dissolution testing on prototype test batches using the FDA-
recommended dissolution method | (b)(4) 'selected 50 rpm for its
dissolution testing on the exhibit batches. Based on the mean dissolution data, for each
strength, both the test and reference products showed| ()4 |dissolution profiles| (0)4) Po
drug release within 30 minutes). The dissolution method and specification for the quality
control purposes will be assessed separately in the biopharmaceutics assessment, which, as
of 12/10/2019, is pending. Therefore, the assessment of waiver requests for the lower
strengths 24 mg/26 mg and 49 mg/51 mg of the test product is pending and will be
completed based on the acceptance of the applicant’s proposed dissolution method.

The formulation of the lower strengths 24 mg/26 mg and 49 mg/51 mg of the test product
are proportional to that of the 97 mg/103 mg bio strength test product, which underwent in
vivo BE testing under fasting and fed conditions. The test product formulations are
adequate.
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At this time, the Division of Bioequivalence (DBI) does not grant the waiver request for
in vivo BE study requirements for the 24 mg/26 mg and 49 mg/51 mg strengths based on
criteria set forth in 21 CFR § 320.22 (d)(2).

In a memorandum regarding Office of Study Integrity and Surveillance (OSIS) inspection

of the analvtical BE site| (b)(4)
(b)(4) for several

ANDAEs, including the current ANDA, OSIS determined that an inspection is not warranted
at this time for the analytical site*. The rationale for this decision was “OSIS inspected the
site in February 2018, which falls within the surveillance interval. The inspection was
conducted under the following submissions: ANDAs| (b)(4) ‘
| (b)(4) | The final classification for the inspection was No
Action Indicated (NAI).”

As of 12/10/2019, the OSIS inspection status of the clinical BE site QPS Bioserve India
Pvt., Ltd. [# 6-56/6/1A, Opp: IDPL Factory, Balanagar, Hyderabad-500 037, Telangana,
India] for the current ANDA is pending (GDRP task status is “In Progress”). The BE
studies submitted in the current ANDA do not indicate any conduct issues and no data
integrity deficiencies were identified by the assessor. The OSIS inspection status of the
analytical site is complete. Upon completion of the clinical site inspection task by OSIS,
the BE assessment team will evaluate the inspection outcome.

The application is inadequate.

NOTE TO REGULATORY PROJECT MANAGER (RPM):
Currently, there is OSIS inspection pending for the clinical site.

Per OGD Policy, as of 12/10/2019, there is a Policy Alert regarding the RLD
ENTRESTO® (sacubitril and valsartan) Tablets stemming from Citizen Petition (CP)
FDA-2019-P-1893. In addition, there is another policy alert regarding multiple drug
products containing valsartan stemming from CP FDA-2019-P-2869. It is noted that
the scope of this CP includes the current drug product, among other valsartan
containing drug products.

No Approval Actions (AP/TA) can be taken prior to contacting Policy Lead and all
disciplines can continue communications (CRL, IR/DRL). CC should contact Policy

(0)(4)

5 GDRP: ANDA-213676-ORIG-1, Clinical PK/PD Sites, Site: QPS BIOSERVE INDIA PVT. LIMITED.
Current Task Status: In Progress, accessed 11/28/2019.
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3 SUBMISSION SUMMARY

3.1 Drug Product Information®
Test Drug Product and Strength(s) | Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg,
and 97 mg/103 mg
Reference Standard (RS) and ENTRESTO® (sacubitril and valsartan) Tablets, 97 mg/103 mg
Strength(s)

RS Holder; NDA/ANDA Number;
Approval Date

Novartis Pharmaceuticals Corp; NDA 207620; 7/7/2015

Reference Listed Drug (RLD) and
Strength(s)

ENTRESTO® (sacubitril and valsartan) Tablets, 24 mg/26 mg,
49 mg/51 mg, and 97 mg/103 mg

RLD Holder; NDA/ANDA Number;
Approval Date

Same as the RS

3.2 PK/PD Information®

Most recent RLD labeling

T

RLD Labeling.pdf

Indication

ENTRESTO is a combination of sacubitril, a neprilysin inhibitor,

and valsartan, an angiotensin II receptor blocker (ARB) indicated:

e to reduce the risk of cardiovascular death and hospitalization for
heart failure in patients with chronic heart failure (NYHA Class
II-IV) and reduced ejection fraction.

ENTRESTO is usually administered in conjunction with other
heart failure therapies, in place of an angiotensin-converting
enzyme (ACE) inhibitor or other ARB.

e for the treatment of symptomatic heart failure with systemic left
ventricular systolic dysfunction in pediatric patients aged one
year and older. ENTRESTO reduces NT-proBNP and is
expected to improve cardiovascular outcomes.

Boxed warning

WARNING: FETAL TOXICITY
® When pregnancy is detected, discontinue ENTRESTO as
soon as possible.
® Drugs that act directly on the renin-angiotensin system can
cause injury and death to the developing fetus.

The oral absolute bioavailability of sacubitril is estimated to be >
60%. The valsartan in ENTRESTO is more bioavailable than the
valsartan in other marketed tablet formulations; 26 mg, 51 mg,
and 103 mg of valsartan in ENTRESTO is equivalent to 40 mg,
80 mg, and 160 mg of valsartan in other marketed tablet
formulations, respectively.

¢ Drugs@FDA: RLD Labeling: Search by Keyword “2076207,

s://wWww.a sdata.fda.

atfda

s/label/2019/207620s0 , accessed 11/12/2019.
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Food Effect

ENTRESTO administration with food has no clinically significant
effect on the systemic exposures of sacubitril, LBQ657, or
valsartan. Although there is a decrease in exposure to valsartan
when ENTRESTO is administered with food. this decrease is not
accompanied by a clinically significant reduction in the
therapeutic effect. ENTRESTO can therefore be administered
with or without food.

Tomax

The peak plasma concentrations of sacubitril, LBQ657, and
valsartan are reached in 0.5 hours, 2 hours, and 1.5 hours,
respectively.

Metabolism

Sacubitril is readily converted to LBQ657 by esterases; LBQ657
is not further metabolized to a significant extent. Valsartan is
minimally metabolized; only about 20% of the dose is recovered
as metabolites. A hydroxyl metabolite has been identified in
plasma at low concentrations (< 10%).

Following oral administration, 52% to 68% of sacubitril
(primarily as LBQ657) and ~ 13% of valsartan and its metabolites
are excreted in urine; 37% to 48% of sacubitril (primarily as
LBQ657), and 86% of valsartan and its metabolites are excreted
in feces.

Half-life

Maximum Daily Dose

Sacubitril, LBQ657, and valsartan are eliminated from plasma
with a mean elimination half-life (Ti12) of approximately 1.4
hours, 11.5 hours, and 9.9 hours, respectively.

Adults and Pediatric 50 kg or more: Sacubitril: 194 mg/day;
Valsartan: 206 mg/day

Pediatric 40 to 49 kg: Sacubitril: 144 mg/day; Valsartan: 156
mg/day

Pediatric less than 40 kg: 3.1 mg/kg (combined amount of
Sacubitril and Valsartan twice daily or 248 mg/day combined
Sacubitril and Valsartan, resulting in 1 x 97/103 tablet and 1 x
24/26 tablet per day)

3.3 OGD Recommendations for Drug Product

Source of most recent Product-Specific Guidance on Sacubitril and Valsartan Tablets
recommendations (Recommended Apr 2016)
https://www.accessdata.fda.gov/drugsatfda docs/psg/Sacubitril:
%20Valsartan oral%20tablet RL.D%20207620 RC04-16.pdf
Summary of OGD or DB History | Approved ANDAs: No’

7 Electronic Orange Book, search by keyword “Sacubitril and Valsartan™, accessed 11/12/2019.
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Pending ANDAs: Yes®
| (b)(4) |
ANDA 213604 (Pending Assessment)
ANDA 213605 (Pending Assessment)
ANDA 213611 (Pending Assessment)
ANDA 213627 (Pending Assessment)
| (b)(4) |
| (b)(4)
ANDA 213668 (Pending Assessment)
(b)(4) |
ANDA 213676 (Current ANDA)
ANDA 213680 (Pending Assessment)
ANDA 213682 (Pending Assessment)
(b)(4) |
ANDA 213719 (Pending Assessment)
ANDA 213728 (Pending Assessment)
ANDA 213748 (Pending Assessment)
ANDA 213764 (Pending Assessment)
ANDA 213808 (Pending Assessment)

| (b)(4) |
Controls: Yes®

Multiple, including Controls #
22381167 and 25640141 from the

current applicant.
Protocols: No!?
Pending Citizen B Yes ONo

Petitions and other
legal and regulatory
issues:!!

Control 22381167'2:
e The current applicant submitted Control 22381167 proposing to|  (b)(4) |

(b)(4)

8 DARRTS: ANDA Application Search. Keyword “Sacubitril and Valsartan”. ANDA’s most recent status
was also verified in GDRP, accessed 11/12/2019.

? GDRP Controls Project Search: search by keyword “Sacubitril and Valsartan”, accessed 11/12/2019. Due
to technical issues as of 11/12/2019, a search using OGD Division of Bioequivalence Controls Documents
Tracking was not performed

19 OGD Division of Bioequivalence Protocol Database, accessed 11/12/2019; GDRP: search by keyword
“Sacubitril and Valsartan”, accessed 11/12/2019.

10GD Pohcy Alen L:st as of 11:'25:‘2019 http:.

AS 'gov,semhbykeyworch“Sacubltnland

V" accessed 11!2612019
12 GDRP: Project No. 22381167, Controlled Correspondence: Sacubitril and Valsartan Tablets 24 mg/26
mg, 49 mg/51 mg and 97 mg/103 mg, RLD N207620-Consideration for an ANDA or NDA [505 (b)(2)]

(b)(4)
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mg/51 mg and 97 mg/103 mg in lieu of the pre-formed ionic complex described in
the RLD labeling for ENTRESTO® (sacubitril and valsartan) Tablets, 24 mg/26
mg, 49 mg/51 mg, and 97 mg/103 mg. The applicant also wanted to know whether
their proposed drug product can be filed as an ANDA or NDA [505 (b)(2)]. The
Agency provided the following response to the applicant'?:

“For a proposed generic drug product of ENTRESTO, it would not be required to
be formulated as an anionic complex. The individual drug substances, Sacubitril
and Valsartan, can be used in the formulation. However, in order to meet the
requirements for pharmaceutical equivalence for a generic drug product as defined
in 21 CFR 320.1, the product must contain the same API and the same salt form.
In other words, in order to file a 505(j) submission, the same salt form (sodium
salts) of the Sacubitril and Valsartan would be required to be used. Therefore, you
could file your application as an ANDA as long as you use the mixture with the
same ratio of sacubitril: valsartan: sodium cations as in the RLD. Be advised,
however, that it is your responsibility to show that the bioavailability and
bioequivalence of your drug product are in line with the RLD if you choose not to
formulate using the anionic complex.”

Control 25640141';

Policy Alert'':

As of 11/25/2019, there is a Policy Alert regarding the RLD ENTRESTO®
(sacubitril and valsartan) Tablets stemming from CP FDA-2019-P-1893'¢. In

13 GDRP: Project No. 22381167, Controlled Correspondence: Sacubitril and Valsartan Tablets 24 mg/26
mg, 49 mg/51 mg and 97 mg/103 mg, RLD N207620-Consideration for an ANDA or NDA [505 (b)(2)]
Application by using individual APIs and not a complex of APIs in the Drug Product Formula, OPQ
Review, Primary Review, C22381167QLTYReview01.docx, 5/30/2018.

16 The petitioner of CP FDA20(

-1893 requests FDA to®(1) require AMDASs that reference ENTRESTO

to demonstrate API sameness; (2) revise FDA's Draft Guidance document regarding sacubitril/valsartan oral
tablets to recommend that API sameness be established by showing that the chemical structure of each active
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addition, there is another policy alert regarding multiple drug products containing
valsartan stemming from CP FDA-2019-P-2869". It is noted that the scope of this
CP includes the current drug product, among other valsartan containing drug
products. For both policy alerts, no Approval Actions (AP/TA) can be taken prior
to contacting Policy Lead and all disciplines can continue communications (CRL,
IR/DRL). CC should contact Policy if related to CP.

ingredient in the finished dosage form of a proposed generic is identical to the chemical structure of each
active ingredient in the RLD, including all ionic bonds; (3) further revise the Draft Guidance to include BE
and PK requirements [Regulations.gov: https://www.regulations.gov/contentStreamer?documentld=FDA-
2019-P-1893-0001&attachmentNumber=1&contentType=pdf, accessed 11/18/2019.].

17 The petitioner of CP FDA-2019-P-2869 requests FDA to: 1) review and significantly lower the acceptable
intake/permitted daily exposure limit of DMF, as listed in the current FDA guidance Q3C — Tables and List,
Guidance for Industry, from its current level of 8,800,000 nanograms to less than 1,000 nanograms (and
potentially as low as 96 nanograms); 2) request a recall of identified lots of valsartan on the basis that, due
to contamination with a probable human carcinogen, these drugs are adulterated under Section 501 of the
FDCA (21 U.S.C. § 351) and misbranded under Section 502 of the FDCA (21 U.S.C. § 352); 3) conduct
examinations and investigation under Section 702 (a) of the FDCA (21 U.S.C. § 372(a)) regarding these
products, their manufacturing processes, and the manufacturer submissions made for FDA approval under
704 (a)of the FDCA (21 U.S.C. § 374(a)) and effect labeling revisions as needed [Regulations.gov:

https://www.regulations.gov/contentStreamer?documentld=FDA-2019-P-2869-
0001 &attachmentNumber=1&contentType=pdf, accessed 11/18/2019.].
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3.4 Pre-Study Bioanalytical Method Validation

Information Requested Data
Bioanalytical method validation report Module 5, 5.3.1.4, Appendix 16.6, Method Validation|
location Report —page 01 of 111to 111 of 111
Analyte Sacubitril and Valsartan
Internal standard (IS) Sacubitril 13C4 and Valsartan D9
Method description
Valsartan Sacubitril
Limit of quantitation
16.769 ng/mL 20.084 ng/mL
Avg.: 92.2% (3.2%) Avg.: 87.6% (1.3%)
HQC: 92.41% HQC: 87.96%
Recovery of drug at each QC (%CV) MQC: 89.10% MQC: 86.38%
LQC: 95.04% LQC: 88.54%
Average recovery of IS (%) 96.2% 91.9%
16.769, 33.538, 83.845, 20.084, 40.169, 100.42,
. 201.07, 502.66, 1305.6, 240.82, 602.05, 1563.8,
Standard curve concentrations (ng/mL) | 3005 3’ 6016.7, 9020.5, and | 3603.1, 7206.3, 10804, and
10023 12004
LLOQ QC: 16.810 LLOQ QC: 20.131
LQC: 48.443 LQC: 58.014
AQC-II: 403.69 AQC-II: 483.45
QF comremtvations (agil) AQC-L: 11060 | AQC: 1324.5
MQC: 3511.1 MQC: 4204.9
HQC: 7616.3 HQC: 9121.2
QC Intraday precision range (%) 0.9% to 2.9% 0.6% to 3.0%
QC Intraday accuracy range (%) 96.6% to 103.2% 95.9% to 101.0%
QC Interday precision range (%) 1.5%to 2.5% 1.3%t0 2.1%
QC Interday accuracy range (%0) 97.3% to 102.4% 97.2% to 100.5%
Bench-top stability (hrs) 18 hrs @ bench top (room temperature) condition
Stock stability (days) 23 days @ -20°C + 10°C
Processed stability (hrs) 74 hrs @ auto sampler temperature (5°C)
Freeze-thaw stability (cycles) Five Cycles @ -20°C £ 10°C and -70°C = 15°C
Long-term storage stability (days) 154 days @ -20°C % 10°C and -70°C = 15°C
: . 20043 ng/mL, diluted 2 and 5 fold
Dilution integrity Val
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old: Accuracy = 97.4%; =1.3%

(2 Fold: Aq 97.4%; %CV = 1.3%)
old: Accuracy = 100.2%; =1.8%

(5 Fold: As 100.2%; %CV = 1.8%)

Sacubitril
(2 Fold: Accuracy = 100.5%; %CV = 1.5%)
(5 Fold: Accuracy = 99.1%: %CV = 1.0%)

Selectivity No interference peaks noted in blank plasma samples
SOP for bioanalytical method validation submitted? X Yes ONo

Is the same anticoagulant used in the pre-method validation study

and BE sample analysis? X Yes [ONo

If not, was cross validation study conducted?

Does the duration of the each of the LTSS stability parameters
support the sample preparation/assay duration and clinical study M Yes [OONo
sample storage temperature?

Was the % recovery consistent across QC concentrations? X Yes O No

‘Was the pre-study validation of the bioanalytical method used for
the pivotal bioequivalence studies acceptable?

OYes ENo

Comments on the Pre-Study Method Validation: Incomplete

The applicant submitted two pre-study method validation reports for each of the
pivotal fasting and fed BE studies. The two reports are identical. Method validation
and its supplement reports included in the pivotal fasting BE study were used to
verify the pre-study method validation information for the above table.

KoEDTA was used as an anticoagulant in the pre-study method wvalidation.
Calibrators and quality controls (QCs) were prepared in screened pooled blank
human plasma containing K2EDTA, the same anti-coagulant used during in-study
subject sample analysis.

The applicant submitted SOP for bioanalytical method validation, SOP‘ ( b)(4)
“Bioanalytical Method Validation”, which was effectiveon  (b)(4)  |before
the start of original method validation experiments in November 2018. The assessor
verified that the pre-study method validation experiments for valsartan and
sacubitril were performed in line with the SOP.

According to the method validation report, the applicant conducted three (3) partial
method validations (PMVs). The date and purpose of PMVs applicable to the
current BE study are summarized below.

Addendum
No.

Date Reason

Long-term storage stability in matrix for the quantification of Valsartan

08/04/2019 and Sacubitril in K;EDTA human plasma.
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Addendum Date —
No.
N 23/04/2019 Stock Solu_ti(_m Stability at Freezer (-20°C £ 10°C) condition of Valsartan
and Sacubitril
Long term storage stability and OTC and Concomitant medications
I 23/05/2019 | interference test for the quantification of Valsartan and Sacubitril in
K;EDTA human plasma

e Per the applicant’s bioanalytical reports for the fasting and fed BE studies, the study
samples contain valsartan and sacubitril. Per RLD labeling, following drug product
administration, sacubitril is converted to the active metabolite LBQ657, which
would also be found in the study plasma samples. During the method validation
and sample analysis for valsartan and sacubitril, calibration curve standards (CCs)
and QC samples were prepared by spiking K:EDTA plasma with methanolic
working solution containing valsartan and sacubitril only, which is not reflective of
the study samples composition. It is noted that the applicant did not conduct cross-
validation study to evaluate the interference of LBQ657 on the analysis of valsartan
and sacubitril. The assessor checked other in house ANDAs for the same drug
product and found that analytical method used to analyze valsartan and sacubitril
was validated using QCs containing LBQ65'}"7 (b)(4)

L (b)(4) Therefore, at this time, the assessor finds the composition of CCs and
QCs for valsartan and sacubitril not acceptable. The applicant will be asked to
provide method validation data evaluating the impact of LBQ657 on the analysis
of valsartan and sacubitril. The applicant will be also asked to demonstrate the
stability of valsartan and sacubitril in the presence of LBQ657.

e The long-term storage stability (LTSS) testing of 154 days at -20°C + 10°C and -
70°C £ 15°C exceeds the maximum sample storage duration of 51 days and 50 days
in the pivotal fasting and fed BE studies, respectively, at -20°C + 10°C at the
clinical and analytical sites.

The pre-study method validation is incomplete.
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ANDA 213676
Single-Dose Pivotal Fasting Bioequivalence Study Assessment

4 APPENDIX

4.1 Individual Study Assessments

4.1.1 Single-Dose Pivotal Fasting Bioequivalence Study
4.1.1.1 Study Design

4.1.1.1.1 Study Information

662/18

An open label, balanced, randomized, two-treatment, four-
period, two-sequence, single dose, crossover, full-replicate, oral
bioequivalence study of Sacubitril and Valsartan tablets 97
mg/103 mg of Laurus Labs Limited, India comparing with
ENTRESTO™ (sacubitril/valsartan) tablets 97 mg/103 mg of
Novartis Pharmaceuticals Corp East Hanover, NJ 07936 in
healthy, adult, human subjects under fasting conditions

QPS Bioserve India Pvt. Limited,

# 6-56/6/1A, Opp: IDPL Factory,

Balanagar, Hyderabad-500 037, Telangana, India.
Tel: +91-40-4377 0873 / 1875

Fax: +91-40-4377 0877

Dr. K. Babji

Period II: 26/02/2019
Period III: 05/03/2019
Period IV: 12/03/2019

Period I: 19/02/2019

14/03/2019-10/04/2019

(0)(4)

(19/02/2019 to 10/04/2019)
51 days

-20°C £ 10°C

154 days @ -20°C + 10°C and -70° + 15°C
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4.1.1.1.2 Product (Bio-batch) Information

| Product Test RLD

| Treatment I T R
Product Name Sacubitril and Valsartan tablets ENTRESTO™ (sacubitril /

97 mg/103 mg valsartan) tablets 97 mg/103 mg |

Manufacturer Laurus Labs Limited, India b 4

| Batch/Lot No. E1801121° FX000079

| Manufacture Date Dec-2018

| Expiration Date Jul 2020

| Strength 97 mg/103 mg 97 mg/103 mg

| Dosage Form Tablet Tablet

| Bio-Batch Size

| Production Batch Size (b)(4)
S— R | g e
Content Uniformity (expressed | Sacubitril Acceptance Value: 2.4 _
as mean, %CYV or per USP) Valsartan Acceptance Value: 2.6

| Dose Administered 1 x 97 mg/103 mg 1 x 97 mg/103 mg

| Route of Administration Oral Oral

* Assessor’s note: Lot no. E1801121 used in the BE study is for the finished product packaged| (b)(4) |

Bottle Pack of 30 tablets?. The lot no. for the unpackaged finished product is E180112.

If Yes, please comment.

Are the test and reference products expired at the time of study?

O Yes B No

If No, please comment.

Is same bio-batch used in the dissolution and all BE studies?

K Yes [ONo

dosage form?
If No, please comment.

Is the bio-batch size at least the recommended minimum of 100K or
10% of the production batch (whichever is greater) for oral solid

X Yes [ONo

If No, please comment.

Is difference of the potency values for the Test and RLD within 5%7?

® Yes [ No

20 GS Review: ANDA 213676, New/ANDA, 07/08/2019 (Module 3.2.R. Yield and Reconciliation - Drug

Product.pdf).
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Assessor’s Comments:

e The Certificate of Analysis (CoA) for the RLD product ENTRESTO® (sacubitril
and valsartan) Tablets, 97 mg/103 mg, indicates that the RLD product was
manufactured (b)(4) The RLD labeling does not contain information on the
U S. manufacturer of the RLD product but only the’_d.lsmbum_iﬂoxan.lL
Pharmaceutical ration East Hanover. New Jersev)® (b)(4)

(b)(4)

( b) (4) Therefore, the assessor

finds that the RLD batch used in the pivotal fasting and fed BE studies was
manufactured for the United States market and thus acceptable.

41.1.13 Study Design, Single-Dose Pivotal Fasting Bioequivalence Study
Enrolled: 36
Dosed: 36
Completed: 35 completed at least 2 periods and 33
Number of Subjects completed all periods
Samples Analyzed: 36
Statistically Analyzed: 35
No. of Sequences 2
No. of Periods 4
| No. of Treatments 2
| No. of Groups 1
| Washout Period 7 days
| Randomization B Yes [ No

Blood samples were collected at pre-dose (0.00) and 0.08. 0.17,
0.25, 0.33, 0.50, 0.67, 0.83, 1.00, 1.33, 1.67. 2.00, 2.33, 2.67, 3.00,

Hiood Sampling Times 3.50, 4.00, 4.50, 5.00. 6.00, 8.00, 10.00, 12.00, 16.00, 24.00, 36.00
and 48.00 hours post dose.
| IRB Approval ® Yes Date: 24/12/2018 O No
| Informed Consent X Yes Date: 24/12/2018 O No
_ An overnight fast of at least 10 hours prior to drug administration
e & and at least 4 hours post-dose.
At least 11 hours prior to dosing until 48.00 hours post-drug
Length of Confinement adiaiiteation.
Was the drug product
administered per Iabeling for O
. _ i~ Yes (ONo EKIN/A
specialized dosage forms e.g.
ODT)?
Safety Monitoring B Yes ONo

(0)(4)
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Comments on Study Design: Adequate

The study design for the pivotal fasting BE study (Study No. 662/18) was an open
label, single-dose, randomized, two-treatment, four-period, two-sequence, full-
replicate, crossover BE study, which is not in line with the recommendation in the
product-specific guidance (PSG) for Sacubitril and Valsartan Tablets, 97 mg/103
mg. The applicant did not provide an explanation for its selected BE study design.
It is noted that the applicant conducted pilot fasting BE study (Study No. 060/18)
as recommended in the PSG (i.e. single-dose, two-way crossover study), which
failed to meet the BE acceptance limits possibly due to high intra-subject variability
observed during the pilot BE study under fasting condition. The assessor deems the
applicant’s BE study design acceptable for the following reasons:

1) The applicant’s pilot fasting BE study conducted per PSG recommendation
failed to meet the BE limit for Cmax for sacubitril and valsartan presumably due
to highly intra-subject variability.

2) The applicant has pre-established the fully-replicate study design prior to
conducting the pivotal fasting BE study.

3) In Office for Research and Standards (ORS)’s responses to Controlled
Correspondence no. 23610606%2 and no. 24442067 for the same drug product,
ORS concluded that a fully replicated crossover BE study design under fasting
conditions is acceptable for the current drug product provided that the applicant
provides evidence of high variability (i.e. swr > 0.294) in the pharmacokinetic
parameters (Cmax and/or AUC) of the reference product. In the current pivotal
fasting BE study, swr value for Cmax for sacubitril and valsartan was > 0.294.
Therefore, the applicant used the reference-scaled average approach to
demonstrate BE for Cmax and the conventional two one-sided test procedure to
demonstrate BE for AUCo.t and AUCo-.

Per RLD labeling®, following oral administration, the peak plasma concentrations
for sacubitril and valsartan occurred between 0.5 and 1.5 hours, respectively. In
addition, sacubitril and valsartan have terminal elimination half-lives of
approximately 1.4 and 9.9 hours, respectively. The applicant collected blood
samples up to 48 hours post-dose, which is adequate to capture the Tmax and
elimination phase with no first time point Cmax observed. The washout period of 7
days between study periods is more than five half-lives of sacubitril and valsartan
and thus is sufficient to ensure the complete elimination of remaining sacubitril and
valsartan before the next dosing period.

22 GDRP: Project No. 23610606, Controlled Correspondence: Sacubitril and Valsartan Tablet, 97
mg;103mg [RLDN207620] - Confirmation on study design of bioequivalence study, OGD Review,
C23610606 Review.docx, 9/27/2018.

23 GDRP: Project No. 24442067, Controlled Correspondence: Sacubitril and Valsartan Tablets,

97mg;103mg - for Alternative Approach and Design of Bioequivalence (BE) Study RLD#207620, OGD

Review, C24442067 Review.docx, 10/26/2018.
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e The current PSG on Sacubitril and Valsartan Tablets, 97 mg/103 mg recommends
that fasting BE study be conducted in [h]ealthy males and females (nonpregnant),
general population. Female subjects should not be pregnant or lactating, and if
applicable, should practice abstinence or contraception during the study. Per
clinical study report, the pivotal fasting BE study was conducted in male subjects
only and thus in line with the recommendations in the current PSG.

The pivotal fasting BE study design is adequate.

4.1.1.2 Clinical Results

4.1.1.2.1 Demographic Profile of Subjects
| Pivotal Fasting Bioequivalence Study No. 662/18
Treatment Groups
Test Product Reference Product
N=35 N=35
Age Mean + SD 315+6.9 31.5+6.9
(years) Range 22.0-42.0 22.0-42.0
<18 0 (0.00%) 0 (0.00%)
18- 40 30 (85.71%) 30 (85.71%)
Aef:m 41-64 05 (14.29%) 05 (14.29%)
65-75 0 (0.00%) 0 (0.00%)
>175 0 (0.00%) 0 (0.00%)
Male 35 (100%) 35 (100%)
T Female 0 (0.00%) 0 (0.00%)
Asian 35 (100%) 35 (100%)
Black 0 (0.00%) 0 (0.00%)
Race Caucasian 0 (0.00%) 0 (0.00%)
Hispanic 0 (0.00%) 0 (0.00%)
Other 0 (0.00%) 0 (0.00%)
Mean + SD 232+1.7 232+1.7
BMI
Range 19.0-249 19.0-24.9
Other Factors NA NA
NA =Not Applicable
Is the demographics profile of subjects completing the bioequivalence study in
agreement with the current drug product recommendation? If no, please ®Yes [ONo
comment.
4.1.1.2.2 Dropout Information
Subject No. Reason Period | Replaced?
Page 25 of 105
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Subject did not turn up for period-II and period-III check-in I & II No
due to personal reasons
Subject did not turn up for period-III check-in due to
(b)(6) - -
personal reasons
Subject did not tum up for period-II, period-III and period- IL IIT & No
IV check-in due to personal reasons v
Are dropouts appropriate? If no, please comment. BYes ONo ONA
4.1.1.2.3 Study Adverse Events
Reported Incidence by Treatment Groups
Body System /
Adverse E Pivotal Fasting Bioequivalence Study No. 662/18
Test (N =35) Reference (N = 36)
Gastrointestinal disorders
Diarrhea 02 (5.71%) -

Respiratory, thoracic and mediastinal disorders

Dry cough 01 (2.86%) 03 (8.33%)
Skin and subcutaneous tissue disorders

Itching all over body 02 (5.71%) 01 (2.78%)

Rashes over body 01 (2.86%) 01 (2.78%)

Nervous system disorders

Dizziness 01 (2.86%)

Headache 01 (2.86%)

01 (2.78%)

Total 08 (22.86%)

06 (16.67%)

‘Were subjects who experienced vomiting included in
statistical analysis?

O Yes

O No

X N/A

If yes, does the time of emesis exceed two times the
median Tmax value (IR products) or the labeled
dosing interval (MR products)? Please comment.

O Yes

O No

X N/A

‘Was the adverse event profile observed comparable
for the test and reference product?

O Yes
below)

X No

O N/A (see comment

Are there any serious adverse events or death?

O Yes

X No

If yes, then if the study conducted in US, are they
reported to the OGD/CSSS via the OGD-
PremarketSafetyReports@fda.hhs.gov mailbox?

O Yes

O No

X N/A

Are there any other safety concerns based on the
adverse event profile?

O Yes

X No

Page 26 of 105
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41.1.24 Protocol Deviations
Type Subject #s (Test T) Subject #s (Reference R)
In House Blood Period-IV
Draw deviation M(l‘ 33 hr) .

If the applicant used nominal time points, the sampling time deviations
(if any) > 5% and 90% CI of any PK parameters is border line, please X Actual [ Nominal

Is the dropout/withdrawal/exclusion of subjects and protocol deviations as
per the criteria mentioned in the IRB approved study protocol?

B Yes [ONo

Comments on Clinical Results: Adequate

A total of 36 subjects were enrolled and dosed in the pivotal fasting BE study. Per
clinical study report, Subject@ did not report to the clinical facility for periods II
and ITI check-in, subject|#=|did not report to the clinical facility for period I check-
in, and subject| = |did not report to the clinical facility for period II-IV check-in due
to personal reasons. The assessor checked the study protocol and Case Report
Forms (CRFs) for the above subjects and verified that Subjects| (b)(6) |returned
for period IV following discontinuation from periods II-III (Subject | «« | and period
III (Subject | = ) and the withdrawal of Subjectwas in line with the study protocol
and no plasma samples were collected following the discontinuation/dropout. The
collected samples from the discontinued subjects were analyzed but only Subjects

__(b)(6) | were considered for pharmacokinetic and statistical analyses with the
remaining subjects since they completed at least 2 study periods, which is in line
with the study protocol.

Per the clinical study report, 14 adverse events (AEs) were reported following the
administration of the test and reference products in all study periods I-IV. Most of
these AEs are listed in the RLD labeling. Per the clinical study report and CRFs,
the reported AEs were considered to be mild or moderate and possibly or unlikely
related to the study treatment. These AEs were resolved by the end of study without
any sequelae. Based on the number of observed AEs, the AE profile are not
comparable between test and reference. However, since the majority of AEs are
single incidence and the subjects who had these AEs did not have any other
complaints upon check-out, the assessor does not consider the above reported AEs
would impact the BE study outcome.

According to the clinical study report, Subjects‘ (b)(6) ‘received
the following concomitant medications orally: Cetirizine Hydrochloride Tablets,
Lactic Acid Bacillus Tablets, Paracetamol Tablets, TusQ-X + (Terbutaline

Sulphate, Ambroxol Hydrochloride and Guaifenesin) Syrup. In addition, Subjects
(b)(6) received the following concomitant medication intravenously:

Pheniramine Maleate 22.75 mg Injection. The applicant’s pre-study method
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validation includes the evaluation of aforementioned concomitant medications
except Lactic Acid Bacillus, which was administered to Subject »* |who suffered
from diarthea. However, Subject |~ |received Lactic Acid Bacillus 33 hours and 33
minutes after drug administration, and Subject Cmax for valsartan and sacubitril
was observed at 0.5 and 1.67 hours, respectively. Therefore, since Lactic Acid
Bacillus was administered in the elimination phase of Subject this concomitant
medication should not significantly affect the BE study outcome. Per the pre-study
method validation report, the applicant demonstrated that the aforementioned
concomitant medications do not interfere with the analytical measurement of
valsartan and sacubitril. Therefore, the assessor does not consider these
concomitant medications will impact the study outcome.

The applicant reported one protocol deviation of In House Blood Draw deviation
for Subject ~|as the sampling collection time at 1.33 hour time point was deviated
by 4 minutes due to cannula blockage. According to the clinical study report, the
applicant used actual blood sampling time points for the calculation of
pharmacokinetic parameters. The assessor also used actual blood sampling time
points. Therefore, the assessor does not consider this protocol deviation would
affect the calculation of pharmacokinetic parameters and the study outcome.

The handling of adverse events, dropouts, and protocol deviations is acceptable.

4.1.1.3 Bioanalytical Results

4.1.1.3.1

SOPs dealing with Sample Analysis including Repeat Analysis

SOP No. Effective Date of SOP

'SOP Title

4

Reanalysis of Study Samples

Preparation and Qualification of Calibration Curve
Standards and Quality Control Samples

Bioanalytical Method Validation

Chromatogram Acceptance Criteria

Biosample Analysis and Within Study Validation

Incurred Sample Reanalysis

Quantification of Valsartan and Sacubitril

All necessary SOPs submitted?

M Yes [ONo

4.1.1.3.2

Sample Analysis Calibration and Quality Control

Pivotal Fasting Bioequivalence Study No. 662/18
Sacubitril

Parameter I

Standard Curve Samples

Page 28 of 105

Page 1308 of 1492




ANDA 213676

Single-Dose Pivotal Fasting Bioequivalence Study Assessment

Concentration (ng/mL) 20.124 | 40.249| 100.62 | 240.15 | 600.37 | 1563.5| 3602.5 | 7204.9 | 10802 | 12002
Inter day Precision (%CV) 1.5 2.6 2.1 1.6 1.6 1.7 1.9 1.6 2.7 1.8
Inter day Accuracy (%eActual)| 98.7 | 101.0 | 102.1 | 103.1 | 102.7 | 102.5 | 100.3 | 97.9 | 953 | 96.2
Linearity (R2) 0.9962 to 0.9994

Linearity Range (ng/mL) 20.124 to 12002

Sensitivity/LOQ (ng/mL) 20.124

Quality Control Samples
F HQC MQC AQC-1 AQC-II LQC
Concentration (ng/mL) 9120.3 42044 13244 483.41 58.009
Inter day Precision (%CV) 2.1 18 2.5 2.4 29
Inter day Accuracy (%Actual) 97.4 101.2 103.5 103.9 103.3
Pivotal Fasting Bioequivalence Study No. 662/18

Parameter Standard Curve Samples

Concentration (ng/mL) 16.804 | 33.607 | 84.019 | 200.52 | 501.31 | 1305.5| 3008.0| 6016.0|9019.6 | 10022
Inter day Precision (%CV) 1.5 2.9 23 1.8 p 1.9 23 1.8 33 27
Inter day Accuracy (%Actual)| 99.5 | 100.6 | 100.1 | 101.1 | 100.6 | 101.0 | 99.7 | 99.8 | 97.4 | 100.1
Linearity (R2) 0.9966 to 0.9998
Linearity Range (ng/mL) 16.804 to 10022

Sensitivity/LOQ (ng/mL) 16.804

Quality Control Samples
Parameter
HQC MQC AQC1 AQC-IT LQC

Concentration (ng/mL) 7615.3 3510.7 11059 403.64 48.437
Inter day Precision (%CV) 2.8 2.3 2.8 2.6 3.9
Inter day Accuracy (%eActual) 99.4 100.9 102.4 102.4 102.4
Are the concentrations of standard curve and QC samples ®Yes ON
relevant to the concentration of the samples? s &

Are there any concerns related to sample analysis (including

rejected runs, reinjection, sample dilution, etc.)? If yes, comment | [J Yes [ No

below or consult TL/tertiary assessor for additional actions

Were 20% of chromatograms included? K Yes [ONo

X senallm O randomly

Were chromatograms serially or randomly selected? (Subjects| (B)(6)

Any interfering peaks in chromatograms? OYes WNo

Were the]::romtngram submitted by the applicant ® Yes [ No

Were 100% raw analytical data, including failed runs, provided? | X Yes [ No
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4.1.1.33 Reanalysis of Study Samples
Pivotal Fasting Bioequivalence Study No. 662/18
Sacubitril
Number of samples Number of recalculated values
reanalyzed used in reanalysis
sl e Actual | %oftotal |, % of total
E number ASSAyS ASSAYS
T R T R T R T R
Pharmacokinetic Repeats 0 0 0.00 0.00 0 0 0.00 0.00
Total 0 0 0.00 0.00 0.00 0.00
Note: Total number of test (T) samples analyzed: 1428
Total number of reference (R) samples analyzed: 1470
Pivotal Fasting Bioequivalence Study No. 662/18
Valsartan
Number of samples Number of recalculated values
reanalyzed used in reanalysis
sl i Actual | %oftotal |, % of total
1 number assays ASsAys
T R T R T R T R
Pharmacokinetic Repeats 0 0 0.00 0.00 0 0 0.00 0.00
Above Upper Limit of
Quantification 07 09 0.47 0.58 07 09 0.47 0.58
Incomisetintenmivimnind | g | o | o | 6o | o 00 | 007 | 0.00
Response
Total 08 | 09 0.54 0.58 08 09 0.54 0.58
Note: Total number of test (T) samples analyzed: 1496
Total number of reference (R) samples analyzed: 1540
Does the assessor agree with the reanalysis of study samples: OYes ®N
analytical and/or PK repeat? s &
If no, is recalculation of PK parameters necessary? UYes UNo LUNA
Jo be Determined
Did recalculation of PK parameters change the study OYes ONo ONA
outcome? To be Determined
Are the PK parameters of reanalysis still within the OYes ONo ONA
acceptance limits for the 90% CI? To be Determined

Comments on Bioanalytical Results: Incomplete

4.1.1.3.3.1 Assessor’s Comments on Reanalysis of Study Samples:
¢ During the pivotal fasting BE study, the applicant analyzed a total of 2898 sacubitril
samples and 3036 valsartan samples. Of these samples, 17 valsartan samples

(0.56%) were reanalyzed. The reassays were conducted based on SOP| (b)(4)

“Reanalysis of Study Samples”.
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e Sixteen (16) valsartan samples were reassayed due to “Above Upper Limit of
Quantification”. The assessor verified that these samples were correctly identified
for reassay per SOP since their original concentrations were greater than the highest
calibration standard (ULOQ, 10022 ng/mL). These samples were diluted 2-fold.
Per SOP| (b)(4) | the samples were diluted using blank matrix. The pre-study
method validation includes acceptable dilution integrity testing at 2-fold dilution of
20043 ng/mL. The repeat concentrations were within 15% of ULOQ after
correcting for dilution factor except for repeat samples from Subjects|  (b)(6
whose repeat samples values were 24.2-66.2% lower than ULOQ. The applicant
analyzed dilution quality control samples (DQCs) along with the repeat samples,
and DQCs met the acceptance criteria per SOP. The available chromatograms for
the original samples for Subjects and the chromatograms for the repeat
samples do not indicate any processing or extraction errors. The applicant’s SOP
states that [t]he dilution integrity is considered as qualified, if the %RE acceptance
criteria (£15% of the nominal concentration) for at least 50% of DQC sample(s).
The repeated result is multiplied by the dilution factor and the resultant value is
reported. However, the applicant will be asked to explain the significant difference
between the aforementioned repeat samples and ULOQ and its impact on dilution
integrity. The applicant repeated the analysis in singlet and reported the repeat value
as the final concentration per SOP.

e One (1) valsartan sample was reassayed due to “Inconsistent Internal Standard
Response”. The repeat sample is a pre-dose sample for Subject| e |Period 1. The
assessor verified that this sample was correctly identified for reanalysis since the
original internal standard (IS) response (IS peak area = 0) was outside 70% of the
mean IS response of the accepted CCs, QCs, and Blank+IS in the respective run in
accordance with SOP, which states:

“Inconsistent Internal Standard Response (IR)

Mean internal standard response is the mean response obtained from all the
internal standard response of the accepted calibration curve standards, quality
control samples and Blank+1S.

The unknown samples, whose internal standard response is beyond * 70% of the
mean internal standard response, are repeated under the category of inconsistent
internal standard response.

Samples under this category are analyzed in singlet and the results are reported...”

The applicant repeated the analysis in singlet and reported the repeat value as the
final concentration per SOP.

4.1.1.3.3.2 Assessor’s Comments on Accepted and Rejected Runs:

e The applicant reported a total of 41 analytical runs for sacubitril and valsartan
during the pivotal fasting BE study. No run was rejected.

Page 31 of 105

Page 1311 of 1492



ANDA 213676
Single-Dose Pivotal Fasting Bioequivalence Study Assessment

4.1.1.3.3.3 Assessor’s Comments on Re-injections:

No re-injection was reported during the analysis of sacubitril and valsartan samples.

4.1.1.3.3.4 Assessor’s Comments on Manual Re-Integration:

No re-integration was reported during the analysis of sacubitril and valsartan
samples.

4.1.1.3.3.5 Assessor’s Comments on Incurred Sample Reanalysis (ISR):
Sacubitril

The ISR was performed on 7.11% (206 samples) of the total number of sacubitril
samples (2898 samples) per SOP | (b)(4) | which states that /0% of the samples
should be reanalysed in case the number of samples is less than 1000 samples and
5% of the number of samples exceeding 1000 samples.

The applicant’s ISR sample selection is also consistent with the current Guidance
for Industry, Bioanalytical Method Validation (May 2018), which states that
sample size required for ISR should be 10% reanalysis of the first 1000 samples,
and 5% reanalysis of the remaining samples. Per SOP and bioanalytical report, at
least one sacubitril sample per period per subject was selected around Cmax
concentration and another with a concentration at least 3 times of LLOQ in the
elimination phase.

Per bioanalytical report, 94.17% of ISR samples (194 samples) were acceptable and
within the acceptance criteria specified in the SOP:

“The assessment of ISR is considered acceptable if the percent difference of the
original and reanalysis concentration are within x 20.0% of for chromatographic
methods for at least 67% of the samples tested.”

The ISR was performed on 6.78% (206 samples) of the total number of valsartan
samples (3036 samples) per SOP| (b)(4) |The applicant’s ISR sample selection
is also consistent with the current Guidance for Industry, Bioanalytical Method
Validation (May 2018) described above. Per SOP and bioanalytical report, at least
one valsartan sample per period per subject was selected around Cmax concentration
and another with a concentration at least 3 times of LLOQ in the elimination phase.

Per bioanalytical report, 85.44% of ISR samples (176 samples) were acceptable and
within the acceptance criteria specified in the SOP.

The bioanalytical portion of the pivotal fasting BE study is incomplete.
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4.1.1.4 Pharmacokinetic Results
4.1.1.4.1 Arithmetic Mean Pharmacokinetic Parameters — Assessor Calculated

Sacubitril
REPLICATE 1 (PERIODS 1 AND 2)

Test _ Reference Ratio

Parameter| Unit Mean |CV%| Min | Max | Mean [CV%| Min | Max [(T/R)

AUCT |ng.hr/mL|2952.723 [ 24.70 | 1876.18 | 4859.07 | 2964.499 | 25.39 | 1617.21 | 4567.10| 1.00

AUCINF (ng.hr/ml |3006.072 | 24.64 | 1889.03 | 4890.75 | 3007.952 | 24.88 | 1709.84 | 4601.49 | 1.00

CMAX ng/mL |2669.757 | 45.38 | 888.88 |5335.80 (2782.315|34.42|1012.60 | 5383.00 | 0.96

TMAX" hr 0.670 . 0.25 4.00 0.670 . 0.25 2,67 | 1.00
KEL hr-1 1.023 |28.55| 043 1.76 1.006 |32.49| 043 1.83 1.02
THALF hr 0.746 |[36.07| 039 1.61 0.765 |34.81| 0.38 1.63 | 0.98

* Tmax values are presented as median, range

REPLICATE 2 (PERIODS 3 AND 4)

Test _ Reference Ratio

Parameter| Unit Mean |CV%| Min | Max | Mean [CV%| Min | Max [(T/R)

AUCT |ng.hr/mL|2963.272(26.16 | 1727.37 | 4934.25 | 2933.641 | 26.88 | 1176.82 | 4441.59| 1.01

AUCINF (ng.hr/ml |2995.648 | 25.89 | 1745.10 | 4972.14 | 3020.148 | 24.46 | 1708.49 | 4464.52 | 0.99

CMAX ng/mL |2864.658|39.48 | 761.17 [4663.80 [ 2656.247 | 48.42 | 869.16 [6112.20 | 1.08

TMAX" hr 0.500 . 0.25 1.33 0.670 . 0.33 267 | 0.75
KEL hr-1 1.097 |2591| 0.55 1.82 1.096 |2543| 0.58 1.70 | 1.00
THALF hr 0.680 |(30.37( 0.38 1.26 0.676 |26.80| 041 1.19 | 1.01

* Tmax values are presented as median, range

ALL PERIODS (PERIODS 1, 2, 3, AND 4)

Test _ Reference Ratio

Parameter| Unit Mean |CV%| Min | Max | Mean [CV%| Min | Max [(T/R)

AUCT |ng.hr/mL|2957.842 (25.23 | 1727.37 | 4934.25 | 2948.846 | 25.96 | 1176.82 | 4567.10| 1.00

AUCINF (ng.hr/mL |3000.938 | 25.07 | 1745.10 | 4972.14 | 3014.050 | 24.49 | 1708.49 | 4601.49 | 1.00

CMAX ng/mL |2764.341|42.27 | 761.17 [ 5335.80 [ 2718.368 | 41.56 | 869.16 [6112.20 | 1.02

TMAX" hr 0.670 . 0.25 4.00 0.670 . 0.25 2,67 | 1.00
KEL hr-1 1.060 |27.23| 043 1.82 1.051 [29.00| 043 1.83 1.01
THALF hr 0.714 |[33.75( 0.38 1.61 0.720 |31.99| 0.38 1.63 | 0.99

* Tmax values are presented as median, range
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Test Reference Ratio
Parameter | Unit Mean |(CV% | Min Max Mean |CV% | Min Max |[(T/R)
AUCT ng.hr/mL | 34103.31 | 40.86 | 8593.66 | 64426.42 | 36406.73 | 39.77 | 8863.95 | 66711.11 | 0.94
AUCINF | nghr/mL | 34396.08 | 40.56 | 8780.57 | 64824.12 | 36741.71 | 39.50 | 9011.04 | 67214.55 | 0.94
CMAX ng/ml | 5449.869 | 39.13 | 1346.60 | 9768.50 | 5977.991 | 37.13 | 1052.10 | 9961.20 | 0.91
TMAX' hr 2.000 1.00 4.50 1.670 1.00 3.50 1.20
KEL hr-1 0.107 24.70 0.06 0.19 0.107 23.78 0.06 0.17 1.00
THALF hr 6.845 24.69 3.72 12.11 6.850 26.60 | 4.09 12.48 1.00
* Tmax values are presented as median, range
REPLICATE 2 (PERIODS 3 AND 4)
' Test Reference Ratio
Parameter Unit Mean |CV% | Min Max Mean |(CV% | Min Max (I/R)
AUCT ng.hr/mL | 37661.94 | 41.25 | 3628.61 | 71740.83 | 39895.43 | 34.61 | 8023.72 | 67563.12 | 0.94
AUCINF | ng.hr/mL | 38003.77 | 40.89 | 3941.26 | 72188.25 | 40230.01 | 34.43 | 8263.17 | 68279.29 | 0.94
CMAX ng/ml. | 6046.547 | 42.57 | 631.26 | 11733.00 | 6432.734 | 34.65 | 1234.90 | 11220.00 | 0.94
TMAX® hr 2.000 1.33 4.50 2330 1.33 4.00 0.86
KEL hr-1 0.104 24.24 0.07 0.18 0.108 22.04 | 0.07 0.16 0.97
THALF hr 6.977 21.04 391 10.22 6.728 21.49 428 9.50 1.04
* Tmax values are presented as median, range
ALL PERIODS (PERIODS 1, 2, 3, AND 4)
Test Reference Ratio
Parameter | Unit Mean |CV% | Min Max Mean |CV% | Min Max |(T/R)
AUCT ng.hr/ml | 35830.29 | 41.12 | 3628.61 | 71740.83 | 38176.36 | 37.06 | 8023.72 | 67563.12 | 0.94
AUCINF | nghr/mL | 36146.87 | 40.79 | 3941.26 | 72188.25 | 38511.14 | 36.84 | 8263.17 | 68279.29 | 0.94
CMAX ng/ml, | 5739.433 | 41.09 | 631.26 | 11733.00 | 6208.658 | 35.75 | 1052.10 | 11220.00 | 0.92
TMAX' hr 2.000 1.00 4.50 2.000 1.00 4.00 1.00
KEL hr-1 0.106 2434 | 0.06 0.19 0.108 22.74| 0.06 0.17 0.98
THALF hr 6909 |22.81| 3.72 12.11 6.788 |24.03| 4.09 1248 | 1.02

* Tmax values are presented as median, range

41.14.2

Geometric Means and 90% Confidence Intervals - Applicant Calculated

Dose (1 x 97 mg/103 mg)
Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals

Sacubitril and Valsartan Tablets 97 mg/103 mg (No of subjects completed= 35)
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Parameter Test N | Reference | N | Ratio (%) 90% C.L
AUC: (hr*ng /mL) 2842848 | 68 | 2822448 | 69 100.19 97.89-103.64
AUCis(hr*ng /mL) | 2884404 | 67 | 2894228 | 68 100.21 97.10-102.29
Cunax (ng/ml) 2477042 | 68 | 2486.004 | 69 98.00 90.51-109.69
| Fasting Bioequivalence Study (Study No. 662/18) (Valsartan)
Parameter Test N Reference N Ratio (%) 90% C.L
AUC: (hr*ng /mL) 31909.11 | 68 | 3506826 | 69 90.72 81.43-101.68
AUCkws(hr*ng /mL) | 3227693 | 68 | 3541947 | 69 90.86 81.68-101.66
Cunax (ng/ml) 5125.141 | 68 | 5727.119 | 69 89.37 78.93-101.46

For AUC; & AUC s, the Swr is < 0.294, hence conventional average bioequivalence approach was used
for the calculation and the results are represented in bold.

Fasting Bioequivalence Study (Study No. 662/18) (Sacubitril)

95%
Parameter ;’gﬁ m ;;‘:f’él s2wr | sWR m “{J":‘f"' Outcome
LAUCT 100.19 | 97.89 | 103.64 | 0.009 | 0.09329 | -0.004816 | MIXED | PASS
LAUCI 10021 | 97.10 | 102.29 | 0.008 | 0.08994 | -0.004459 | MIXED | PASS
LCMAX 98.00 90.51 109.69 | 0.120 | 0.34636 | -0.065356 | MIXED | PASS
Fasting Bioequivalence Study (Study No. 662/18) (Valsartan)
Parameter | poio | sgvect | s0oect | 2™ | "R | Gound | Useq [Ptcome
LAUCT 90.72 81.43 | 101.68 | 0.067 | 0.25853 | -0.005983 | MIXED | PASS
LAUCI 90.86 81.68 | 101.66 | 0.065 | 0.25480 | -0.005902 | MIXED | PASS
LCMAX 89.37 7893 | 101.46 | 0.092 | 030393 | -0.010139 | MIXED | PASS

For AUC; & AUCqs, the Swr is < 0.294, hence, conventional average bioequivalence approach was used for
the calculation and the results are represented in bold.

For Cpax the Swr is > 0.294, hence, reference-scaled average bioequivalence approach was used for the
calculation and the results are represented in bold.

4.1.1.4.3 Geometric Means and 90% Confidence Intervals - Assessor Calculated

Sacubitril and Valsartan Tablet
1 x 97 mg/103 mg
Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals
Fasting Bioequivalence Study No. 662/18
Sacubitril
Unscaled Data
Parameter (units) Test N RLD N Ratio 90% C.1
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| AUCo.¢ (hr.ng/ml) 2842.85 68 2822.45 69 1.01 97.89 103.64
| AUCx (hr.ng/ml) 2884.40 68 2894.23 69 1.00 97.10 102.29
| Comax (ng/ml) 2477.04 68 2486.00 69 1.00 90.51 109.69
Scaled Data
TR Lower Upper Criteria Method
Parameter Ratio 90% CI | 90% CI S*wr Swr Basied Used Outcome
LnAUCo+ 1.00 97.89 103.64 0.0087022 | 0.0932858 | -0.004816 | Unscaled PASS
LnAUCoinf 1.00 97.10 102.29 0.0080885 | 0.089936 | -0.004459 | Unscaled PASS
LnCmax 0.98 90.51 109.69 0.1199647 | 0.3463593 | -0.065356 | Scaled/PE PASS
Sacubitril and Valsartan Tablet
1 x 97 mg/103 mg
Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals
Fasting Bioequivalence Study No. 662/18
Valsartan
Unscaled Data
| Parameter (units) Test N RLD N Ratio 90% C.1.
| AUCy« (hr.ng/ml) | 31909.11 68 | 35068.25 | 69 091 81.43 101.68
l AUC,, (hr.ng/ml) | 3227693 | 68 | 3541947 | 69 0.91 81.68 101.66
| Comax (ng/ml) 5125.14 68 5727.12 69 0.89 78.93 101.46
Scaled Data
TR Lower Upper Criteria Method
Parameter Ratio | 90% CI | 90% CI Stwr Swr Soand Used QOutcome
LnAUCu+ 0.91 81.43 101.68 0.0668375 | 0.2585296 | -0.005983 | Unscaled PASS
LnAUCwms | 091 81.68 101.66 0.0649223 | 0.2547985 | -0.005902 | Unscaled PASS
LoCmax 0.89 78.93 101.46 0.0923752 | 0.3039329 | -0.010139 | Scaled/PE PASS
4.1.1.44 Additional Information for the Study
Sacubitril
AUCy: 0.0932
AUC; 0.0899
Cmax:  0.3463
sm‘ SEEEEEEEEE——
Valsartan
AUC: 0.2585
AUC;: 0.2548
Coax:  0.3040
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* The assessor used SAS code “Highly Variable 4-way Crossover “HV-RefScale4Period-verl.SAS” for
statistical analysis. This SAS code does not generate results for Root Mean Square Error (RMSE). Therefore,
the assessor included Swg values in place of RMSE.

Test 68 0.99 0.95 0.99
Reference 69 0.99 0.93 1.00
If the minimum ratios less
than 0.8, were they due to
inadequate sampling N/A
schedule? Provide
additional comments below.
Test 68 0.99 0.92 1.00
Reference 69 0.99 0.97 1.00
If the minimum ratios less
than 0.8, were they due to N/A
inadequate sampling
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schedule? Provide
additional comments below.
* Calculated by the assessor (SAS code HV-RefScale4Period-verl.SAS does not provide AUC ratio in its
output). AUC ratio calculations are provided in Column #11 of PK sheet within the spreadsheet dataset in
Section. 4.4.3.

Comments on Pharmacokinetic Results: Adequate

e Thisis an immediate-release (IR) product. The median Tmax (range) values reported
for sacubitril and valsartan during the pivotal fasting BE study were as follows:

Analyte Tmax Test (hours) | Tmax Reference (hours) Ratio
Sacubitril 0.67 (0.25-4.00) 0.67 (0.25-2.67) 1.00
Valsartan 2.00 (1.00-4.50) 2.00 (1.00-4.00) 1.00

Based on the T/R ratios calculated above for sacubitril and valsartan, the assessor
considers the Tmax for the test and reference product in the pivotal fasting BE study
comparable.

e The applicant proposed to use either the unscaled average BE procedure or the
reference-scaled average BE procedure for analyzing sacubitril and valsartan BE
parameters in its study protocol depending on the intra-subject variability (swr) as
described below:

“If the Swr < 0.294 Two one-sided test procedure is used to determine
bioequivalence (BE) for the specific primary pharmacokinetic (PK) parameters
Cmax, AUCt and AUCinf.

» The 90% two one sided confidence intervals for the primary PK parameters are
within the 80.00% to 125.00% for Sacubitril and Valsartan.

If the Swr > 0.294 the reference scaled procedure is used to determine BE for the
specific primary pharmacokinetic parameters Cmax, AUC: and AUCiny.

Test product is considered as bioequivalent with the reference product if the both
of the following conditions are met for each primary PK parameter tested:

» The 95% upper confidence bound for (ur — pr)? — 60.8%wr must be < 0.
Where 0 = (In(1.25)/0.25)?

A%

The point estimate of the Test/Reference geometric mean ratio must fall within
[0.80, 1.25] for Sacubitril and Valsartan.”

Since the Swr for sacubitril and valsartan was < 0.294 for AUC; and AUGC; and >

0.294 for Cmax the applicant used the unscaled average BE procedure for AUC: and
AUC; and reference-scaled procedure for Cmax. According to the clinical study
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protocol, all evaluable subjects completing all at least two periods of the study were
included in the statistical analysis.

e The assessor used Highly Variable 4-way Crossover SAS program with SAS code
CONTINU to analyze the data (HV-RefScale4Period-verl.SAS). The SAS
program contained the standard BE approach (unscaled data) and reference scaled
BE approach (scaled data). Both scaled and unscaled approaches use SAS PROC
MIXED procedure. The applicant used SAS PROC MIXED procedure for the
evaluation of within-subject variability, which is the same as the assessor’s.

e Since the Swr was < 0.294 for AUC: and AUC:; for sacubitril and valsartan, the
unscaled average BE procedure was used to evaluate the least squares geometric
means of AUC:and AUC; while reference-scaled procedure was used for Cmax since
Swr was > 0.294. The results of the unscaled data showed that the 90% C.I. values
for the least squares geometric means of AUC: and AUC; of sacubitril and valsartan
in the pivotal fasting BE study were within the acceptable BE limits of 80.00-
125.00%.

e The 95% upper confidence bounds for (ur — pr)* — 8 S*wr for Cmax of sacubitril and
valsartan in the pivotal fasting BE study were < 0, meeting the first condition*, The
point estimates (T/R mean ratio) for Cmax of sacubitril and valsartan in the pivotal
fasting BE study were within [0.8, 1.25], meeting the second condition.

e The assessor’s analysis for both sacubitril and valsartan are similar to the
applicant’s results and thus confirmed the applicant’s conclusion.

The pharmacokinetic portion of the pivotal fasting BE study is adequate.

4.1.1.5 Opverall Comment

Was the pivotal fasting bioequivalence study acceptable? No, due to bioanalytical and
method validation deficiencies.

24 8. H. Haidar, B. Davit, M. L. Chen, et al., Bioequivalence Approaches for Highly Variable Drugs and
Drug Products. Pharm. Res. 25:237-41 (2008) and Davit et al., Implementation of a Reference-Scaled
Bioequivalence Approach for Highly Variable Generic Drug Products by the US Food and Drug
Administration. The AAPS Journal, 2012.
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Mean Plasma Concentrations, Single-Dose Pivotal Fasting Bioequivalence Study -

Assessor Calculated
Sacubitril
Test (n = 68) Reference (n = 69)

Time®) ™ Mean@gml) | CV% | Memnmgmi) | Cvee | e
0 0.00 . 0.00 " -
0.08 48.95 257.77 34.51 325.31 1.42
0.17 511.21 144.68 398.73 155.21 1.28
0.25 1102.54 105.46 1035.90 93.21 1.06
0.33 1654.43 70.65 1655.00 72.75 1.00
0.5 2294.60 50.91 2248.64 45.89 1.02
0.67 2234.30 48.65 2213.72 47.30 1.01
0.83 1791.08 51.26 1827.84 47.38 0.98

1 1350.01 57.17 1416.44 50.00 0.95
1.33 812.31 53.84 820.54 53.29 0.99
1.67 549.98 57.39 563.98 63.96 0.98

2 449.21 78.78 451.55 79.48 0.99
2.33 362.60 69.26 346.03 89.41 1.05
2.67 305.93 101.30 343.70 112.55 0.89

3 266.32 110.16 296.10 100.20 0.90

4 164.03 140.72 138.01 132.47 1.19

5 56.24 146.58 45.31 156.46 1.24

6 14.02 177.22 10.88 201.15 1.29

8 0.33 824.62 0.88 594.13 0.38

10 0.00 . 0.00 . -
12 0.00 5 0.00 s -

Time (hr) Test (n = 68) Reference (n = 69) T/R Ratio
Mean (ng/mL) CV% Mean (ng/mL) CV% '

0 0 . 0 . -
0.33 682.32 46.02 752.83 44.87 0.91
0.67 2161.31 44.46 2394.11 42.97 0.90

1 3711 44.59 4138.81 40.76 0.90
1.33 4736.61 43.33 5276.29 38.74 0.90
1.67 5141.9 4434 5679.4 40.23 091

2 5102.77 44.65 5685.37 40.29 0.90
2.33 5100.54 44.64 5376.91 41.18 0.95
2.67 4950.91 45.74 5203.54 39.07 0.95

3 4702.9 44.75 5027.4 40.64 0.94
35 4407.79 43.68 4636.39 40.27 0.95

4 4024.64 43.49 4287.44 39.52 0.94
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: Test (n = 68) Reference (n = 69)
Time (hr) _ : : T/R Ratio
Mean (ng/mL) CV% Mean (ng/mL) CV%

4.5 39114 44.49 4016.42 40.31 0.97
5 3015.89 42.35 3157.56 41.14 0.96
2130.75 424 2213.32 38.11 0.96

8 1329.26 43.35 142494 37.31 0.93
10 1010.86 43.77 1065.19 39.25 0.95
12 775.96 4438 812.43 38.46 0.96
16 421.09 47.92 448.66 43.88 0.94
24 149.04 53.39 160.85 51.27 0.93
36 58.54 55.07 61.34 56.24 0.95
48 14.43 106.16 14.67 114.54 0.98

Mean Plasma Concentrations, Single-Dose Pivotal Fasting Bioequivalence Study —
Assessor Calculated

i
? —-—R,1
= —&-R 2
g wB T, 1
2 - T,2
— ,
10 15
Time (hr)
|
g ——R1
; —a- R 2
. i T,1
¥ o= T,2

Time (hr)
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4.1.2 Single-Dose Pivotal Fed Bioequivalence Study

4.1.2.1 Study Design

Study Information

663/18

An open label, balanced, randomized, two-treatment, four-
period, two-sequence, single dose, crossover, full-replicate, oral
bioequivalence study of Sacubitril and Valsartan tablets 97
mg/103 mg of Laurus Labs Limited, India comparing with
ENTRESTO™ (sacubitril / valsartan) tablets 97 mg/103 mg of
Novartis Pharmaceuticals Corp East Hanover, NJ 07936 in
healthy, adult, human subjects under fed conditions

QPS Bioserve India Pvt. Limited,

# 6-56/6/1A, Opp: IDPL Factory,

Balanagar, Hyderabad-500 037, Telangana, India.
Tel: +91-40-4377 0873 / 1875

Fax: +91-40-4377 0877

Dr. K. Babji
babji kalmanoor (@qpsbioserve.com

Period I: 21/02/2019
Period II: 01/03/2019
Period III: 09/03/2019
Period IV: 17/03/2019

b)(4

20/03/2019 - 11/04/2019

(b)(4)

| (21/02/2019 to 11/04/2019)
50 days

-20°C £ 10°C

154 days @ -20°C = 10°C and -70° + 15°C
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41.2.1.2

Product (Bio-batch) Information

e Same as the pivotal fasting BE study

41.2.13 Study Design, Single-Dose Pivotal Fed Bioequivalence Study
Enrolled: 28
Dosed: 28
Completed: 28 completed at least 2 periods and 26
Number of Subjects completed all petiods
Samples Analyzed: 28
Statistically Analyzed: 28
| No. of Sequences 2
| No. of Periods 4
| No. of Treatments 2
| No. of Groups 1
| Washout Period 8 days
| Randomization X Yes [ONo
Blood samples were collected at pre-dose (0 hour) and 0.17, 0.33,
0.50, 0.67, 0.83, 1.00, 1.33, 1.67, 2.00, 2.33, 2.67, 3.00, 3.33, 3.67,
e o 4.00, 4.50, 5.00, 5.50, 6.00, 8.00, 10.00, 12.00, 16.00, 24.00, 36.00
and 48.00 hours post dose.
| IRB Approval ® Yes Date: 24/12/2018 0O No
| Informed Consent ® Yes Date: 24/12/2018 O No
An overnight fast of at least 10 hours prior to the start of a high fat,
Length of Fasting high calorie breakfast and at least 4 hours post-dose except for the
high-fat high-caloric breakfast meal taken 30 minute before dosing.
At least 11 hours prior to dosing until 48.00 hours post-dose blood
Length of Confinement sample collection.
Was the drug product
administered per labeling for
ialized d of ey OYes ONo BKNA
oDT)?
| Safety Monitoring ® Yes O No
Standard FDA Meal Used? | O Yes ® No

If No, then meal components and composition are listed in the table below.

Composition of Non-standard FDA Meal Used in the Pivotal Fed Bioequivalence Study

Page 1324 of 1492

Protein Fat Carbohydrate Energy
w Amonllt.(g) ® @ ® (Cal)
Bread toast with 34 g of bread with 20 g of 2381 16.45 18.68 234.01
butter butter
Egg omelet 27 3.99 8.99 o 96.87
Fried chicken 72 19.43 10.45 -—-- 171.77
Potato cutlet 110 2.40 15.15 33.90 281.55
Milk 240 ml 8.64 8.10 12.42 157.14
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Total (g) 37.27 59.14 65.00 -
Total (Cal) 149.08 532.26 260.00 941.34
Percentage (%) 15.84 56.54 27.62 100

Comments on Study Design: Adequate

The study design for the pivotal fed BE study (Study No. 663/18) was an open
label, single-dose, randomized, two-treatment, four-period, two-sequence, full-
replicate, crossover BE study, which is not in line with the recommendation in the
PSG for Sacubitril and Valsartan Tablets, 97 mg/103 mg. The applicant did not
provide an explanation for its selected BE study design. It is noted that the applicant
conducted pilot fed BE study (Study No. 059/18) as recommended in the PSG (i.e.
single-dose, two-way crossover study), which failed to meet the BE acceptance
limits possibly due to high intra-subject variability observed during the pilot BE
study under fed condition. As with the pivotal fasting BE study, the assessor deems
the applicant’s BE study design acceptable for the following reasons:

1) The applicant’s pilot fed BE study conducted per PSG recommendation failed
to meet the BE limit for Cmax for sacubitril and valsartan presumably due to
highly intra-subject variability.

2) The applicant has pre-established the fully-replicate study design prior to
conducting the pivotal fed BE study.

3) In ORS’s responses to Controlled Correspondence no. 23610606* and no.
244420677 for the same drug product, ORS concluded that a fully replicated
crossover BE study design under fed conditions i1s acceptable for the current
drug product provided that the applicant provides evidence of high variability
(1.e. swr > 0.294) in the pharmacokinetic parameters (Cmax and/or AUC) of the
reference product. In the current pivotal fed BE study, swr value for Cmax for
sacubitril was > 0.294. Therefore, for sacubitril, the applicant used the
reference-scaled average approach to demonstrate BE for Cmax and the
conventional two one-sided test procedure to demonstrate BE for AUCo. and
AUCo. For valsartan, the applicant used the conventional two one-sided test
procedure to demonstrate BE for all pharmacokinetic parameters.

Per RLD labeling®, following oral administration, the peak plasma concentrations
for sacubitril and valsartan occurred between 0.5 and 1.5 hours, respectively. In
addition, sacubitril and valsartan have terminal elimination half-lives of
approximately 1.4 and 9.9 hours, respectively. Food intake resulted in decreased
exposure to valsartan, but this decrease is not clinically significant. Food intake has
no clinically significant effect on the systemic exposures of sacubitril or LBQ657.
The applicant collected blood samples up to 48 hours post-dose, which is adequate
to capture the Tmax and elimination phase with no first time point Cmax observed.
The washout period of 8 days between study periods is more than five half-lives of
sacubitril and valsartan and thus is sufficient to ensure the complete elimination of
remaining sacubitril and valsartan before the next dosing period.
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e As with the pivotal fasting BE study, the current PSG on Sacubitril and Valsartan
Tablets, 97 mg/103 mg recommends that fed BE study be conducted in [h]ealthy
males and females (nonpregnant), general population. Female subjects should not
be pregnant or lactating, and if applicable, should practice abstinence or
contraception during the study. Per clinical study report, the pivotal fed BE study
was conducted in male subjects only and thus in line with the recommendations in
the current PSG.

The pivotal fed BE study design is adequate.

4.1.2.2 Clinical Results

41.2.2.1 Demographic Profile of Subjects
| Pivotal Fed Bioequivalence Study No. 663/18
Treatment Groups
Test Product Reference Product
N=128 N=128
Age Mean + SD 3L2E53 312153
(years) Range 22.0-44.0 22.0-44.0
<18 0 (0.00%) 0 (0.00%)
1840 27 (96.43%) 27 (96.43%)
éﬁm 41-64 01 (3.57%) 01 (3.57%)
6575 0 (0.00%) 0 (0.00%)
>175 0 (0.00%) 0 (0.00%)
Male 28 (100.0%) 28 (100.0%)
Sex Female 0 (0.00%) 0 (0.00%)
Asian 28 (100.0%) 28 (100.0%)
Black 0 (0.00%) 0 (0.00%)
Race Caucasian 0 (0.00%) 0 (0.00%)
Hispanic 0 (0.00%) 0 (0.00%)
Other 0 (0.00%) 0 (0.00%)
Mean + SD 23.1+1.9 23.1+£19
Range 18.6 -24.8 18.6-24.8
Other Factors NA NA
NA=Not Applicable
Is the demographics profile of subjects completing the bioequivalence study in
agreement with the current drug product recommendation? If no, please ® Yes [ONo
comment.
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41.2.2.2 Dropout Information
| Subject No. Reason Period Replaced?
Subject was withdrawn from period-II due to adverse I No
(b) (6) event (vomiting) after dosing in period-IL.
Subject did not turn up for period-III check-in. m No

Are dropouts appropriate? If no, please comment.

®WYes ONo ONA

41.223 Study Adverse Events
Reported Incidence by Treatment Groups

Body System /

i vt Pivotal Fed Bioequivalence Study No. 663/18

Test (N =28) Reference (N = 28)

Gastrointestinal disorders

Diarrhea 01 (3.57%) -

Vomiting 01 (3.57%) -

Respiratory, thoracic and mediastinal disorders

Dry cough 01 (3.57%) -

Cough 01 (3.57%) -
Skin and subcutaneous tissue disorders

Itching all over body 03 (10.71%) 01 (3.57%)
Musculoskeletal and connective tissue disorders

Body pains 01 (3.57%) -
Total 08 (28.57%) 01(3.57%)

statistical analysis?

Were subjects who experienced vomiting included in

OYes ENo ONA

If yes, does the time of emesis exceed two times the
median Tmax value (IR products) or the labeled dosing
interval (MR products)? Please comment.

OYes ONo B NA

‘Was the adverse event profile observed comparable for the
test and reference product?

O Yes ENo [ N/A (See
comments below)

Are there any serious adverse events or death?

O Yes ENo

If yes, then if the study conducted in US, are they
reported to the OGD/CSSS via the OGD-

PremarketSafetyReports@fda.hhs.gov mailbox?

OYes ONo ENA

event profile?

Are there any other safety concerns based on the adverse

O Yes B No
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41.2.24 Protocol Deviations
Type Subject #s (Test T) Subject #s (Reference R)
In House Blood Period-II
Draw deviation - sS16 (2'33]:“.)

If the applicant used nominal time points, the sampling time
deviations (if any) > 5% and 90% CI of any PK parameters is border | X Actual [J] Nominal

line, please reanalyze data using actual sampling time.

Is the dropout/withdrawal/exclusion of subjects and protocol deviations ® Yes [ No
as per the criteria mentioned in the IRB approved study protocol?

Comments on Clinical Results: Adequate

A total of 28 subjects were enrolled and dosed in the pivotal fed BE study. Per
clinical study report, Subjecﬂ discontinued from period II post-dose due to adverse
event of vomiting. Subject \u_[ did not turn up to the clinical facility for period III
check-in. The assessor checked the study protocol and CRFs for the above subjects
and verified that Subject |~ returned for period III-IV following discontinuation
from period IT and Subject = returned for period IV following discontinuation from
period III, which was in line with the study protocol. The collected samples were
analyzed and considered for pharmacokinetic and statistical analyses with the
remaining subjects since they completed at least 2 study periods, which is in line
with the study protocol.

Per the clinical study report, 9 AEs were reported following administration of the
test and reference products in all study periods I-IV. Most of these AEs are listed
in the RLD labeling. Per the clinical study report and CRFs, the reported AEs was
considered to be moderate and possibly or unlikely related to the study treatment.
These AEs were resolved by the end of study without any sequelae. Based on the
number of observed AEs, the AE profile are not comparable between test and
reference treatments. However, since the majority of AEs are single incidence and
the subjects who had these AEs did not have any other complaints upon check-out,
the assessor does not consider the above reported AE would impact the BE study
outcome.

According to the clinical study report, Subjects‘ (b)(6) ‘received the
following concomitant medications orally: TusQ-X + (Terbutaline Sulphate,
Ambroxol Hydrochloride and Guaifenesin) Syrup, Paracetamol Tablets, Lactic
Acid Bacillus Tablets, and Norflox TZ (Norfloxacin, Tinidazole, Lactic Acid
Bacillus Tablets). In addition, Subjects‘ (b)(6) ‘received the following
concomitant medication intravenously: Pheniramine Maleate Injection and
Ondansetron Injection. The applicant’s pre-study method validation includes the
evaluation of aforementioned concomitant medications except Lactic Acid
Bacillus, which was administered to Subject |~ who suffered from diarrhea.
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However, Subject B received Lactic Acid Bacillus at 5 hours and 37 minutes and at
9 hours and 54 minutes after drug administration, and Subject ®® | Cmax for valsartan

and sacubitril was observed at 2.33 and 1.00 hours, respectively. Therefore,

since

Lactic Acid Bacillus was administered in the elimination phase of Subject || this
concomitant medication should not significantly affect the BE study outcome. Per
the pre-study method wvalidation report, the applicant demonstrated that the
aforementioned concomitant medications do not interfere with the analytical
measurement of valsartan and sacubitril. Therefore, the assessor does not consider

these concomitant medications will impact the study outcome.

The applicant reported one protocol deviation of In House Blood Draw deviation

for Subject| = |as the sampling collection time at 2.33 hour time point deviated by
4 minutes due to cannula blockage. According to the clinical study report, the
applicant used actual blood sampling time points for the calculation of
pharmacokinetic parameters. The assessor also used actual blood sampling time
points. Therefore, the assessor does not consider this protocol deviation would

affect the calculation of pharmacokinetic parameters and the study outcome.

The handling of adverse events, dropouts, and protocol deviations is acceptable.

4.1.2.3 Bioanalytical Results
4.1.23.1

Same as the pivotal fasting BE study.

SOPs dealing with Sample Analysis including Repeat Analysis

4.1.23.2 Sample Analysis Calibration and Quality Control
Pivotal Fed Bioequivalence Study No. 663/18
Sacubitril

Parameter Standard Curve Samples
Concentration (ng/mL) 20.124|40.249| 100.62 | 240.15 | 600.37 | 1563.5| 3602.5 | 7204.9 | 10802 | 12002
Inter day Precision (%CV) 11 | 21| 15 |26 |28 | 18] 26| 17| 35| 23
Inter day Accuracy (%eActual)| 99.5 | 100.1 | 101.3 | 101.9 | 101.4 | 101.6 | 99.9 | 98.8 | 97.1 | 98.4
Linearity (R2) 0.9964 to 0.9998
Linearity Range (ng/mL) 20.124 to 12002
Sensitivity/LOQ (ng/mL) 20.124
P | . Qll‘lllYConuﬂSIIIIplll .

HQC MQC AQC-I AQC-II LQC
Concentration (ng/mL) 9120.3 4204.4 13244 483.41 58.009
Inter day Precision (%CV) 22 2.1 2.5 2.0 3.0
Inter day Accuracy (%Actual) 97.9 100.4 102.9 103.4 103.3
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Pivotal Fed Bioequivalence Study No. 663/18

Parameter Standard Curve Samples
Concentration (ng/mL) 16.804 | 33.607 | 84.019 | 200.52 | 501.31 | 1305.5| 3008.0| 6016.0 | 9019.6 | 10022
Inter day Precision (%CV) 12 | 27 | 31 |25 )26 | 19| 37| 16| 30| 18
Inter day Accuracy (%eActual)| 99.3 | 100.4 | 101.2 | 101.7 | 102.0 | 101.2 | 100.4 | 98.7 | 97.7 | 974
Linearity (R2) 0.9956 to 0.9998
Linearity Range (ng/mL) 16.804 to 10022
Sensitivity/LOQ (ng/mL) 16.804
. Quality Control Samples
HQC MQC AQCI AQC-II LQC
Concentration (ng/mL) 7615.3 3510.7 11059 403.64 48.437
Inter day Precision (%CV) 23 22 2.6 24 3.2
Inter day Accuracy (%Actual) 98.4 100.4 102.6 103.3 103.2
Are the concentrations of standard curve and QC samples R Yes [ No
relevant to the concentration of the samples?
Are there any concerns related to sample analysis (including
rejected runs, reinjection, sample dilution, etc.)? If yes, Oves B No
comment below or consult TL/tertiary assessor for additional
actions
Were 20% of chromatograms included? X Yes [ONo

Were chromatograms serially or randomly selected?

B serially [0 randomly

provided?

Any interfering peaks in chromatograms? OYes B No
Were the chromatograms submitted by the applicant

table? B Yes [ONo
Were 100% raw analytical data, including failed runs, K Yes [JNo

4.1.2.3.3 Reanalysis of Study Samples
Pivotal Fed Bioequivalence Study No. 663/18
Sacubitril
Number of samples Number of recalculated values used
reanalyzed in reanalysis
Reason Y ASSAY WA | A ctual % of total Actual =N
F number ASSAYS number y
T R T R T R T R
Pharmacokinetic
Reneats 00 00 0.00 0.00 00 00 0.00 0.00
Incomplete Analysis 02 00 0.16 0.00 02 00 0.16 0.00
Total 02 00 0.16 0.00 02 00 0.16 0.00

Note: Total number of test (T) samples analyzed: 1270
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Total number of reference (R) samples analyzed: 1265

Reason why assay was

repeated

Pharmacokinetic

Repeats 00 00 0.00 0.00 00 00 0.00 0.00
Incomplete Analysis 02 00 0.13 0.00 02 00 0.13 0.00
Total 02 00 0.13 0.00 02 00 0.13 0.00

Note: Total number of test (T) samples analyzed: 1496

Total number of reference (R) samples analyzed: 1540

Does the assessor agree with the reanalysis of study samples: '
Ivtical and/or PK © X Yes ONo ONA
If no, is recalculation of PK parameters necessary? OYes ONo RINA

outcome?

Did recalculation of PK parameters change the study OYes ONo RNA

Are the PK parameters of reanalysis still within the
ceptance limits for the 90% CI? OYes ONo HNA

Comments on Bioanalytical Results: Adequate.

4.1.2.3.3.1 Assessor’s Comments on Reanalysis of Study Samples:

During the pivotal fed BE study, the applicant analyzed a total of 2535 sacubitril
samples and 2643 valsartan samples. Of these samples, 2 sacubitril samples and 2
valsartan samples (0.08%) were reanalyzed. The reassays were conducted based on
SOP‘Reanalysis of Study Samples”.

Two (2) sacubitril samples and 2 valsartan samples were reassayed due to
“Incompleteysis”. The repeat samples are for Subject | =« Period I, 1.33 hours
and Subject | =+ | Period I, 1.00 hour. The assessor verified that these samples were
correctly identified for reanalysis since no analyte or internal standard responses
were measured for the original les as indicated by the numerical raw data and
the bioanalytical report. SOP| (b)(4) | states:

“Incomplete Analysis (IA)

Any sample for which a chromatogram cannot be obtained due to technical reasons
(such as sample lost during processing, processing error, sample loading error in
auto sampler tray, injection carryover, auto sampler vial breakage during
instrument analysis, instrument malfunction, retention time shifting etc.,) is
reanalysed under the category of incomplete analysis.
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If any sample shows no peak at the internal standard retention time (except for
blank samples), then that sample is repeated under the category of incomplete
analysis.

Samples under this category are analyzed in singlet and the results are reported...”

Per bioanalytical report, the reasons for reassaying these samples were due to
sample loss during processing and during flash freezing. The applicant repeated the
analysis in singlet and reported the repeat values as the final concentrations per
SOP.

4.1.2.3.3.2 Assessor’s Comments on Accepted and Rejected Runs:

The applicant reported a total of 33 analytical runs for sacubitril and valsartan
during the pivotal fasting BE study. No run was rejected.

4.1.2.3.3.3 Assessor’s Comments on Re-injections:

No re-injection was reported during the analysis of sacubitril and valsartan samples.

4.1.2.3.3.4 Assessor’s Comments on Manual Re-Integration:

The applicant reported one (1) sample was re-integrated during the analysis of
sacubitril samples due to “Expected RT updated for proper Peak Integration”. The
re-integrated sample is a QC sample (HQC-358). The assessor checked the original
chromatogram for the re-integrated sample and verified that the analyte peak was
not properly captured for integration. Since this is a QC sample and the exclusion
of this QC will not impact run acceptability, the assessor does not consider this re-
integration would impact the study outcome.

4.1.2.3.3.5 Assessor’s Comments on Incurred Sample Reanalysis (ISR):
Sacubitril

The ISR was performed on 7.57% (192 samples) of the total number of sacubitril
samples (2535 samples) per SOPL(Q)M@ . The applicant’s ISR sample selection
is also consistent with the current Guidance for Industry, Bioanalytical Method
Validation (May 2018) described in Section 4.1.1.3.3.5. Per SOP and bioanalytical
report, at least one sacubitril sample per period per subject was selected around
Cmax concentration and another with a concentration at least 3 times of LLOQ in
the elimination phase.

Per bioanalytical report, 97.92% of ISR samples (188 samples) were acceptable and
within the acceptance criteria specified in the SOP.

The ISR was performed on 7.26% (192 samples) of the total number of valsartan
samples (2643 samples) per SOP The applicant’s ISR sample selection
is also consistent with the current Guidance for Industry, Bioanalytical Method
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Validation (May 2018) described in Section 4.1.1.3.3.5. Per SOP and bioanalytical
report, at least one valsartan sample per period per subject was selected around Cmax
concentration and another with a concentration at least 3 times of LLOQ in the
elimination phase.

e Per bioanalytical report, 98.44% of ISR samples (189 samples) were acceptable and
within the acceptance criteria specified in the SOP.

The bioanalytical portion of the pivotal fed BE study is adequate.

4.1.2.4 Pharmacokinetic Results

4.1.2.4.1 Arithmetic Mean Pharmacokinetic Parameters — Assessor Calculated

Sacubitril
REPLICATE 1 (PERIODS 1 AND 2)

Test Reference Ratio
Parameter| Unit Mean (CV% | Min Max Mean | CV% | Min Max |(I/R)
AUCT |[nghr/mL|2739.985|16.17 | 2015.06 |4107.06 | 2689.442| 19.68 | 2009.11 |4311.15| 1.02
AUCINF |ng.hr/ml |2802.973 | 16.53 | 2049.55|4189.79 | 2745.750 | 20.83 |2038.11|4621.79| 1.02
CMAX ng/mL |1597.231(37.63 | 667.04 [3086.10|1507.715| 40.15 | 706.48 | 3448.90 | 1.06

TMAX" hr 1.670 : 0.50 4.50 1.670 . 0.67 4.50 | 1.00
KEL hr-1 0.865 |40.70| 0.19 1.62 0943 | 3836 | 0.07 1.46 | 0.92
THALF hr 1.019 |66.88| 0.43 3.65 1.183 |157.54| 0.48 1043 | 0.86

* Tmax values are presented as median, range

REPLICATE 2 (PERIODS 3 AND 4)

Test Reference Ratio
Parameter| Unit | Mean [CV%| Min | Max | Mean |CV%| Min | Max |(I/R)
AUCT |nghr/mL [2759.848 | 18.92 | 1774.39 | 4271.46 | 2729.409 | 20.48 | 1876.02 | 4339.06 | 1.01
AUCINF |nghr/mL |2837.579 | 20.04 | 1821.41 | 4363.50 | 2765.307 | 20.59 | 1893.29 | 4430.43 | 1.03
CMAX | ng/mL [1487.049|43.48 | 601.94 |2851.20 [1731.443 | 42.02 | 768.55 |3092.90 | 0.86

TMAX" hr 2.165 : 0.83 10.00 1.670 ; 0.67 4.00 | 1.30
KEL hr-1 0.817 (4593 0.12 1.48 0.943 ]30.60| 0.31 140 | 0.87
THALF hr 1.216 (90.08 ( 0.47 5.84 0.836 |45.60| 0.49 224 | 145

* Tmax values are presented as median, range
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ALL PERIODS (PERIODS 1, 2, 3, AND 4)

Test Reference Ratio

Parameter| Unit Mean |CV%| Min | Max | Mean |CV% | Min | Max |(T/R)

AUCT |ng.hr/mL|2750.097|17.48 | 1774.39|4271.46 (2709.062| 19.91 | 1876.02 (4339.06| 1.02

AUCINF |nghr/ml |2820.276 | 18.23 | 1821.41 [4363.50|2755.351 | 20.52 | 1893.29|4621.79 | 1.02

CMAX ng/mL |1541.138 (40.32 | 601.94 [3086.10|1617.545( 41.51 | 706.48 |3448.90| 0.95

TMAX' hr 1.670 ; 0.50 10.00 1.670 . 0.67 450 | 1.00
KEL hr-1 0.841 (4295 0.12 1.62 0943 | 34.45| 0.07 146 | 0.89
THALF hr 1.117 |81.34| 043 5.84 1.013 |[133.89]| 0.48 1043 | 1.10

* Tmax Values are presented as median, range

REPLICATE 1 (PERIODS 1 AND 2)

Test Reference Ratio

Parameter| Unit Mean |CV%)| Min | Max | Mean |[CV% | Min Max |[(T/R)

AUCT (nghr/ml |25114.91| 36.10 | 12003.23 | 51602.20 | 24453.96 | 31.73 [14195.92| 41116.04 | 1.03

AUCINF |ng.hr/mL | 25433.58 | 35.85 | 12266.14 | 52052.54 | 24778.58 | 31.28 | 14360.41 | 41430.03 | 1.03

CMAX ng/mL |3212.174 | 27.69 | 1598.00 | 4620.70 |3133.357 | 27.54 | 1772.00 | 5234.30 | 1.03

TMAX* hr 3.000 : 1.33 6.00 3.500 i 1.67 5.00 0.86
KEL hr-1 0.105 | 23.06 0.07 0.15 0.104 | 22.50 0.07 0.14 1.00
THALF hr 6.996 | 24.11 4.63 10.13 6.966 | 22.23 4.84 9.46 1.00

* Tmax values are presented as median, range

REPLICATE 2 (PERIODS 3 AND 4)

Test Reference Ratio

Parameter| Unit Mean |CV% | Min Max | Mean |CV% | Min Max ((T/R)

AUCT (nghr/ml |24547.68 | 19.93 | 13887.63 | 30480.54 | 22072.39 | 24.34 [14543.91| 30937.80 | 1.11

AUCINF |[ng.hr/mL | 24861.19 | 19.55 | 14124.20 | 30757.82 | 22449.71 | 23.91 | 14857.66| 31389.67 | 1.11

CMAX ng/mlL |3194.979 | 22.58 | 1617.20 | 4929.60 | 3065.426 | 26.86 | 1639.20 | 4962.20 | 1.04

TMAX* hr 4.000 : 2.00 12.00 3.330 i 1.33 4.50 1.20
KEL hr-1 0.096 | 19.78 0.07 0.14 0.098 | 22.67 0.05 0.14 0.98
THALF hr 7.443 18.28 4.79 10.36 7.441 26.59 5.07 14.58 1.00

* Tmax values are presented as median, range

Page 54 of 105

Page 1334 of 1492



ANDA 213676
Single-Dose Pivotal Fed Bioequivalence Study Assessment

ALL PERIODS (PERIODS 1, 2, 3, AND 4)

Test Reference Ratio

Parameter| Unit Mean (CV%| Min Max | Mean ([CV% | Min Max ((T/R)
AUCT |nghr/mL |24826.14 | 28.94 | 12003.23 | 51602.20 | 23284.82 | 28.95 | 14195.92 | 41116.04 | 1.07
AUCINF |ng.hr/mL |25142.18 | 28.66 | 12266.14 | 52052.54 | 23635.31 | 28.47 | 14360.41 | 41430.03 | 1.06

CMAX ng/mL | 3203.420 | 25.00 | 1598.00 | 4929.60 | 3100.009 | 26.99 | 1639.20 | 5234.30 | 1.03

TMAX* hr 3.670 : 1.33 12.00 3.330 : 1.33 5.00 1.10
KEL hr-1 0.100 | 21.79 0.07 0.15 0.102 | 22.58 0.05 0.14 0.99
THALF hr 7.223 | 21.20 | 4.63 10.36 7.199 | 24.62 4.84 14.58 1.00

" Tmax Values are presented as median, range

4.1.24.2 Geometric Means and 90% Confidence Intervals - Applicant Calculated

Sacubitril and Valsartan tablets 97mg/103 mg (No of subjects completed= 28)
Dose (1 X 97mg/103 mg)
Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals
| Fed Bioequivalence Study (Study No. 663/18) (Sacubitril)
Parameter Test N Reference N Ratio (%) 90% C.1.
AUC:(hr*ng /mL) 2707.465 55 2658.337 55 101.85 98.99-104.79
AUCis(hr*ng /mL) | 2781.480 54 2701.671 55 102.95 100.14-105.85
Cumax (ng/ml) 1417.070 55 1490.459 55 95.08 83.25-108.59
| Fed Bioequivalence Study (Study No. 663/18) (Valsartan)
Parameter Test N Reference N Ratio (%) 90% C.1.
AUC: (hr*ng /mL) 23898.80 55 22299.16 55 107.17 100.12-114.73
AUCins(hr*ng /mL) | 24223.20 55 22662.43 55 106.89 99.92-114.34
Cmax (ng/ml) 3101.307 55 2983.297 55 103.96 96.45-112.05

For Sacubifril, AUC; & AUCjyy, the Swr is <0.294, hence conventional average bioequivalence approach
was used for the calculation and the results are represented in bold.

For Valsartan, Cmax, AUC; & AUCiy the Swr is < 0.294, hence conventional average bioequivalence
approach was used for the calculation and the results are represented in bold.

Fed Bioequivalence Study (Study No. 663/18) (Sacubitril)

95%
T/R Lower Upper Method
Ratio | 90% CI | 90% CI s2wr sWR Criteria Used Outcome

Bound
LAUCT 101.85 98.99 104.79 | 0.007 | 0.08494 | -0.002731 | MIXED | PASS
LAUCI 102.95 100.14 105.85 | 0.007 | 0.08385 | -0.001246 | MIXED | PASS

LCMAX 95.08 83.25 108.59 | 0.105 | 0.32346 | -0.031593 | MIXED | PASS
Fed Bioequivalence Study (Study No. 663/18) (Valsartax

Parameter
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Parsmeter | TR | Lower | Uoper | oo | i | Criein | Method oo,
Bound

LAUCT 107.17 100.12 114.73 | 0.045 | 0.21195 | -0.010853 | MIXED | PASS

LAUCI 106.89 99.92 114.34 | 0.044 | 0.20997 | -0.011334 | MIXED | PASS

LCMAX 103.96 96.45 112.05 0.046 | 0.21333 | -0.018156 | MIXED | PASS

For Sacubitril, the Cmax, Swr is > 0.294, hence reference-scaled average bioequivalence approach was used
for the calculation and the results are represented in bold.

4.1.2.4.3 Geometric Means and 90% Confidence Intervals - Assessor Calculated

Sacubitril and Valsartan Tablet

1 x 97 mg/103 mg

Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals

Fed Bioequivalence Study No. 663/18

Sacubitril
Unscaled Data
| Parameter (units) Test N RLD N Ratio 90% C.1
| AUCq (hr.ng/ml) 2707.46 55 2658.34 55 1.02 98.99 104.79
| AUCx (hr.ng/ml) 2781.48 54 2701.67 55 1.03 100.14 105.85
| Cmax (ng/ml) 1417.07 55 1490.46 55 0.95 83.25 108.59
Scaled Data
TR Lower Upper 2 Criteria Method
Parameter Ratio 90% CI | 90% CI S*wr Swr =W Used Outcome
LnAUCo 1.02 98.99 104.79 0.0072154 | 0.0849436 | -0.002731 | Unscaled PASS
LnAUCe.inf 1.03 100.14 105.85 0.007031 | 0.0838509 | -0.001246 | Unscaled PASS
LnCmax 0.93 83.25 108.59 0.1046236 | 0.3234557 | -0.031593 | Scaled/PE PASS
Sacubitril and Valsartan Tablet
1 x 97 mg/103 mg
Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals
Fasting Bioequivalence Study No. 662/18
Unscaled Data
| Parameter (units) Test N RLD N Ratio 90% C.1L
| AUCs. (arng/mi) | 2389880 | 55 |[22299.16 | 55 1.07 100.12 | 114.73
| AUC, (hr.ng/ml) | 24223.20 55 22662.43 55 1.07 99.92 114.34
| Cmax (ng/ml) 3101.31 55 2983.30 55 1.04 96.45 112.05
Scaled Data
TR Lower Upper ) Criteria Method
Parameter Ratio | 90% c1 | 90% CI S*wr Swr M Used Outcome
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100.12

114.73

ANDA 213676

0.0449237

0.211952

-0.010853

Unscaled

PASS

LoAUCo-inf

1.08

99.92

114.34

0.0440856

0.2099657

-0.011334

Unscaled

PASS

1.04

96.45

112.05

0.0455111

0.2133333

-0.018156

Unscaled

PASS

4.1.2.44 Additional Information for the Study
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* The assessor used SAS code “Highly Variable 4-way Crossover “HV-RefScale4Period-verl.SAS” for
statistical analysis. This SAS code does not generate results for Root Mean Square Error (RMSE). Therefore,
the assessor included Swr values in place of RMSE.
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Treatment | n | Mean | Minimum I ‘Maximum
Sacubitril
Test 54 0.98 0.85 0.99
Reference 55 0.98 0.90 0.99
If the minimum ratios less
than 0.8, were they due to
inadequate sampling N/A
schedule? Provide
additional comments below.
Test 55 0.97 1.00
Reference 55 0.98 0.96 0.99
If the minimum ratios less
than 0.8, were they due to
inadequate sampling N/A
schedule? Provide
additional comments below.

* Calculated by the assessor (SAS code HV-RefScale4Period-verl.SAS does not provide AUC ratio in its
output). AUC ratio calculations are provided in Column #11 of PK sheet within the spreadsheet dataset in
Section. 4.4.3.

Comments on PK Results: Adequate

e This is an IR product. The median Tmax (range) values reported for sacubitril and
valsartan during the pivotal fed BE study were as follows:

Analyte Tmax Test (hours) | Tmax Reference (hours) Ratio
Sacubitril 1.67 (0.50-10.00) 1.67 (0.67-4.50) 1.00
Valsartan 3.67 (1.33-12.00) 3.33 (1.33-5.00) 1.10

Based on the T/R ratios calculated above for sacubitril and valsartan, the assessor
considers the Tmax for the test and reference products in the pivotal fed BE study
comparable (i.e., within 0.80 — 1.25).

e As with the pivotal fasting BE study, the applicant proposed to use either the
unscaled average BE procedure or the reference-scaled average BE procedure for
analyzing sacubitril and valsartan BE parameters in its study protocol depending
on the intra-subject variability (swr) as previously described in the pivotal fasting
BE study section.

The Swr was < 0.294 for Cmax, AUC:, and AUC; for valsartan while for sacubitril,
Swr was < 0.294 for AUC: and AUGC; and > 0.294 for Cmax. Therefore, for valsartan,
the applicant used the unscaled average BE procedure, while for sacubitril, the
applicant used the unscaled average BE procedure for AUC: and AUGC: and
reference-scaled procedure for Cmax. According to the clinical study protocol, all
evaluable subjects completing at least two periods of the study were included in the
statistical analysis.
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e The assessor used Highly Variable 4-way Crossover SAS program with SAS code
CONTINU to analyze the data (HV-RefScale4Period-verl.SAS). The SAS
programs contained the standard BE approach (unscaled data) and reference scaled
BE approach (scaled data). Both scaled and unscaled approach use SAS PROC
MIXED procedure. The applicant used SAS PROC MIXED procedure for the
evaluation of within-subject variability, which is the same as the assessor’s.

e For valsartan, since the Swr was < 0.294 for Cmax, AUC:, and AUC;, the unscaled
average BE procedure was used to evaluate the least squares geometric means of
Cmax, AUC, and AUC,. The results of the unscaled data showed that the 90% C.1.
values for the least squares geometric means of Cmax, AUC;, and AUC: of valsartan
in the pivotal fed BE study were within the acceptable BE limits of 80.00-125.00%.

e For sacubitril, Swr was < 0.294 for AUC; and AUCi and > 0.294 for Cmax.
Therefore, the unscaled average BE procedure was used to evaluate the least
squares geometric means of AUC: and AUC; while reference-scaled procedure was
used for Cmax. The results of the unscaled data showed that the 90% C.1. values for
the least squares geometric means of AUC: and AUC; of sacubitril in the pivotal
fed BE study were within the acceptable BE limits of 80.00-125.00%. The 95%
upper confidence bounds for (ur — pr)? — 0 S*wr for Cmax of sacubitril in the pivotal
fed BE study were < 0, meeting the first condition?*. The point estimates (T/R mean
ratio) for Cmax of sacubitril in the pivotal fed BE study were within [0.8, 1.25],
meeting the second condition.

e The assessor’s analysis for both sacubitril and valsartan are similar to the
applicant’s results and thus confirmed the applicant’s conclusion.

The pharmacokinetic portion of the pivotal fed BE study is adequate.

4.1.2.5 Overall Comment

Was the pivotal fed bioequivalence study acceptable? No, due to method validation
deficiencies.
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Mean Plasma Concentrations, Single-Dose Pivotal Fed Bioequivalence Study -

Assessor Calculated
Sacubitril
Test (n = 54) Reference (n = 55)

Time®D) ™ Mem@gml) | CV% | Memn@gmi) | Cvee | e
0 0.00 . 0.00 " -
0.17 59.53 124.02 44.72 166.45 1.33
0.33 267.61 119.91 233.64 124.28 1.15
0.5 403.56 113.41 421.91 133.43 0.96
0.67 492.17 112.61 565.99 134.20 0.87
0.83 583.91 107.07 631.79 122.75 0.92

1 725.33 93.12 710.14 97.04 1.02
1.33 893.92 83.82 962.69 63.29 0.93
1.67 752.20 75.39 996.96 52.56 0.75

2 702.87 56.69 924.46 54.73 0.76
2.33 643.85 66.20 755.17 50.80 0.85
2.67 636.89 73.45 626.13 54.57 1.02

3 507.63 63.24 526.43 72.80 0.96
3.33 428.95 64.76 394.00 67.84 1.09
3.67 350.24 71.81 321.16 67.19 1.09

4 313.23 82.16 275.58 75.10 1.14

4.5 360.13 12722 233.19 119.02 1.54

5 191.21 117.70 117.20 109.43 1.63

55 103.15 108.95 68.36 115.38 1.51

6 71.06 122.76 43.08 126.27 1.65

8 26.86 218.14 9.46 237.67 2.84

10 24.53 363.20 4.39 360.36 5.59

12 10.49 509.75 0.00 -

Time (br) Test (n = 55) Reference (n = 55) T/R Ratio
Mean (ng/mL) CV% Mean (ng/mL) CV%

0 0.00 : 0.00 i -
0.33 222.19 67.72 183.82 62.25 1.21
0.67 532.99 65.45 473.80 69.04 1.12

1 872.63 70.22 883.36 90.93 0.99
1.33 1274.07 66.25 1334.46 76.93 0.95
1.67 1595.94 61.67 1758.14 59.46 091

2 1882.27 57.10 2095.52 45.05 0.90
2.33 2038.84 46.84 2333.54 34.27 0.87
2.67 2298.39 39.45 2504.23 27.87 0.92

3 2425.80 35.71 2568.15 2547 0.94
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, Test (n = 55) Reference (n = 55)
Time (hr) _ T/R Ratio
Mean (ng/mL) CV% Mean (ng/mL) CV%
3.33 2555.81 32.30 2610.91 25.36 0.98
3.67 2606.65 3291 2606.40 27.26 1.00
4 2664.17 33.23 2629.43 27.49 1.01
4.5 2728.97 33.38 2578.53 3043 1.06
5 2386.47 32.80 2240.91 34.34 1.06
55 2060.16 31.26 1921.69 32.73 1.07
6 1878.53 33.38 1725.41 33.27 1.09
8 1329.98 38.50 1228.21 37.42 1.08
10 1041.40 47.02 909.66 43.66 1.14
12 777.71 57.27 671.44 45.84 1.16
16 397.59 61.34 343.41 44,93 1.16
24 147.79 52.51 130.26 42.98 1.13
36 62.57 49.83 53.86 41.66 1.16
48 14.44 98.90 9.83 132.50 1.47

Mean Plasma Concentrations, Single-Dose Pivotal Fed Bioequivalence Study -
Assessor Calculated
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4.2 Formulation Data

4.2.1 Test Formulation

C dial | Ph tical 24 mg/ | 49mg/ | 97 mg/ Towlw
Ingredients Reference | Function  [—20m&| Sme | 103 mg
(mg/ Tablet)
Intra-granular materials
Sacubitril-Valsartan 3Na Active
» In-House :
Complex Ingredient
Low-substituted
_hydroxypropylcellulose USP-NF
(b)(4)
Microcrystalline Cellulose USP-NF
( b)(t’r)d — b)(4
Crospovidone (b)(4 ( )( )
USP-NF
(b4
Silicon Dioxide| (b)(4) |
USP-NF
_(b)(4) |
Magnesium Stearate
| (b)(4) | USP-NF
Weight of Coated Tablet 103.000 | 206.000 | 412.000 | 100.000
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.
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4.2.2 Inactive Ingredients (IIG Table)

Inactive Ingredients Guide (IIG) Levels

Amount MDI FDA’s IIG Limit G . MDI Below or
Component (mg)/ [8 Tablets] (mg, Route of Refemmnce FDMA'; o
SRRt (mg) Administration)

Low-substituted hydro
propyl cellulose| (b)(4) L
Microcrystalline

Cellulose

Crospovidonei (b)(4)

Silicon Dioxide

Magnesium Stearate
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Are all strengths of the test product proportionally similar per

the BA/BE guid iteria? B Yes ONo ON/A
Are the amounts of all inactive ingredients, based on Maximum OYes K No
Daily Dose (MDD), within IIG (per unit) limits?
If no, are they all within IIG (per day) limits? B Yes OONo OONA
If no, are additional data or Pharm/Tox consult necessary? | [0 Yes K No [CIN/A
Are all color additives and elemental iron within limits specified
by CFR (if applicable) or less than 0.1% of the total unit weight | X Yes [ No [ N/A
(wiw)?
Are all strengths of the test formulation acceptable? B Yes [ONo

Comments on Formulation:

e All inactive ingredients in the formulation are within IIG limit for orally administered

products.

- (b)(4

Per RLD labeling®, [t/he safety and effectiveness of ENTRESTO in pediatric heart
Jailure patients 1 to <18 years old are supported by the reduction from baseline to
12 weeks in NT-proBNP in a randomized, double-blind clinical study... Safety and
effectiveness have not been established in pediatric patients less than 1 year of age.

2 GS Review: NDA 207620, New/Supplement (Supplement-13 (Efficacy)), 04/01/2019 (Module 3.2.P.1.
Description And Composition Of The Drug Product - 50 mg, 100 mg., 200 mg.pdf). Supplement-13 was
approved on 10/1/2019 [DARRTS: NDA 207620, COR-SNDAACTION-05 (Approval), 10/01/2019]. Per the
RLD annual reports, the RLD formulation has not changed since its approval on 7/7/2015.
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In addition, regarding renal impairment, [n]o dose adjustment is required in patients
with mild (eGFR 60 to 90 mlL/min/1.73 m2) to moderate (eGFR 30 to 60 mlL/min/1.73
m2) renal impairment. The recommended starting dose in patients with severe renal
impairment (eGFR < 30 mL/min/1.73 m2) is 24/26 mg twice daily.

The formulation of the test product is acceptable for all strengths.
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4.3.2 Dissolution Profiles
4.3.2.1 24 mg/26 mg, Sacubitril

100.0

0.0

80.0

700

200

100

00

(b)(4)

=+—Reference Product: ENTRESTO (Sacubitril and Valsartan) 24 mg/26 mg (Lot No.: FX000197)

= Generic Drug F Sacubitril and Valsartan Tablets 24 mg/26 mg (Batch No.: E180103)
4~ Generic Drug Product: Sacubitril and Valsartan Tablets 24 mg/26 mg (Batch No.: E180113)
—=Generic Drug Product: Sacubitril and Vaisartan Tabiets 24 mg/26 mg (Batch No.: E180121)
10 15 20 ] 30 35 40 45
TIME (Minutes)

4.32.2 24 mg/26 mg, Valsartan

100

00

(b)(4)

—F -]

—+—Reference Product: ENTRESTO (Sacubitril and Vaisartan) 24 mg/26 mg (Lot No.: FX000197)
-=-Generic Drug Product: Sacubitril and Valsartan Tablets 24 mg/26 mg (Batch No.: E180103)
—&—Generic Drug Product: Sacubitril and Valsartan Tablets 24 mg/26 mg (Batch No.: E180113)
—+—Generic Drug Product: Sacubitril and Valsartan Tablets 24 mg/26 mg (Batch No.: E180121)

10 15 2 25 30 35 40 45
TIME (Minutes)
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4.3.2.3 49 mg/51 mg, Sacubitril

1000
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£ 60.0
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100

0.0

(b)(4)

=#=Reference Product: ENTRESTO (Sacubitrl and Valsartan) 43 mg/S1 mg (Lot No.: FX000185)
=@=Generic Drug Product: Bacubitril and Valsartan Tablets 49 mg/61 mg (Batch No.: E180101)
=4~ Generic Drug Product: Sacubitril and Valsartan Tablets 48 mg/61 mg (Batch No.: E180111)
—+~Ganaric Drug Product: Sacubltril and Valsartan Tablets 49 mg/51 mg (Batch No.: E180122)

10 16 20 25 30 35 40 45
TIME (Minutes)

4.3.2.4 49 mg/51 mg, Valsartan
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—+—Reference Product: ENTRESTO (Sacubitril and Valsartan) 49 mg/51 mg (Lot No.: FX000165)
=@=Generic Drug Product: Sacubitril and Valsartan Tablets 49 mg/51 mg (Batch No.: E180101)
—d—Gansric Drug Product: Sacubitrll and Valsartan Tablets 48 mgi51 mg (Batch No.: E180111)
=+=Generic Drug Froduct; Sacubitril and Valsartan Tablets 48 mg/&1 mg {Batch No.: E180122)

0.0

10 15 20 25 30 35 40 45
TIME (Minutes)
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4.3.2.5 97 mg/103 mg, Sacubitril

100.0
—
20.0
£0.0
2 700
B
£ e00
°
= 50.0
400
O 300
200 =4=Reference Product: ENTRESTO (Sacubitril and Valsartan) 87 mg/103 mg (Lot No.: FX000078)
—8- Generic Drug Product: Sacubitril and Valsartan Tablets 57 mg/103 mg (Batch No.: E180102)
10.0 —a—~Generic Drug Product: Sacubitril and Valsartan Tablets 87 mg/103 mg (Blo Batch No.; E180112)
== Generic Drug Product: Sacubitril and Valsartan Tablets 97 mg/103 mg (Batch No.: E180123)

0 5 10 15 20 25 30 36 40 45
TIME (Minutes)

4.3.2.6 97 mg/103 mg, Valsartan

(b)(4)

100.0 _I
90.0
80.0
; 700
& 800
i 50.0
>
*
a 40.0
3
5 300
200 —4—Refarence Product: ENTRESTO (Sacubitril and Valsartan) 87 mg/103 mg (Lot No.: FX000073)
=m=Generic Drug Product: Sacubitril and Valsartan Tablets 97 mg/103 mg (Batch No.: E180102)
100 —&~ Generic Drug Product: Sacubitril and Valsartan Tablets 87 mg/103 mg (Bio Baich No.: E180112)
== Generic Drug Product: Sacubitril and Valsartan Tablets 87 mgH03 mg (Batch No.: E180123)
[:1:] :
0 5 10 15 20 25 30 35 40 45
TIME (Minutes)
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43.3 F2 Metric
F2 metric calculated? O Yes K No
If no, reason why F2 not calculated Rapid dissolution (> 85% in < 30 min).
Please comment on whether dissolution data are adequate to A 21C
support requests submitted under 21 CFR 320.22(d)(2) or de‘g"z‘gf’zg&m o
320.24(b)(6).
Overall Comments: Adequate

The biopharmaceutics assessment is pending as of 12/12/2019. There is no USP
method for this drug product but there is an FDA-recommended dissolution method
[900 mL of Phosphate Buffer, pH 6.8 using USP Apparatus I (Paddle)
at 75 rpm)]. The applicant conducted comparative dissolution testing using the
FDA-recommended dissolution method| (b)(4) | The
assessor notes that the FDA-recommended dissolution method was revised on
10/24/2019 after submission of the current ANDA. In the applicant’s
pharmaceutical development report, the applicant conducted dissolution testing on
prototype test batches using the FDA-recommended dissolution method| (b)(4)

(b)(4)
b)(4) 'The dissolution method and specification for quality control purposes
will be assessed separately in the biopharmaceutics assessment.

For each strength of the test product, the applicant provided the results of in vitro
dissolution testing for 3 lots of test product and one lot of reference product,
including the bio lots used during the in vivo pivotal fasting and fed BE studies,
using the FDA-recommended dissolution method. The in vitro dissolution testing
on the test lots was performed within 4 months from the date of the manufacture.
The reference lots were not expired at the time of dissolution testing.

For all strengths of the drug product, the applicant provided the comparative
dissolution data for the test and reference products. Based on the mean dissolution
data, both the test and reference products showed| (b)4) dissolution profiles
drugrelease]  (b)(4) |

Considering that the biopharmaceutics assessment of the applicant’s proposed
dissolution method and specification is currently pending, the assessment of waiver
requests for the lower strengths 24 mg/26 mg and 49 mg/51 mg of the test product
will be completed based on the acceptance of applicant’s proposed dissolution
method.

2 GS Review: ANDA 213676, New/ANDA, 07/08/2019 (Module 3.2.P.2. Pharmaceutical Development
Report.pdf, p. 103 of 113).
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Therefore, at this time, the dissolution data are inadequate to support waiver request for
the 24 mg/26 mg and 49 mg/51 mg strengths of the test product due to outstanding
deficiencies and pending the completion of biopharmaceutics assessment.
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44 Attachments

4.4.1 Additional Studies

Are there any additional studies? B Yes [ No
(&4 pliet, o) Eailed Pilot Fasting BE Study No. 060/18:
If yes, please provide the location | njodule 2.7.
of report (complete/summary).
Failed Pilot Fed BE Studv No. 059/18:
Module 2.7.
Number of Subjects Pilot Fasting BE Study No. SLS-C1.-0093-17:
20 Subjects enrolled and 18 completed.
Failed Pilot Fed BE Study No. SLS CI,0094-17:
14 Subjects enrolled and 12 completed.
Are the test formulations in the B Yes O No
pilot/failed studies and pivotal
studies similar°?
‘What was the objective of To evaluate the performance of prototype formulation of the test
pilot/failed study? product in vivo.
Please comment on reason(s) of The results of the pilot fasting and fed BE studies failed to meet
failure. the BE acceptance limits of 80.00-125.00% due to high intra-
subject variability.
Any serious adverse events or | OYes ®No
deaths reported?

4.4.2 BE Summary Tables for the Additional Studies

4.4.2.1 Failed Pilot Fasting BE Study No. 060/18

4.4.2.1.1 Submission Summary

Drug Product Name Sacubitril and Valsartan tablets
Strength(s) 97mg/103 mg
Applicant Name Laurus labs Limited, India
Laurus Labs Limited
Second Floor, Serene Chambers, Road No.7,
Banjara Hills, Hyderabad,
AR Rangareddy — 500034, India
Phone: +91-40-39804333
Fax +91-40-39804320
Point of Contact Name Dr. José D. Gomes, Ph.D., President
Address PharmaQ), Inc.
Waterview Plaza,
2001 Route 46, Suite 105,
Parsippany, NJ 07054-1315.
Telephone Number (973) 402-5300
Fax Number (973) 368-1145

30 Submission of Summary Bioequivalence Data for Abbreviated New Drug Applications
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E-mail

4.4.2.1.2 Study Information

Study Number 060/18
An open label, balanced, randomized, two-treatment, four-period, two-
sequence, single dose, crossover, full-replicate, oral bioequivalence
study of Sacubitril and Valsartan tablets 97 mg/103 mg of Laurus Labs
Study Title Limited, India comparing with ENTRESTO™ (sacubitril / valsartan)
tablets 97mg/103 mg of Novartis Pharmaceuticals Corporation East
Hanover, New Jersey 07936 in healthy, adult, human subjects under
fasting conditions
Study Type [XlIn Vivo BE | JIn Vitro BE | [ |Permeability | [ _]Other (Specify)
Submission Location: NA
Study Report
Validation Report NA
Bioanalytical Report NA
QPS Bioserve India Pvt. Limited,
Clinical Site # 6-56/6/1A, Opp: IDPL Factory,
(Name, Address, Phone #, Balanagar, Hyderabad-500 037, Telangana, India.
Fax #) Tel: +91-40-4377 0873 / 1875
Fax: +91-40-4377 0877
Principal Clinical Investigator| Dr. K.Babji
(Name, Email) | babii.kalmanoor @gpsbioserve.com
Analytical Site
(Name, Address, Phone #,
Fax #)
Principal Analytical
Investigator (Name, Email)
Sample Storage (11/09/2018 to 17/10/2018)
(a) Duration (no. of days 37 days
from the first day of sample
collection to the last day of
sample analysis)
(b) Temperature Range
| (e.g., -20°C to -80°C) -20°C = 10°C
Long-Term Storage
Stability (LTSS) Coverage 147 days @ -20°C £ 10°C and -70° = 15°C
(no. days @ temp °C)
LTSS Data Location NA
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4.4.2.1.3 Product Information

Product Test Reference
Treatment ID T R
Product Name Sacubitril and Valsartan tablets | ENTRESTO™ (sacubitril / valsartan)
97mg/103 mg tablets 97mg/103 mg

Manufactured by Laurus Labs Limited, India -
Distributed by - " i By R T O34
Batch No/Lot No 15140-A-044 FX000079
Manufacture Date Aug-2018 NA
Expiration Date Jan-2019 Jul-2020
Strength 97mg/103 mg 97mg/103 mg
Dosage Form Tablet Tablet
Bio-batch Size 4 N.A
Production Batch Size ( b) ( ) N.A

Sacubitril |  99.2% Sacubitril 101.3%
Potency

Valsartan 100.0% Valsartan 101.2%
Content Uniformity Sacubitril 2 Sacubitril 21
(mean, %CV) Valsartan 2.7 Valsartan 2.1
Dose Administered 1x 97mg/103 mg 1x 97mg/103 mg
Route of Administration Oral Oral
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4.4.2.1.5 Statistical Summary of the Comparative Bioavailability Data

Reference Scaled Average Bioequivalence Approach Used

M Yes O No

If No, then complete Table 3A only
If Yes, then complete Tables 3A and 3B

Sacubitril and Valsartan tablets 97mg/103 mg (No of subjects completed= 20)
Dose (1 X 97mg/103 mg)
Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals

Fasting Bioequivalence Study (Study No. 060/18) (Sacubitril)

Parameter Test N Reference N | Ratio (%) 90% C.I.
AUC: (br*ng /mL) 5760.197 | 38 5963.343 40 95.88 92.16 - 101.24
AUCut (hr*ng /mL) 5784.173 | 38 5986.719 40 95.91 92.20 - 101.24

Cumax (ng/ml) 4344789 | 38 5107.160 40 82.12 l 74.07 - 97.72

Fasting Bioequivalence Study (Study Nﬁ. 060/18) (Valsartan)

Parameter Test N Reference N | Ratio (%) 90% C.I.
AUC: (hr*ng /mL) 23751.89 | 38 24305.17 40 96.06 85.54-111.64
AUCjs (hr*ng /mL) 24056.85 | 38 24626.61 40 96.04 85.66-111.41

Cumax (ng/ml) 3424471 | 38 3719.109 40 90.47 [ 79.85 - 106.18

Fasting Bioequivalence Study (Study No. 060/18) (Sacubitril)
Parameter I;I:ﬂRO 916:: :’?I 9[;};52‘1 s2wr sWR Czi:/:ia MJ;::(‘ Out:om
Bound
LAUCT 95.88 | 92.16 101.24 | 0.015 | 0.12253 | -.003623587 | GLM PASS
LAUCI 9591 | 92.20 101.24 | 0.015 | 0.12175 | -.003576393 GLM PASS
LCMAX 82.12 | 74.07 97.72 0.150 | 0.38758 | 0.008185886 | GLM FAIL
Fasting Bioequivalence Study (Study No. 060/18) (Valsartan)

Parameter | pogio |o0%s c1 9056€1 | 2 | "R | Bowna | Teea | e
LAUCT 96.06 | 85.54 111.64 | 0.089 | 0.29892 -0.033429 GLM PASS
LAUCI 96.04 | 85.66 111.41 | 0.088 | 0.29620 -0.032934 GLM PASS
LCMAX 90.47 | 79.85 106.18 | 0.082 | 0.28570 0.001875 GLM FAIL

4.4.2.1.6 Bioanalytical Method Validation
Information Requested Data
Bioanalytical method validation report
location NA
Analyte Sacubitril and Valsartan
Internal standard (IS) Sacubitril 13C4 and Valsartan —-D9
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Method description
Valsartan Sacubitril
Limit of quantitation
14.042 ng/mL 10.021 ng/mL
Average recovery of drug (%) 61.9 64.5
Average recovery of IS (%) 82.1 84.1
_(SE‘;::;';" s A BT T 10.021 to 5024.6
LLOQ QC: 14.079 LLOQ QC: 10.047
LQC :36.474 LQC : 26.029
QC Concentrations (ng/mL) AQC: 14028 AQC: 1001.1
MQC: 2805.7 MQC: 2002.2
HQC: 53238 HQC: 3799.2
Valsartan Sacubitril
LLOQQC:1.4t03.4 LLOQQC:2.41t03.8
N LQC: 0.6t0 1.3 LQC: 1.5 to 4.2
sl i i AQC: 0.6 0 1.2 AQC: 0.6 10 2.0
MQC:0.7t0 1.3 MQC:13to 1.6
HQC:12to1.3 HQC:0.5t0 2.2
LLOQ QC: 97.7 to 103.2 IftifoOlQ G Ile

QC Intraday accuracy range (%)

LQC: 92.9 to 94.7

LQC: 94.2 t0 97.2

AQC: 95.6 t0 96.8

AQC: 96.1 to 98.0

MQC: 98.2 to0 98.6

MQC: 97.0 to 99.6

HQC: 98.7 to 99.5

HQC: 96.4 to 97.3

QC Inter day precision (%)

LLOQ QC: 3.4

LLOQ QC: 3.1
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Information Requested Data

LQC: 1.3 LQC:29
AQC: 1.1 AQC: 1.6
MQC:1.0 MQC: 1.7
HQC: 1.2 HQC: 1.4
LLOQQC: 1004 LLOQ QC:98.2
LQC:94.1 LQC:95.6

QC Inter day accuracy (%) AQC:96.2 AQC:97.3
MQC: 98.3 MQC: 98.1
HQC: 99.1 HQC: 96.8

Bench-top stability (hrs)

25 hrs 30 mins @ bench top (room temperature) condition

Stock stability (days) 8 days @ -20°C = 10°C
Processed stability (hrs) 144 hrs (@ auto sampler temperature (5°C)
Freeze-thaw stability (cycles) Five Cycles @ -20°C £ 10°C and -70°C = 15°C

Long term storage stability (days)

147 days @ -20°C + 10°C and -70°C + 15°C

Dilution Integrity

Concentration diluted 1/5® and 1/10® fold

Selectivity

No interference peaks noted in blank plasma samples.

4.4.2.1.7 Formulation Data

s. Strength | 24mg/26mg | 49mg/51mg | 97mg/103mg |
No J % wiw mg/Tab
1 Sacubitril-Valsartan 3Na Complex
2 Low-substituted hydroxypropylcellulose
_(b)(4)
3 Microcrystalline Cellulose | (b)(4) |
HO
Crospovidone Type-A b)(4
4 (b)) |
5 Silicon dioxide| _ (b)(4)
6 | Magnesium Stearate | (b)(4) |

(
(
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Coated tablet weight

| — |

103.00 | 20600 | 412.00

4.4.2.1.8 Demographic Profile of Subjects Completing the Bioequivalence Study

Study No.: 060/18
Treatment Groups
Test Product (T) Reference Product (R)
N=20 N=20
Mean + SD 31.7+64 31.7+64
A trens) Range 21.0-40.0 21.0-40.0
<18 00 00
18 — 40 20 (100.0%) 20 (100.0%)
Age Groups 41 - 64 00 00
65-175 00 00
>175 00 00
- Male 20 (100.0%) 20 (100.0%)
Female 00 00
Asian 20 (100.0%) 20 (100.0%)
Black 00 00
Race Caucasian 00 00
Hispanic 00 00
Other 00 00
i Mean + SD 23.6+1.7 236+1.7
Range 19.1-248 19.1-24.8
Other Factors NA NA
44.2.1.9 Dropout Information
Study No. 060/18
s";{'"" Reason for dropout/replacement Period | Replaced? R‘?":::"’
Sibject e il Ty peelod T ok b dd -
not turn up for period-III check-in I No NA
He was withdrawn on| (b)(6) |
(D)(6) | Subject was withdrawn from period-II as he did
not turn up for period-II check-in I No NA
He was withdrawn on’W
Page 87 of 105

Page 1367 of 1492




4.4.2.1.10 Incidence of Adverse Events in Individual Studies

Reported Incidence by Treatment Groups
Fasting Bioequivalence Study
Bty Syxsst ) At K yeat Study No.: 060/18
Test (T) N=20 R’";‘;; ®)
Gastrointestinal disorders
Diarrhea = 01(5.00%)
Vomiting - 01(5.00%)
Skin and subcutaneous tissue disorders
Rash over the abdomen 01(5.00%) -
Rash over the body 01(5.00%) -
Musculoskeletal and connective tissue disorders
Body pains 01(5.00%) --
Investigations
Decreased orthostatic diastolic blood pressure 01(5.00%) -
4.4.2.1.11 Protocol Deviations
| Study No.: 060/18
Subject #s Subject #s
Type (Test T) (Reference R)
In house blood draw PeriodTI
Deviation ®)©) |(2.00 hr) =
Sl The sam?le size was changed from 24 subjects to 29 subjects as per
sponsor’s request. Hence the study was executed with 20 subjects.

4.4.2.1.12 Summary of Standard Curve and QC Data for BE Sample Analyses

Bioequivalence Study No.: 060/18
Analyte Name (Sacubitril)
Standard Curve Samples
Parameter | cc. | cc- cc- e | ce | ce
o | e |N | g (RO w | » |
C"?{;’;“E‘)“m 10.044 | 20.088 | 50221 | 100.44 | 200.88 | 502.20 | 1201.4 | 2503.0 | 4501.8 | 5024.3
Inter day
Precision 1.1 2.7 3.3 2.1 2.0 2.0 1.6 1.6 1.9 2.0
(%CV)
1‘"“""{ 990 | 101.6 | 1005 | 1008 | 1005 | 991 | 1017 | 996 | 989 | 984
Accuracy (%)
Linearity
(Range of R? 0.9974 to 0.9998
Values)
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Linearity
Range 10.044 to 5024.3
(ng/ml)
Sensitivity/
LLOQ 10.044
(ng/ml)
Bioequivalence Study No.: 060/18
Analyte Name (Sacubitril)
Control
Quality Control Samples
HQC MQC AQC LQC
Concentration (ng/mL) 3798.9 2002.0 1001.0 26.027
Inter day Precision (%CV) 2.1 1.9 2.0 2.7
Inter day Accuracy (%) 103.2 103.9 104.4 105.2
Bioequivalence Study No.: 060/18
Analyte Name (Valsartan)
Standard Curve Samples
Parameter cC-
CC01 | CC-02 |CC03 | CC04 | CCO5 | CCO06 |CC07 | CC08 | CC09 10
Concentration
14.074 | 28.147 | 70.368 | 140.74 | 281.47 | 703.68 | 1683.4 | 3507.2 | 6307.8 | 7040.0
(ng/mL)
Inter day
Precision 1.5 2.8 2.9 1.7 23 22 2.2 22 35 32
(%CV)
Inter day 98.1 102.1 102.9 1014 102.2 100.2 102.0 99.3 96.0 95.9
Accuracy (%)
Linearity
(Range of R? 0.9962 to 0.9996
Values)
Linearity
Range 14.074 to 7040.0
(ng/mL)
Sensitivity/
LLOQ 14.074
(ng/mL)
Bioequivalence Study No.: 060/18
Analyte Name (Valsartan)
Quality Control Samples
HQC MQC AQC LQC
Concentration (ng/mL) 5323.0 2805.2 1402.6 36.468
Inter day Precision (%CV) 2.8 2.9 2.8 32
Inter day Accuracy (%) 100.7 103.4 104.6 106.4

4.4.2.1.13 Reanalysis of Study Samples

Study No.: 060/18 (Sacubitril)
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Number of recalculated values
Number of samples reanalyzed od aft Iysi
Actual ber Actual number
repeated ERARET: assays - assays
T R T R T R T R
Pharmacokinetics repeats 00 00 0.00 0.00 00 00 0.00 0.00
Above Upper Limit of
Comifiiioation 32 49 4.01 5.83 32 49 4.01 5.83
Total 32 49 4.01 5.83 32 49 4.01 5.83

Note: Total number of test (T) samples analysed: 798

Total number of reference (R) samples analysed: 840

Study No.: 060/18 (Valsartan)

Number of recalculated values used

Number of samples reanalyzed ft Ivsi
Reason why assay total total
was repeated Actual number %:f Actual number %:f

T R T R T R T R
Pharmacokinetics 00 00 0.00 | 0.00 00 00 000 | 0.00
repeats
Inconsistent Internal
Standerd Re e 00 02 0.00 0.23 00 02 0.00 0.23
Total 00 02 0.00 0.23 00 02 0.00 0.23

Note: Total number of test (T) samples analysed: 836

Total number of reference (R) samples analysed: 880

4.4.2.1.14 SOP’s Dealing with Bioanalytical Repeats of Study Samples

Effective Date of
| SOP No. SOP SOP Title
Reanalysis of study samples

(b)(4)

4.4.2.2 Failed Pilot Fed BE Study No. 059/18

4.4.2.2.1 Submission Summary

Same as the failed pilot fasting BE study no. 060/18.

44.2.2.2 Study Information

| Study Number

‘snuym

059/18

An open label, balanced, randomized, two-treatment, two-period, two-
sequence, single dose, crossover, oral bioequivalence study of Sacubitril
and Valsartan tablets 97 mg/103 mg of Laurus Labs Limited, India
comparing with ENTRESTOTM™ (sacubitril / valsartan) tablets
97mg/103 mg of Novartis Pharmaceuticals Corporation East Hanover,
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New Jersey 07936 in healthy, adult, human subjects under fed
conditions

| Study Type Xin Vivo BE |[ Jin Vitro BE | [JPermeability | [ ]Other (Specify)
Submission Location:
Study Report NA
| Validation Report NA
| Bioanalytical Report | NA
QPS Bioserve India Pvt. Limited,
Clinical Site # 6-56/6/1A, Opp: IDPL Factory,
(Name, Address, Phone #, Balanagar, Hyderabad-500 037, Telangana, India.
Fax #) Tel: +91-40-4377 0873 / 1875
Fax: +91-40-4377 0877
Principal Clinical Investigator| Dr. K. Babji
(Name, Email) babji.kalmanoor @gpsbioserve.com
Analytical Site
(Name, Address, Phone #,
— ( b ) ( 4 )
Principal Analytical
Investigator (Name, Email)
Sample Storage (19/09/2018 to 13/10/2018)
(a) Duration (no. of days 25 days
from the first day of sample
collection to the last day of
sample analysis)
(b) Temperature Range
| (e.g., -20°C to -80°C) -20°C + 10°C
Long-Term Storage
Stability (LTSS) Coverage | 147 days @ -20°C + 10°C and -70° + 15°C
(no. days @ temp °C)
| LTSS Data Location NA

44.2.2.3 Product Information

Same as the failed pilot fasting BE study no. 060/18.

44.2.2.4 Composition of Non-Standard Breakfast Meal Used in Fed

Bioequivalence

Study

Standard FDA Meal Used? |

oYes No

If No, then meal components and composition is listed in the tables below

Composition of Non-standard FDA Meal Used in Fed Bioequivalence Study (Study No. 059/18)

Amount Energy Protein Fat Carbohydrate
e ® |®cap| ®cap | cap (K Cal)
34g of bread
Bread toast with butter with 20 gof | 234.01 11.24 148.05 74.72
butter
Egg omelet 27 96.87 15.96 80.91 -
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Fried chicken 72 171.77 77.72 94.05 ----
Potato cutlet 110 281.55 9.60 136.35 135.6
Milk 240 mL 157.14 34.56 729 49.68
TOTAL 941.34 149.08 532.26 260.00
PERCENTAGE 100 15.84 56.54 27.62
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4.4.2.2.6 Statistical Summary of the Comparative Bioavailability Data

Reference Scaled Average Bioequivalence Approach Used

O Yes E No

If No, then complete Table 3A only
If Yes, then complete Tables 3A and 3B
Sacubitril and Valsartan tablets 97mg/103 mg (No of subjects completed= 14)
Dose (1 X 97mg/103 mg)
Least Squares Geometric Ratio of M and 90% Confidence Intervals
| Fed Bioequivalence Study (Study No. 059/18) (Sacubitril)
Parameter Test N Reference N | Ratio (%) 90% C.1.

AUC; (hr*ng /mL) 5024.3659 14 5436.0285 14 92.43 87.53-97.60
AUCinf (hr*ng /mL) 5255.2521 14 5486.6160 14 95.78 87.83- 104.46

Cmax (ng/ml) 2152.9224 14 2774.0681 14 77.61 66.03-91.21

| Fed Bioequivalence Study (Study No. 059/18) (Valsartan)
Parameter Test N Reference N | Ratio (%) 90% C.L
AUC, (hr*ng /mL) 12813.6740 | 14 | 13300.0989 14 96.34 87.64-105.91
AUCinf (hr*ng /mL) 13107.4899 | 14 | 135494819 | 14 96.74 88.12-106.20
Comax (ng/ml) 1610.3807 14 1765.7444 14 91.20 83.43-99.70
Paramete T/R Lower Upper 5 SWR Criteria | Metho | Outcom

r Ratio 90% CI | 90% CI Bound | d Used e
LAUCT N/A N/A N/A N/A N/A N/A N/A N/A
LAUCI N/A N/A N/A N/A N/A N/A N/A N/A
LCMAX N/A N/A N/A N/A N/A N/A N/A N/A

4.4.2.2.7 Bioanalytical Method Validation

Same as the failed pilot fasting BE study no. 060/18.

44.2.2.8 Demographic Profile of Subjects Completing the Bioequivalence Study

Page 95 of 105

Page 1375 of 1492

Study No.: 059/18
Treatment Groups
Test Product (T) Reference Product (R)
N=14 N=14
Mean + SD 31.1+58 311+ 5.8
Age Creacs) Range 23.0-41.0 23.0-41.0
<18 00 00

Age Groups 18-40 13 (92.86%) 13 (92.86%)
41 - 64 01 (7.14%) 01(7.14%)




65-175 00 00
>175 00 00
i Male 14 (100.0%) 14 (100.0%)
Female 00 00
Asian 14 (100.0%) 14 (100.0%)
Black 00 00
Race Caucasian 00 00
Hispanic 00 00
Other 00 00
o Mean + SD 223+1.7 223+1.7
Range 19.7-248 19.7-248
Other Factors NA NA
44229 Dropout Information
Study No. 059/18
S";}f" Reason for dropout/replacement Period | Replaced? R’pw::“’
Subject was withdrawn from the study as he did o
not turn up for period-II check-in. I No NA
(b)(6) He \laras withdr?wn at 23:00 hours on ’W\
Subject was withdrawn from the study as he did
not turn up for period-II check-in. I No NA
He was withdrawn at 23:02 hours on |W|

4.4.2.2.10 Incidence of Adverse Events in Individual Studies

Reported Incidence by Treatment Groups

Body System / Adverse Fed Bioequivalence Study
Study No.: 059/18
Event Test (T) R"'&;‘“’ Post Study
There were no adverse events reported in this study
4.4.2.2.11 Protocol Deviations
Study No.: 059/18
T ' Subject #s Subject #s
ype (Test T) (Reference R)

There were no protocol deviations reported in this study
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4.4.2.2.12 Summary of Standard Curve and QC Data for BE Sample Analyses
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Bioequivalence Study No.: 059/18
Analyte Name (Sacubitril)
Standard Curve Samples
Parameter
CC01 | CC02 | CC03 | CC04 | CCO5 | CC06 | CC07 CC-08 | CC-09 | CC10
Co?:;ﬂ;‘;;lm 10.044 | 20.088 | 50.221 100.44 | 200.88 | 502.20 | 1201.4 | 2503.0 | 4501.8 | 5024.3
Inter day
Precision 1.3 2.0 1.4 2.2 1.8 0.9 2.0 1.8 1.7 3.1
(%CV)
Tokcs day 99.4 100.7 100.8 101.5 100.1 99.0 102.3 99.8 98.9 97.7
Accuracy (%)
Linearity
(Range of R? 0.9990 to 0.9996
Values)
Linearity
Range 10.044 to 5024.3
(ng/mL)
Sensitivity/
LLOQ 10.044
(ng/ml)
Bioequivalence Study No.: 059/18
Analyte Name (Sacubitril)
Quality Control Samples
Parameter
HQC MQC AQC LQC
Concentration (ng/mL) 3798.9 2002.0 1001.0 26.027
Inter day Precision (%CV) 2.1 1.9 24 3.6
Inter day Accuracy (%) 101.8 103.4 104.2 104.5
Bioequivalence Study No.: 059/18
Analyte Name (Valsartan)
Standard Curve Samples
Parameter
CC01 | CC02 |CC03 | CC04 | CCO5 | CC06 | CC-07 | CC-08 | CC09 | CC-10
Concentration | 14074 | 28147 | 70.368 | 140.74 | 28147 | 703.68 | 1683.4 | 35072 | 63078 | 70400
(ng/mL)
Inter day
Precision 1.6 32 23 29 24 1.0 25 2.1 1.1 2.0
(%CV)
Inter day
A ey (%) 973 103.2 104.1 102.1 101.2 99.2 101.1 98.6 97.5 95.6
Linearity
(Range of R? 0.9978 to 0.9988
Values)
Linearity
Range 14.074 to 7040.0
(ng/mL)
Sensitivity/
LLOQ 14.074
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(ng/mL)

Concentration (ng/mL) 5323.0 2805.2 1402.6 36.468
Inter day Precision (%CV) 25 18 26 3.6
Inter day Accuracy (%) 100.6 1032 104.4 104.8

4.4.2.2.13 Reanalysis of Study Samples

0.00

0.00

0.00

0.00

Pharmacokinetics repeats 00 00

Above Upper Limit of

q ficati 00 01 0.00 0.31 00 01 0.00 0.31
Total 00 01 0.00 0.31 00 01 0.00 0.31

Note: Total number of test (T) samples analysed: 368
Total number of reference (R) samples analysed: 322

Pharmacokinetics repeats

00

00

0.00

0.00

0.00

0.00

Total

00

00

0.00

0.00

818

818

0.00

0.00

Note: Total number of test (T) samples analysed: 384
Total number of reference (R) samples analysed: 336

4.4.2.2.14 SOP’s Dealing with Bioanalytical Repeats of Study Samples

Same as the failed pilot fasting BE study no. 060/18.
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4.4.3 SAS Output
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Study SAS Data SAS Code SAS Stat SAS Output/Table
dg’ a 4]
ANDA 213676 SAC-STAT SAC-ANALYSIS.doc
Pixital SAC.sas OUTPUT.doc
Fasting o -~ 7 3
49 | &
213676 VALxIsx ANDA 213676 VAL-STAT VAL-ANALYSIS.doc
VAL sas OUTPUT.doc
s W 4
213676 SAC.xlsx ANDA 213676 SAC-STAT
SAC.sas OUTPUT.doc
Pivotal Fed —— —1
o = i
i ] = L
213676 VALxIsx ANDA 213676 VAL-STAT VAL-ANALYSIS.doc
VAL sas OUTPUT.doc
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NOTE TO REGULATORY PROJECT MANAGER (RPM):
Currently, there is OSIS inspection(s) pending for the clinical site.

Per OGD Policy, as of 12/10/2019, there is a Policy Alert regarding the RLD
ENTRESTO® (sacubitril and valsartan) Tablets stemming from Citizen Petition (CP)
FDA-2019-P-1893. In addition, there is another policy alert regarding multiple drug
products containing valsartan stemming from CP FDA-2019-P-2869. It is noted that
the scope of this CP includes the current drug product, among other valsartan
containing drug products.

No Approval Actions (AP/TA) can be taken prior to contacting Policy Lead and all
disciplines can continue communications (CRL, IR/DRL). CC should contact Policy
if related to CP.

BIOEQUIVALENCE DEFICIENCIES TO BE PROVIDED TO THE APPLICANT

ANDA: 213676
APPLICANT: Laurus Labs Limited
DRUG PRODUCT: Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg

and 97 mg/103 mg

The Division of Bioequivalence I (DBI) has completed its assessment and has identified
the following deficiencies:

Deficiency Related to Pre-Study Method Validation

1.

Deficiency Related to Pivotal Fasting Bioequivalence (BE) Study (Study No. 662/18)

2. You reassayed 16 valsartan samples due to “Above Upper Limit of Quantification”.

Following reanalysis using 2-fold dilution, it was found that several repeat samples
from Subjects| (b)(6) |show plasma concentrations that are 24.2-66.2% lower than
the highest calibration standard (10022 ng/ml). Please explain the significant
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difference between the aforementioned repeat samples and ULOQ and its impact on
dilution integrity.

Sincerely yours,

{See appended electronic signature page}
Utpal Munshi, Ph.D.

Acting Director, Division of Bioequivalence I
Office of Bioequivalence

Office of Generic Drugs
Center for Drug Evaluation and Research

Page 104 of 105
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5 OUTCOME

Completed Assignment for 213676 ID: 40625

Assessor:  AbuZnait, Alaa Date Completed:
Verifier: , Date Verified:
Division:  Division of Bioequivalence

Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg and 97

Description: mg/103 mg, Original ANDA

Items:

‘ ID ‘ Ig::g P?:::;:::yuy Sub Category Score |Subtotal
40625 (07/08/2019| BIO  |ANDA Original [1] | .00 [ 1.00

40625 (07/08/2019 | Parallel  [Fasting Study [1] | .00 [ 1.00

140625 [07/08/2019 |  Parallel  |Fasting Study (Additional Analyte) [0.25] 025 | 025

40625 (07/08/2019 |  Parallel  [Fed Study [1] | .00 [ 1.00

40625 [07/08/2019 | Parallel  [Fed Study (Additional Analyte) [0.25] [025 [ 025

Pilot and Failed Full Extra Study for the Same
40625 |07/08/2019 | Parallel |Formulation as the Proposed Formulation (as defined in | 0.25 | 0.25
Guidance) [0.25]

Pilot and Failed Full Extra Study for the Same
40625 |07/08/2019 | Parallel |Formulation as the Proposed Formulation (as defined in | 0.25 | 0.25
Guidance) [0.25]

Dissolution-Based Waiver (IR) (For all waiver
strengths) [0.25]

\ [ [ |Total: | 4.25

40625 (07/08/2019 | Parallel 025 | 025

Page 105 of 105
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DIVISION OF BIOEQUIVALENCE ASSESSMENT
BCS Waiver

213676

Sacubitril and Valsartan Tablets

24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg

Laurus Labs Limited

Second Floor, Serene Chambers, Road No.7, Banjara Hills
Hyderabad, Telangana, India, 500034

Dr. Jose D. Gomes, Ph.D., President, PharmaQ, Inc.
‘Waterview Plaza, 2001 Route 46, Suite 105
Parsippany, NJ 07054

jgomes@pharmaq.net

+(1)-973-402-5300

+(1)-973-368-1145

07/08/2019 (New/ANDA)

01/16/2020 (Bioequivalence/Response to Discipline Review Letter)

Alaa H. Abuznait, Ph.D.

Dapeng Cui, Ph.D.
N/A
662/18 663/18
Fasting (Pivotal) Fed (Pivotal)
97 mg/103 mg 97 mg/103 mg
QPS Bioserve India Pvt. Limited

# 6-56/6/1A, Opp: IDPL Factory,
Balanagar, Hyderabad-500 037, Telangana, India

b)(4

060/18 059/18
Fasting (Pilot, Failed) Fed (Pilot, Failed)
97 mg/103 mg 97 mg/103 mg

QPS Bioserve India Pvt. Limited

Page 1 of 18
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Clinical Site Address

Same as the pivotal BE studies

.AlulyﬂulSita
Analytical Site Address

Office of Study Integrity and
Surveillance (OSIS) status

(0)(4)

Backlog, Year 1 and Year = Post October 1, 2014 ANDAs
2 ANDASs O To Be Determined by OSIS

[J Pending O Pending For Cause Inspection
O Complete X Complete

O N/A (Waiver/Deem [0 N/A (Waiver/Deem
Bioequivalent)' Bioequivalent)!

Waiver/Deem Bioequivalent
QC Dissolution
Formulation

Will Response to CR Result in
a Reformulation?

Deficiency Classification

| Major Deficiency Theme

[0 Granted [J Tentatively granted [J Not granted [0 N/A

[ Pending X Adequate’ [J Inadequate
& Adequate [J Inadequate

O Possibly (O No X N/A

X Major
O Minor/IR
[0 N/A (Review is Adequate)

Bioanalytical and OSIS Deficiencies

Justification for Major
Designation

| Overall Assessment Result

The bioequivalence deficiency(ies) has/have been classified as
MAJOR because the deficiency pertain to insufficient validation
data (i.e., insufficient long-term storage stability of valsartan and
sacubitril in the pivotal fasting and fed BE studies) as noted in
Appendix A, Section B.1.d of the Guidance for Industry, ANDA
Submissions — Amendments to Abbreviated New Drug
Applications Under GDUFA (July 2018). The assessment of the
response will require, in FDA’s judgment, a substantial
expenditure of FDA resources.

The bioequivalence deficiency(ies) has/have been classified as
MAJOR because the deficiency pertain to information needed to
address the impact of sigmificant Office of Study Integrity
Surveillance (OSIS) inspectional or assessment findings (i.e.,
failure to read serology results within the timeframes specified by
the HIV, HCV, and HBsAg diagnostic test kits) as noted in
Appendix A, Section B.1.k of the Guidance for Industry, ANDA
Submissions — Amendments to Abbreviated New Drug
Applications Under GDUFA (July 2018). The assessment of the
response will require, in FDA’s judgment, a substantial
expenditure of FDA resources.

[0 Adequate [ Inadequate

! Requests submitted under 21 CFR 320.22(d)(2) or 320.24(b)(6).
2 GDRP: ANDA-213676-ORIG-1, Biopharmaceutics Review, A213676 Biopharm R01-AQ.docx,

2/28/2020.

Page 2 of 18
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Product Specific Guidance & Recommended/Latest Revision Date: April 2016°
(PSG) Referenced in RLD Number: NDA 207620
Assessment
[0 N/A (no PSG available at time of assessment)
Generated as Part of Current | [J YES X NO
p—
tracking/supporting Study/Test Type  Strength Assessment Result
document #
1,6 Pivotal Fasting | 97 mg/103 mg | [J Adequate [X Inadequate
1,6 | Pivotal Fed | 97mg/103mg | (] Adequate [ Inadequate
Failed Pilot For Information Purposes
1 Fasting 97 mg/103 mg Only
1 Failed Pilot Fed | 97 mg/103mg | T°" m"m(::l"" Paepesss
\
24 mg/26 mg,
1,6 Waiver 49 mg/51 mg [0 Adequate [X Inadequate

N/A =Not Available.

1 EXECUTIVE SUMMARY

This is an assessment of the amendment dated 1/16/2020 (Supporting Document 6).

The original application submitted on 7/8/2019 contained the results of pivotal fasting and
fed bioequivalence (BE) studies comparing a test product, Laurus Labs Limited’s
Sacubitril and Valsartan Tablets, 97 mg/103 mg, to the corresponding reference standard
(RS) product, Novartis Pharmaceuticals Corp’s ENTRESTO® (sacubitril and valsartan)
Tablets, 97 mg/103 mg (NDA 207620, approved on 7/7/2015%).

In the original BE assessment dated 1/14/2020°, the applicant’s pivotal fasting and fed BE
studies were found inadequate due to bioanalytical and method validation related
deficiencies. In the current amendment dated 1/16/2020, the applicant’s response to
bioanalytical deficiency was found adequate while the response to method validation
deficiency is inadequate because the long-term storage stability (LTSS) data for valsartan
and sacubitril in the presence of active metabolite LBQ657 do not cover the sample storage
duration in the pivotal fasting and fed BE studies.

3 Product-Specific Guidance on Sacubitril and Valsartan Tablets (Recommended Apr 2016),
https://www.accessdata.fda.gov/drugsatfda docs/psg/Sacubitril;%20Valsartan oral%20tablet R1.D%2020
7620 RCO04-16.pdf, accessed 3/31/2020.

4 Electronic Orange Book,

https://www.accessdata.fda.gov/scripts/cder/ob/results duct.cfm?. 1 T 1 No=207620
accessed 3/31/2020.
5 GDRP: ANDA-213676-ORIG-1, Bioequivalence Review, A213676N000DB-Review01-07082019.docx,
1/14/2020.

Page 3 0of 18
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At the time of the original BE assessment dated 1/14/2020°, the Office of Study Integrity
and Surveillance (OSIS) inspection of the clinical BE site QPS Bioserve India Pvt., Ltd. [#
6-56/6/1A, Opp: IDPL Factory, Balanagar, Hyderabad-500 037, Telangana, India] was
pending. The OSIS inspection of the clinical BE site for multiple ANDAs (i.e. ANDAs

(b)(4) 'was completed between September 16-20, 2019 with OSIS

inspection outcome of voluntary action indicated (VAI) and Form 483 was issued®. The
current BE assessor evaluated the findings reported in the OSIS Establishment Inspection
Report (EIR) for the clinical BE site and determined that the OSIS Observation #1 and
Discussion Item #1 do not impact the outcome of the pivotal fasting and fed BE studies in
the current ANDA. However, the applicant will be asked to address the impact of
Discussion Item #2 related to the delay in reading the results of serology testing kits on the
outcomes of the pivotal fasting and fed BE studies submitted in the current ANDA. The
OSIS inspection status for the current ANDA i1s now complete for the clinical and
analytical sites.

The application remains inadequate.

NOTE TO REGULATORY PROJECT MANAGER (RPM):

Per OGD Policy, as of 3/23/2020, there is a Policy Alert regarding the RLD
ENTRESTO® (sacubitril and valsartan) Tablets stemming from Citizen Petition (CP)
FDA-2019-P-1893. In addition, there is another policy alert regarding multiple drug
products containing valsartan stemming from CP FDA-2019-P-2869. It is noted that
the scope of this CP includes the current drug product, among other valsartan
containing drug products.

No Approval Actions (AP/TA) can be taken prior to contacting Policy Lead and all
disciplines can continue communications (CRL, IR/DRL). CC should contact Policy
if related to CP.

§ GDRP: ANDA-213676-ORIG-1, Clinical PK/PD Sites, Site: QPS BIOSERVE INDIA PVT. LIMITED.
The OSIS memo, which covers the clinical site QPS Bioserve India Pvt., Ltd. in the current ANDA, is
uploaded in the following location: ANDA-213208-ORIG-1, Clinical PK/PD Sites, Site: QPS BIOSERVE
INDIA PVT. LIMITED, EIR Review - QPS final pdf, 12/17/2019.

Page 4 of 18

Page 1389 of 1492




2 TABLE OF CONTENTS

I BXEGUEIVE SUIETATY o v s e s s T e L i S A A S s s A v 3
2 TableobiCOntENtS s atasra i i R RS s 5
3 Assessment of the Current Amendment SUDMISSION. .......ccvereireriineerierrieserreee s e ee s e eeeseeasseeseesnees 6
DR TR Y B oo s s o A ST T A O A ST T TS A s 6
D T Y B o eus sy T D A ST A B A ST TS A v 8
4 OSIS Status for the Clinical BE Site QPS Bioserve India Pvt., Ltd. ......coociiniiiiiieec e 10
S OUICOMMB s i s o o s S P P T T R A T R P R A T R S e s 18
Page 5 of 18

Page 1390 of 1492



3 ASSESSMENT OF THE CURRENT AMENDMENT SUBMISSION

Deficiency Related to Pre-Study Method Validation
Deficiency #1:

You prepared calibration curve standards (CCs) and quality control (QC) samples during
pre-study method validation by spiking K2EDTA plasma with methanolic working solution
containing valsartan and sacubitril. Per RLD labeling, following drug product
administration, sacubitril is converted to the active metabolite LBQ657, which would also
be found in the study plasma samples. As such, the composition of QC samples is not
reflective of the study samples composition. Therefore, please provide method validation
data evaluating the impact of LBQ657 on the analysis of valsartan and sacubitril. Also,
please demonstrate the stability of valsartan and sacubitril in the presence of LBQ657.

Applicant’s Response to Deficiency #1:
We acknowledge the Agency’s comment.

As per the Agency’s recommendation, the impact of Sacubitril active metabolite LBQ657
(Desethyl sacubitril) on the analysis of valsartan and sacubitril was evaluated by
performing a partial method validation in presence of LBQ657. The stability of Valsartan
and sacubitril was also demonstrated in presence of LBQ657 during the partial method
validation.

During the partial method validation, the following experiments were performed for the
Quantification of valsartan and sacubitril in presence of LBQ657 in K2EDTA human
plasma using the same existing validated LC-MS/MS method. The summary of validation
parameters are mentioned below:

Page 6 of 18
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(0)(4)

During the partial method validation, the calibration curve standards and quality control
samples were prepared in screened K2EDTA human plasma. Only the QC samples were
spiked with LBQ657 along with sacubitril and valsartan which mimics with the subject
samples to evaluate the impact assessment on the analysis of valsartan and sacubitril.

All the partial method validation experiments were meeting the acceptance criteria. As
evident from the partial method validation experiment results, there was no impact
observed in the quantification of valsartan and sacubitril in presence of LBQ657 using the
existing validated method. Therefore, the analytical method used for the estimation of
sacubitril and valsartan in unknown subject samples was found adequate.

The method validation addendum report is provided Section 5.3. 1.4 (Fasting and Fed) with
this submission.

Assessor’s Comments on Applicant’s Response to Deficiency #1:

e As discussed in the original BE assessment dated 1/14/2020°, and per RLD
labeling’, the study plasma samples for the pivotal fasting and fed BE studies
(Study Nos. 662/18 and 663/18, respectively) contain the active sacubitril
metabolite LBQ657 in addition to the parent analytes, valsartan and sacubitril.
However, during the method validation and sample analysis for valsartan and
sacubitril, calibration curve standards (CCs) and quality control (QC) samples were
prepared by spiking K2zEDTA plasma with methanolic working solution containing
valsartan and sacubitril only, which is not reflective of the study samples
composition. Therefore, the applicant was asked to provide method validation and
stability data evaluating the impact of LBQ657 on the analysis and stability of
valsartan and sacubitril.

e In the current amendment, in response to the above deficiency, the applicant
conducted partial method validation evaluating the effect of LBQ657 on the
analysis of valsartan and sacubitril (Method Validation Addendum-IV No.
MVRO0379 VOO Addendum-1V; Report Date: January 10, 2020). According to the
method validation addendum report, the CCs and QCs contain valsartan and
sacubitril, and QCs were also spiked with LBQ657. The concentration of LBQ657
added (10002 ng/mL) is close to the highest CC for sacubitril (11991 ng/mL). The
assessor finds the composition of CCs and QCs for the analysis of valsartan and
sacubitril acceptable.

e The applicant validated the analytical method for selectivity, sensitivity, precision,
accuracy, linearity, dilution integrity, and stability (bench-top, whole blood, re-
injection reproducibility, processed samples stability, freeze & thaw stability, and

" Drugs@FDA: RLD Labeling: Search by Keyword “207620",
https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/207620s0131bl.pdf, accessed 3/31/2020.

Page 7 of 18
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long-term storage stability (LTSS)). Except for LTSS, the results of partial method
validation met the acceptance criteria specified in the method validation addendum
report.

e Regarding LTSS, the assessor notes that the applicant has established LTSS for
valsartan and sacubitril in the presence of LBQ657 for 3 days only at -20°C + 10°C
& -70°C % 15°C, which does not cover the sample storage duration of 51 days and
50 days reported for the pivotal fasting and fed BE studies, respectively, at -20°C
+ 10°C at the clinical and analytical sites. The applicant will be asked to provide
LTSS of valsartan and sacubitril in the presence of LBQ657 that cover the duration
of sample storage from the first day of sample collection to the last day of sample
analysis in the pivotal fasting and fed BE studies.

The applicant’s response to Deficiency #1 is incomplete.

Deficiency Related to Pivotal Fasting Bioequivalence (BE) Study (Study No. 662/18)
Deficiency #2:

You reassayed 16 valsartan samples due to “Above Upper Limit of Quantification”.
Following reanalysis using 2-fold dilution, it was found that several repeat samples from
Subjects]  (b)(6)  |show plasma concentrations that are 24.2-66.2% lower than the
highest calibration standard (10022 ng/mL). Please explain the significant difference
between the aforementioned repeat samples and ULOQ and its impact on dilution integrity.

Applicant’s Response to Deficiency #2:
We acknowledge the Agency’s comment.

As per the in-house SOP No | (b)(4) |Bioanalytical Method Validation, dilution integrity
experiment was performed for the dilutions 1/2" and 1/5™ during the method validation.
The specified analytical method for quantification of Valsartan and Sacubitril was found
to be accurate and precise for 1/2" and 1/5" diluted samples and found to be Linear for
dilution. The dilution integrity experiment results for the analyte Valsartan are tabulated
below:

Page 8 of 18
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During the subject samples analysis of pivotal fasting BE Study (Study No: 662/18), 16
samples were identified to be repeated under UL code-value above upper limit of
quantification for the analyte Valsartan. As per the in-house SOP No | (b)(4) Reanalysis
of study samples, all the 16 individual samples were re-assayed under code UL-value
above upper limit of quantification in singlet by diluting with 1/2™ dilution factor and re-
assayed along with the dilution QCs in a single batch under analytical Run No: AR0O37.
The analytical run meets the run acceptance criteria for calibration standards, QC samples
and dilution QCs. Hence the repeated results were accepted and reported for all the 16
samples as per the ‘Reanalysis of study samples’ SOP.

As the dilution integrity quality control samples are meeting the acceptance criteria in
terms of precision and accuracy, hence there could not be any impact on the dilutions of
the samples done in the study.

Assessor’s Comments on Applicant’s Response to Deficiency #2:

e Asdiscussed in the original BE assessment dated 1/14/2020°, 16 valsartan samples
were reassayed due to “Above Upper Limit of Quantification”. The repeat
concentrations were within 15% of the highest calibration standard (ULOQ, 10022
ng/mL) after correcting for dilution factor except for repeat samples from Subjects

(b)( 6) |, whose repeat samples values were 24.2-66.2% lower than the ULOQ.

e In the current amendment, the applicant did not provide a clear explanation for the
reason the valsartan repeat samples from Subjects|  (b)(6) |show significant
difference in concentration compared to ULOQ after 2-fold dilution. The applicant
showed that the dilution integrity using dilution QC with concentration twice that
of ULOQ (DQC = 20043 ng/mL) was found to be linear, precise, and accurate.

The applicant also explained that the aforementioned repeat samples were
reassayed as per SOP\  (b)(4) |“Reanalysis of Study Samples”, which states:

“Above Upper Limit of Quantification (UL)

Page 9 of 18
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Samples for which the concentration exceeds the concentration of the highest
calibration curve standards are repeated in singlet under this category of above
upper limit of quantification.

The sample and two aliquots (minimum) of DQC sample are diluted to the
established dilution with a screened matrix and analyzed.

The dilution integrity is considered as qualified, if the %RE acceptance criteria
(£15% of the nominal concentration) for at least 50% of DQC sample(s). The
repeated result is multiplied by the dilution factor and the resultant value is
reported.

If more than 50% of DQC sample(s) fails, the UL samples are repeated, if sample
volume allows. Diluted DQC sample is not considered for overall statistical
evaluation of the quality control samples.”

Since the applicant’s reassay of these samples is in line with SOP, and the DQC
analyzed along with the repeat samples met the acceptance criteria per SOP (all 4
DQCs in the repeat run #AR037 were within £15% of the nominal concentration),
the assessor will not pursue this issue further.

The applicant’s response to Deficiency #2 is adequate.

4 OSIS STATUS FOR THE CLINICAL BE SITE QPS BIOSERVE INDIA PVT.,
LTD.

e The OSIS inspection of the clinical BE site QPS Bioserve India Pvt., Ltd. [# 6-
56/6/1A, Opp: IDPL Factory, Balanagar, Hyderabad-500 037, Telangana, India]
for ANDASs (b)(4) ‘was completed between September 16-
20, 2019 with OSIS inspection outcome of VAI and Form 483 was issued®. It is
noted that the OSIS inspection rt has been previouslv assessed by the BE
assessors of the parent ANDAsTem (b)(4) . The pivotal
fasting (662/18) and fed (663/18) BE studies of current ANDA 213676 were
submitted but not audited by the OSIS inspection. The current BE assessor
evaluated OSIS findings and address their impact on current ANDA below.

OSIS Form 483 Observation 1:

Failure to assure that foreign clinical research was conducted in accordance with the
ethical principles stated in the "Declaration of Helsinki” and the laws and regulations of
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the country in which the research was conducted. Specifically, Informed consent
documents lack a description of reasonably foreseeable risks or discomforts to the subject.

a. Protocol 694-18, Section 7.8 - Warnings and Precautions, states patients suffering from
the following should not take Mucinex® except upon medical advice: asthma, bronchitis,
chronic obstructive pulmonary disease (COPD), emphysema, smokers, cough, and
porphyria. This information is not documented within the approved Informed Consent (26
July 2018) issued to 44 subjects who were enrolled and participated in this trial.

The informed consent also does not provide information stated within the protocol
regarding:

b. Drug interactions (Section 7.7) - Guaifenesin may increase the rate of absorption of
paracetamol. Guaifenesin may interfere with some diagnostic measurements (urinary 5-

hydroxyindoleactic acid or vanillylmandelic acid).

¢. Contraindications (Section 7.6) - Guaifenesin is contraindicated in patients with known
hypersensitivity to guaifenesin or any component of the formulation.

Firm’s Response to OSIS Form 483 Observation 1:

-

OSIS Reviewer’s Evaluation of OSIS Form 483 Observation 1:

Page 11 of 18
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DELETED PAGES INFORMATION SHEET

IT IS NOT REASONABLE TO SEGREGATE MEANINGEFUL PORTIONS OF THE RECORD
FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :

(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.




Overall, the BE study submitted in the current ANDA does not indicate any conduct issues
and no data integrity deficiencies related to the clinical and analytical sites were identified
by the assessor. The OSIS inspection status is complete and inadequate.

Page 15 of 18
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NOTE TO REGULATORY PROJECT MANAGER (RPM):

Per OGD Policy, as of 3/23/2020, there is a Policy Alert regarding the RLD
ENTRESTO® (sacubitril and valsartan) Tablets stemming from Citizen Petition (CP)
FDA-2019-P-1893. In addition, there is another policy alert regarding multiple drug
products containing valsartan stemming from CP FDA-2019-P-2869. It is noted that
the scope of this CP includes the current drug product, among other valsartan
containing drug products.

No Approval Actions (AP/TA) can be taken prior to contacting Policy Lead and all
disciplines can continue communications (CRL, IR/DRL). CC should contact Policy
if related to CP.

BIOEQUIVALENCE DEFICIENCIES TO BE PROVIDED TO THE APPLICANT

ANDA: 213676
APPLICANT: Laurus Labs Limited

Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg

DRUG PRODUCT: and 97 mg/103 mg

The Division of Bioequivalence I (DBI) has completed its assessment and has identified
the following deficiencies:

Deficiency Related to Pre-Study Method Validation

1. In your amendment dated 1/16/2020, in response to Discipline Review Letter (DRL)
dated 12/12/2019, you provided the results of method validation for long term storage
stability (LTSS) for valsartan and sacubitril in the presence of sacubitril active
metabolite LBQ657. However, you only established LTSS for 3 days, which does not
cover the sample storage duration of 51 days and 50 days reported for the pivotal fasting
(Study No. 662/18) and fed (Study No. 663/18) bioequivalence (BE) studies,
respectively, at -20°C + 10°C. Therefore, please provide LTSS data of valsartan and
sacubitril in the presence of LBQ657 that cover the duration of sample storage from
the first day of sample collection to the last day of sample analysis in the pivotal fasting
and fed BE studies.

Office of Study Integrity and Surveillance (OSIS) Inspectional Deficiency
2. During an inspection conducted by OSIS from September 16-20, 2019 for other
applications at the clinical site QPS Bioserve India Pvt., Ltd. [# 6-56/6/1A, Opp: IDPL

Factory, Balanagar, Hyderabad-500 037, Telangana, India], the following issue was
observed:
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Sincerely yours,

{See appended electronic signature page }

Utpal Munshi, Ph.D.
Acting Director, Division of Bioequivalence I

Office of Bioequivalence

Office of Generic Drugs
Center for Drug Evaluation and Research
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5 OUTCOME

Completed Assignment for 213676 ID: 41711

Assessor:  AbuZnait, Alaa Date Completed:
Verifier: s Date Verified:
Division:  Division of Bioequivalence

Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg and 97

Description: mg/103 mg, ANDA Amendment

Items:
etter  |Productivity

‘ D ‘ Date Catéigory Sub Category |S re |Subt al

417111/16/2020 | BIO | ANDA Amendment [1] [ 1 [ 1

41711{1/16/2020 | Parallel | Major Amendment (original or supplement) [1.5] |15 | 15
OSIS Inspection Report: Review of Systemic

4 1/16/2 P Observations Identified by the Parent Reviewer 1
(irrespective of the number of sites/parent reviews) '
[0.25]

| [ | [Total | 3.5
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 213676

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS
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ADMINISTRATION

!ﬁ/g' N U.S. FOOD & DRUG

ANDA 213676
INFORMATION REQUEST
QUALITY

Laurus Generics inc.
U.S. Agent for Laurus Labs Ltd.
400 Connell Drive
Suite 5200
Berkeley Heights, NJ 07922
Attention: Sharath Koripally
Senior Director RA, QA & PV

Dear Sharath Koripally:

This letter is in reference to your abbreviated new drug application (ANDA) received for
review on July 8, 2019, submitted pursuant to section 505(j) of the Federal Food, Drug,
and Cosmetic Act (FD&C Act) for Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49
mg/51 mg and 97 mg/103 mg.

We also refer to your May 15, 2023 submission, containing complete response.

We are reviewing the Quality section of your submission and request the following
additional information/clarification and/or have the following comments:

QUALITY

A. Manufacturing
Facility

i

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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ANDA 213676
Page 2

We request a complete written response, no later than June 13, 2023 in order to
continue our evaluation of your ANDA. We will not process or review a partial response.
Facsimile or e-mail responses will also not be accepted. In addition, if your response
contains either gratuitous information not requested by FDA or information that requires
a more thorough review as determined by FDA, FDA may classify the response as an
amendment and assign an appropriate goal date for that amendment. If you are
responding to a late cycle information request, the goal date may be extended based
upon the major or minor deficiencies included upon receipt of the response. The goal
date assigned to the amendment may extend the review goal date for your current
submission.

Prominently identify the submission with the following wording in bold capital letters at
the top of the first page of the submission:

INFORMATION REQUEST
QUALITY
MINOR

If you do not submit a complete written response by June 13, 2023, the listed
information requests may be incorporated in a discipline review letter or complete
response letter.

As described in FDA'’s draft guidance for industry Cover Letter Attachments for
Controlled Correspondences and ANDA Submissions, FDA recommends that you
include the appropriate attachment(s) along with the cover letter for your submission to
help FDA ensure that your submission is properly triaged and assigned to the
appropriate assessors. This will also ensure that submissions are effectively managed
by FDA and acted upon within the performance review goal dates set by the Generic
Drug User Fee Amendments.

If you have any questions, please contact Helina Zenebe, Regulatory Business Process
Manager, at helina.zenebe@fda.hhs.gov or (240) 402 - 4033.

Sincerely,
{See appended electronic signature page}

Helina Zenebe, PharmD

Regulatory Business Process Manager
Office of Pharmaceutical Quality

Center for Drug Evaluation and Research
U.S. Food and Drug Administration

! Late cycle defined as IRs or DRLs issued after the mid-cycle of an original ANDA or less than 90 days
from the goal date for any ANDA amendment.

U.S. Food & Drug Administration

Silver Spring, MD 20993
www.fda.gov
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# Erin Digitally signed by Erin Andrews
=%5/ Andrews Date: 6/08/2023 12:29:02PM
R GUID: 52e7d3790000f03cf7ec38aacca759ed
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N, ADMINISTRATION

ANDA 213676
AMENDMENT ACKNOWLEDGEMENT
Standard
Major

Laurus Generics Inc.
U.S. Agent for Laurus Labs Limited
400 Connell Drive, Suite 5200
Berkeley Heights, NJ 07922
Attention: Sharath Koripally,
Senior Director - RA, QA & PV

Dear Sharath Koripally:

This is in reference to your amendment received on May 15, 2023, submitted under
section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), for Sacubitril
and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg.

This amendment is subject to the provisions of the Generic Drug User Fee
Amendments of 2022 (GDUFA [ll). FDA has made an initial determination that this is a
standard major amendment. If FDA determines that an inspection is not required to
validate the information contained in this standard major amendment, the GDUFA goal
date for review of this standard major amendment is January 15, 2024. [f this standard
major amendment requires an inspection, the goal date for review of this standard major
amendment is March 15, 2024. Two possible goal dates are provided because FDA is
unable to determine if an amendment requires an inspection at the time of submission.
FDA will make this determination during the assessment of the amendment. For more
information, see FDA's Guidance for Industry, ANDA Submissions - Amendments to
Abbreviated New Drug Applications Under GDUFA.

GDUFA provides important program enhancements that are designed to improve the
predictability and transparency of ANDA assessments and to minimize the number of
review cycles necessary for approval, including fostering the development of high-
quality applications. While FDA will communicate deficiencies identified during our
assessment of your application, it is each applicant’s responsibility to submit and
maintain a high-quality application that FDA can approve. To this end, you should
ensure your application addresses any changes to the reference listed drug (RLD) that
occur after the submission of your ANDA, such as changes in labeling, patent or
exclusivity information, or marketing status. You should also ensure your application
stays up to date with the Agency’s current recommendations on demonstrating
bioequivalence reflected in relevant product specific guidances.

As described in FDA's Draft Guidance for Industry, Cover Letter Attachments for
Controlled Correspondences and ANDA Submissions, FDA recommends that you

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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ANDA 213676
Page 2

include the appropriate attachment(s) along with the cover letter for your submission to
help FDA ensure that your submission is properly triaged and assigned to the
appropriate assessors. This will also ensure that submissions are effectively managed
by FDA and acted upon within the performance review goal dates set by the Generic
Drug User Fee Amendments.

If you have any questions, contact Warren Simmons, Regulatory Project Manager, at
(240) 402 - 6258.

Sincerely,
{See appended electronic signature page}

Warren Simmons, Pharm.D.

LT, U.S. Public Health Service

Senior Regulatory Project Manager
Office of Generic Drugs

Center for Drug Evaluation and Research
U.S. Food and Drug Administration

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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Digitally signed by Warren Simmons
Date: 5/16/2023 11:11:11AM
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ANDA 213676
COMPLETE RESPONSE

Laurus Generics Inc.
U.S. Agent for Laurus Labs Limited
400 Connell Drive, Suite 5200
Berkeley Heights, NJ 07922
Attention: Sharath Koripally
Senior Director - RA, QA & PV

Dear Sharath Koripally:

This is in reference to your abbreviated new drug application (ANDA) received for
review on July 8, 2019, submitted pursuant to section 505(j) of the Federal Food, Drug,
and Cosmetic Act (FD&C Act), for Sacubitril and Valsartan Tablets, 24 mg/26 mg,

49 mg/51 mg, and 97 mg/103 mg.

We acknowledge receipt of the March 17, 2022 submission, which constituted a
complete response to our February 24, 2022 action letter, and to any amendments
thereafter.

We have completed our review of this ANDA, as amended, and have determined that
we cannot approve this ANDA in its present form. We have described our reasons for
this action below and, where possible, our recommendations to address these issues.
PHARMACEUTICAL QUALITY

Drug Substance

>

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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Drug Product

The drug product deficiencies have been classified as MAJOR as noted in Appendix A
Section A(2)(i) in the Guidance for Industry, ANDA Submissions — Amendments to
Abbreviated New Drug Applications Under GDUFA (July 2018) because the firm may
need to develop a new analytical method for nitrosamine impurity in DP or the firm
should validate the FDA’s method and provide data to demonstrate that the in-house
method is equivalent to the FDA’'s method. Upon receipt, in FDA's judgement, the
review of this information will require thorough evaluation and potentially affects other
aspects of the application and the related conclusions.

The drug product contains Valsartan| (b)(4) |

(b)(4)

. 4 - F

FDA’s published methods can be accessed at:
https://www.fda.gov/drugs/drugsafety/ucm613916.htm

Please provide us complete validation data and batch analyses data to demonstrate
that your validated analytical method can detect and quantitate nitrosamines including
NDMA in your drug product.

POLICY

We note that on December 1, 2021, Novartis Pharmaceuticals Corporation (Novartis )
submitted a citizen petition to FDA (Docket No. FDA-2021-P-1286) requesting that FDA
not approve any ANDA referencing NDA 207620 ENTRESTO (sacubitril and valsartan)
oral tablets until the expiration of the following patients and exclusivities: 3-year
exclusivity period covering the labeling changes approved in the February 2021
supplement, including any ANDA that seeks to add language to, or otherwise revise, the
existing indication statement in order to omit the exclusivity-protected use; the expiration
of the HFpEF Patents if that ANDA contains a section viii statement to these patents
and seeks to omit the patent-protected use in HFpEF patients; and expiration of the
‘667 Patent if that ANDA contains a section viii statement and seeks to omit the
modified dosing regimen for HFrEF patients not taking an ACE inhibitor or ARB, or who
were previously taking low doses of these agents. We also note that on April 18, 2019,
Novartis submitted a citizen petition to FDA (Docket No. FDA-2019-P-1893) requesting
that FDA require ANDAs that reference ENTRESTO (sacubitril and valsartan) tablets to

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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ANDA 213676
Page 3

demonstrate active pharmaceutical ingredient (APl) sameness based on the chemical
structure of the sacubitril and valsartan active ingredients present in the finished dosage
form; revise FDA’s draft product-specific guidance (PSG) on sacubitril and valsartan
oral tablets to recommend AP| sameness be established by showing that the chemical
structure of each API in the finished dosage form of a proposed generic is identical to
the chemical structure of each APl in the RLD; and further revise the PSG to include
other criteria. The issues raised by these petitions are currently under review by the
Agency, and FDA has not made a final decision on the issues the petition raises. The
comments included in this communication reflect only our current thinking, and this
communication does not represent a final decision by the Agency on the issues raised
in the pending citizen petitions.

MANUFACTURING/ BIOPHARMACEUTICS/ BIOEQUIVALENCE/ LABELING

There are no further questions for the above listed disciplines at this time. The
comments provided in this communication are comprehensive as of the date the
discipline review was completed. However, these comments are subject to revision if
any scientific or regulatory division identifies additional concerns, as well as any
concerns due to inspection results that may arise in the future. Additionally, the
compliance status of each facility named in the application may be re-evaluated upon
re-submission.

FDA publishes new and revised product-specific guidances describing the Agency’s
current recommendations on demonstrating bioequivalence and certain other approval
requirements. To ensure you are aware of FDA’s recommendations for the most
accurate, sensitive, and reproducible methodology to demonstrate bioequivalence (21
CFR 320.24(a)), please continue to monitor for the availability of new and revised
product-specific guidances in the Federal Register and on the FDA Web site at the
following address:
https://www.fda.gov/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/ucm
075207.htm.

We remind you that it is your responsibility to continually monitor available labeling
resources such as DRUGS@FDA, the Electronic Orange Book, and the United States
Pharmacopeia — National Formulary (USP-NF) online for recent updates, and make any
necessary revisions to your labels and labeling.

It is also your responsibility to ensure that your ANDA addresses all listed patents and
exclusivities that claim the approved drug product. Please ensure that all exclusivities
and patents listed in the Electronic Orange Book are addressed and updated in your
application. Also, ensure that your labeling aligns with your patent and exclusivity
statements.

OTHER

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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The resubmission to this CR letter will be considered to represent a MAJOR
AMENDMENT, given that the deficiencies have been classified as MAJOR.

Prominently identify the submission with the following wording in bold, capital letters at
the top of the first page of the submission. If your submission includes gratuitous
information in addition to the category or categories below, clearly identify the type of
information submitted immediately following the wording below:

RESUBMISSION

MAJOR

COMPLETE RESPONSE AMENDMENT
DRUG SUBSTANCE/ DRUG PRODUCT

Upon review of your amendment, FDA may identify information in the amendment that
may require a change in classification and an adjustment to the goal date.

Within one year after the date of this letter, you are required to respond by taking one of
the actions available under 21 CFR 314.110(b). If you do not take one of these actions,
we may consider your lack of response as a request to withdraw the ANDA under 21
CFR 314.110(c)(1). You may also request an extension of time in which to resubmit the
application. A resubmission must fully address all the deficiencies listed. A partial
response to this letter does not fulfill the requirements in 21 CFR 314.110(b)(1) and
therefore will not be processed as a resubmission and will not start a new review cycle.
Note that an amendment in response to a CRL classified by FDA as Minor that is
submitted more than one year after the date FDA issued the CRL will be reclassified as
a Major Amendment, except for ANDAs for products that are on the drug shortage list
under section 506E of the FD&C Act (21 U.S.C. 356e), or are the subject of a response
to a Public Health Emergency as declared by the Secretary of the U.S. Department of
Health and Human Services under section 319 of the Public Health Service Act (PHS
Act) (42 U.S.C. 247d), or are anticipated to be subject to the same criteria as apply to
such a declaration, at the time of submission.

The drug product may not be marketed without final Agency approval under section
505(j) of the FD&C Act.

ANNUAL FACILITY FEES

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title
IIl) established certain provisions' with respect to self-identification of facilities and
payment of annual facility fees. Your ANDA identifies at least one facility that is subject
to the self-identification requirement and payment of an annual facility fee. Self-
identification must occur by June 1 of each year for the next fiscal year. Facility fees
must be paid each year by the date specified in the Federal Register notice announcing
facility fee amounts.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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All finished dosage forms (FDFs) or active pharmaceutical ingredients (APIs)
manufactured in a facility that has not met its obligations to self-identify or to pay fees
when they are due will be deemed misbranded. This means that it will be a violation of
federal law to ship these products in interstate commerce or import them into the United
States. Such violations can result in prosecution of those responsible, injunctions, or
seizures of misbranded products. Products misbranded because of failure to self-
identify or pay facility fees are subject to being denied entry into the United States.

In addition, we note that GDUFA requires that certain non-manufacturing sites and
organizations listed in generic drug submissions comply with the self-identification
requirement. The failure of any facility, site, or organization to comply with its obligation
to self-identify and/or to pay fees when due may raise significant concerns about that
site or organization and is a factor that may increase the likelihood of a site inspection
prior to approval. FDA does not expect to give priority to completion of inspections that
are required simply because facilities, sites, or organizations fail to comply with the law
requiring self-identification or fee payment.

GDUFA provides important program enhancements that are designed to improve the
predictability and transparency of ANDA assessments and to maximize the efficiency
and utility of each assessment cycle, with the intent to reduce the number of
assessment cycles for ANDAs and facilitate timely access to quality, affordable, safe,
and effective generic medicines. While FDA will communicate deficiencies identified
during our assessment of your application, it is each applicant’s responsibility to submit
and maintain a high-quality application that FDA can approve. To this end, you should
ensure your application addresses any changes to the RLD that occur after submission
of your ANDA, such as changes in labeling, patent or exclusivity information, or
marketing status. You should also ensure you stay up to date with the Agency’s current
thinking on topics through guidances for industry, including product-specific guidances.

As described in the Cover Letter Attachments for Controlled Correspondences and
ANDA Submissions Draft Guidance for Industry, FDA recommends that you include the
appropriate attachment(s) along with the cover letter for your submission to help FDA
ensure that your submission is properly triaged and assigned to the appropriate
assessors. This will also ensure that submissions are effectively managed by FDA and
acted upon with the performance review goal dates set by the Generic Drug User Fee
Amendments.

If you have any questions, call Warren Simmons, Regulatory Project Manager, Division
of Project Management, at (240) 402 - 6258.
Sincerely yours,

{See appended electronic signature page}

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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For Denise P. Toyer McKan, PharmD
Director, Division of Project Management
Office of Regulatory Operations

Office of Generic Drugs

! Some of these provisions were amended by the Generic Drug User Fee Amendments of 2022
(GDUFA 11I) (Public Law 115-52, Title IIl).

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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AMENDMENT ACKNOWLEDGEMENT
Standard
Minor

Laurus Generics Inc.
U.S. Agent for Laurus Labs Limited
400 Connell Drive, Suite 5200
Berkeley Heights, NJ 07922
Attention: Sharath Koripally
Senior Director - RA, QA & PV

Dear Sharath Koripally:

This is in reference to your amendment received on September 23, 2022, submitted
under section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), for
Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg.

This amendment is subject to the provisions of the Generic Drug User Fee
Amendments of 2017 (GDUFA Il). FDA has made an initial determination that this is a
standard minor amendment. The GDUFA goal date for review of this standard minor
amendment is December 22, 2022.

GDUFA Il provides important program enhancements that are designed to improve the
predictability and transparency of ANDA assessments and to minimize the number of
review cycles necessary for approval, including fostering the development of high-
quality applications. While FDA will communicate deficiencies identified during our
assessment of your application, it is each applicant’s responsibility to submit and
maintain a high-quality application that FDA can approve. To this end, you should
ensure your application addresses any changes to the RLD that occur after the
submission of your ANDA, such as changes in labeling, patent or exclusivity
information, or marketing status. You should also ensure your application stays up to
date with the Agency’s current recommendations on demonstrating bioequivalence
reflected in relevant product specific guidances.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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If you have any questions, contact Warren Simmons, Regulatory Project Manager, at
(240) 402 - 6258.

Sincerely,
{See appended electronic signature page}

Warren Simmons, Pharm.D.

LT, U.S. Public Health Service

Senior Regulatory Project Manager
Office of Generic Drugs

Center for Drug Evaluation and Research
U.S. Food and Drug Administration

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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AMENDMENT ACKNOWLEDGEMENT
Standard
Major

Laurus Generics Inc.
U.S. Agent for Laurus Labs Limited
400 Connell Drive, Suite 5200
Berkeley Heights, NJ 07922
Attention: Sharath Koripally
Senior Director - RA, QA & PV

Dear Sharath Koripally:

This is in reference to your amendment received on March 17, 2022, submitted under
section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), for Sacubitril
and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg.

This amendment is subject to the provisions of the Generic Drug User Fee
Amendments of 2017 (GDUFA Il). FDA has made an initial determination that this is a
standard major amendment. If FDA determines that an inspection is not required to
validate the information contained in this standard major amendment, the GDUFA goal
date for review of this standard major amendment is November 16, 2022. If this
standard major amendment requires an inspection, the goal date for review of this
standard major amendment is January 16, 2023. Two possible goal dates are provided
because FDA is unable to determine if an amendment requires an inspection at the time
of submission. FDA will make this determination during the assessment of the
amendment. For information, see FDA's guidance for industry, ANDA Submissions -
Amendments to Abbreviated New Drug Applications Under GDUFA.

GDUFA Il provides important program enhancements that are designed to improve the
predictability and transparency of ANDA assessments and to minimize the number of
review cycles necessary for approval, including fostering the development of high-
quality applications. While FDA will communicate deficiencies identified during our
assessment of your application, it is each applicant’s responsibility to submit and
maintain a high-quality application that FDA can approve. To this end, you should
ensure your application addresses any changes to the RLD that occur after the
submission of your ANDA, such as changes in labeling, patent or exclusivity
information, or marketing status. You should also ensure your application stays up to
date with the Agency’s current recommendations on demonstrating bioequivalence
reflected in relevant product specific guidances.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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If you have any questions, contact Warren Simmons, Regulatory Project Manager, at
(240) 402 - 6258.

Sincerely,
{See appended electronic signature page}

Warren Simmons, Pharm.D.

LT, U.S. Public Health Service

Senior Regulatory Project Manager
Office of Generic Drugs

Center for Drug Evaluation and Research
U.S. Food and Drug Administration

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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ANDA 213676
COMPLETE RESPONSE

Laurus Generics Inc.
U.S. Agent for Laurus Labs Limited
400 Connell Drive, Suite 5200
Berkeley Heights, NJ 07922
Attention: Sharath Koripally
Senior Director - Regulatory Affairs, QA & PV

Dear Sharath Koripally:

This is in reference to your abbreviated new drug application (ANDA) received for review
on July 8, 2019, submitted pursuant to section 505(j) of the Federal Food, Drug, and
Cosmetic Act (FD&C Act), for Sacubitril and Valsartan Tablets, 24 mg/26 mg,

49 mg/51 mg, and 97 mg/103 mg.

We acknowledge receipt of the November 26, 2021 submission, which constituted a
complete response to our October 4, 2021 action letter, and to any amendments
thereafter.

We have completed our review of this ANDA, as amended, and have determined that we
cannot approve this ANDA in its present form. We have described our reasons for this
action below and, where possible, our recommendations to address these issues.

PHARMACEUTICAL QUALITY

Drug Product

The Drug Product deficiencies have been classified as MAJOR because new analytical
methods are needed to assure product quality as noted in Appendix A. Section A(2)(i) of
the Guidance for Industry, ANDA Submissions — Amendments to Abbreviated New Drug
Applications Under GDUFA (July 2018). Upon receipt, in FDA's judgement, the review of
these methods will require substantial expenditure of FDA resources.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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LABELING
1. GENERAL COMMENTS

a.

2. PRESCRIBING INFORMATION
a. HIGHLIGHTS
i. RECENT MAJOR CHANGES

cernamn DI
(b)(4)

b. PRESCRIBING INFORMATION, INDICATIONS AND USAGE, Revise Section 1.1
Adult Heart Failure as follows:

(0)(4)

Left ventricular ejection fraction (LVEF) is a variable measure, so use clinical
judgment in deciding whom to treat [see Clinical Studies (14.1)].

[We note the second paragraph is considered general clinical practice information.]

Submit your revised labeling electronically. The prescribing information and any patient
labeling should reflect the full content of the labeling as well as the planned ordering of
the content of the labeling. The container label and any outer packaging should reflect the
content as well as an accurate representation of the layout, color, text size, and style.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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To facilitate review of your next submission, please provide a side-by-side comparison of
your proposed labeling with your last submitted labeling with all differences annotated and
explained. We also advise that you only address the deficiencies noted in this
communication.

Additionally, we remind you that it is your responsibility to continually monitor available
labeling resources such as DRUGS@FDA, the Electronic Orange Book (OB), and the
United States Pharmacopeia — National Formulary (USP-NF) online for recent updates
and make any necessary revisions to your labels and labeling.

It is also your responsibility to ensure your ANDA addresses all listed exclusivities that
claim the approved drug product. Please ensure that all exclusivities and patents listed in
the electronic OB are addressed and updated in your application. Ensure your labeling
aligns with your patent and exclusivity statements.

DRUG SUBSTANCE/MANUFACTURING/BIOPHARMACEUTICS/ BIOEQUIVALENCE

There are no further questions for the above listed disciplines at this time. The comments
provided in this communication are comprehensive as of the date the discipline review
was completed. However, these comments are subject to revision if any scientific or
regulatory division identifies additional concerns, as well as any concerns due to
inspection results that may arise in the future. Additionally, the compliance status of each
facility named in the application may be re-evaluated upon re-submission.

FDA publishes new and revised product-specific guidances describing the Agency’s
current recommendations on demonstrating bioequivalence and certain other approval
requirements. To ensure you are aware of FDA’s recommendations for the most
accurate, sensitive, and reproducible methodology to demonstrate bioequivalence (21
CFR 320.24(a)), please continue to monitor for the availability of new and revised
product-specific guidances in the Federal Register and on the FDA Web site at the
following address:
https//www.fda.qov/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/ucmQ7
5207.htm.

OTHER

The resubmission to this CR letter will be considered to represent a MAJOR
AMENDMENT, given that the deficiencies have been classified as MAJOR.

Prominently identify the submission with the following wording in bold, capital letters at
the top of the first page of the submission. If your submission includes gratuitous
information in addition to the category or categories below, clearly identify the type of
information submitted immediately following the wording below:

RESUBMISSION

MAJOR

COMPLETE RESPONSE AMENDMENT

DRUG PRODUCT/LABELING
U.S. Food & Drug Administration

Silver Spring, MD 20993
www.fda.gov
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Upon review of your amendment, FDA may identify information in the amendment that
may require a change in classification and an adjustment to the goal date.

Within one year after the date of this letter, you are required to respond by taking one of
the actions available under 21 CFR 314.110(b). If you do not take one of these actions,
we may consider your lack of response as a request to withdraw the ANDA under 21 CFR
314.110(c)(1). You may also request an extension of time in which to resubmit the
application. A resubmission must fully address all the deficiencies listed. A partial
response to this letter does not fulfill the requirements in 21 CFR 314.110(b)(1) and
therefore will not be processed as a resubmission and will not start a new review cycle.

The drug product may not be marketed without final Agency approval under section 505(j)
of the FD&C Act.

ANNUAL FACILITY FEES

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title
II) established certain provisions' with respect to self-identification of facilities and
payment of annual facility fees. Your ANDA identifies at least one facility that is subject to
the self-identification requirement and payment of an annual facility fee. Self-identification
must occur by June 1 of each year for the next fiscal year. Facility fees must be paid
each year by the date specified in the Federal Register notice announcing facility fee
amounts. All finished dosage forms (FDFs) or active pharmaceutical ingredients (APIs)
manufactured in a facility that has not met its obligations to self-identify or to pay fees
when they are due will be deemed misbranded. This means that it will be a violation of
federal law to ship these products in interstate commerce or import them into the United
States. Such violations can result in prosecution of those responsible, injunctions, or
seizures of misbranded products. Products misbranded because of failure to self-identify
or pay facility fees are subject to being denied entry into the United States.

In addition, we note that GDUFA requires that certain non-manufacturing sites and
organizations listed in generic drug submissions comply with the self-identification
requirement. The failure of any facility, site, or organization to comply with its obligation
to self-identify and/or to pay fees when due may raise significant concerns about that site
or organization and is a factor that may increase the likelihood of a site inspection prior to
approval. FDA does not expect to give priority to completion of inspections that are
required simply because facilities, sites, or organizations fail to comply with the law
requiring self-identification or fee payment.

GDUFA Il provides important program enhancements that are designed to improve the
predictability and transparency of ANDA assessments and to minimize the number of
review cycles necessary for approval, including by fostering the development of high-
quality applications. While FDA will communicate deficiencies identified during our
assessment of your application, it is each applicant’s responsibility to submit and maintain
a high-quality application that FDA can approve. To this end, you should ensure your

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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application addresses any changes to the RLD that occur after submission of your ANDA,
such as changes in labeling, patent or exclusivity information, or marketing status. You
should also ensure you stay up to date with the Agency’s current thinking on topics
through guidances for industry, including product-specific guidances.

If you have any questions, call Warren Simmons, Regulatory Project Manager, Division of
Project Management, at (240) 402 - 6258.

Sincerely yours,

{See appended electronic signature page}

Denise P. Toyer McKan, PharmD

Director, Division of Project Management

Office of Regulatory Operations
Office of Generic Drugs

! Some of these provisions were amended by the Generic Drug User Fee Amendments of 2017 (GDUFA
1) (Public Law 115-52, Title 1l1).

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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Laurus Generics Inc.
U.S. Agent for Laurus Labs Limited
400 Connell Drive, Suite 5200
Berkeley Heights, NJ 07922
Attention: Sharath Koripally
Senior Director - RA, QA & PV

Dear Sharath Koripally:

This is in reference to your amendment received on November 26, 2021, submitted
under section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), for
Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg.

This amendment is subject to the provisions of the Generic Drug User Fee
Amendments of 2017 (GDUFA Il). FDA has made an initial determination that this is a
standard minor amendment. The GDUFA goal date for review of this standard minor
amendment is February 25, 2022.

GDUFA Il provides important program enhancements that are designed to improve the
predictability and transparency of ANDA assessments and to minimize the number of
review cycles necessary for approval, including fostering the development of high-
quality applications. While FDA will communicate deficiencies identified during our
assessment of your application, it is each applicant’s responsibility to submit and
maintain a high-quality application that FDA can approve. To this end, you should
ensure your application addresses any changes to the RLD that occur after the
submission of your ANDA, such as changes in labeling, patent or exclusivity
information, or marketing status. You should also ensure your application stays up to
date with the Agency’s current recommendations on demonstrating bioequivalence
reflected in relevant product specific guidances.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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If you have any questions, contact Warren Simmons, Regulatory Project Manager, at
(240) 402 - 6258.

Sincerely,
{See appended electronic signature page}

Warren Simmons, Pharm.D.

LT, U.S. Public Health Service
Regulatory Project Manager

Office of Generic Drugs

Center for Drug Evaluation and Research
U.S. Food and Drug Administration

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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Laurus Generics Inc.
U.S. Agent for Laurus Labs Limited
400 Connell Drive, Suite 5200
Berkeley Heights, NJ 07922
Attention: Sharath Koripally
Senior Director - RA, QA & PV

Dear Sharath Koripally:

This is in reference to your abbreviated new drug application (ANDA) received for
review on July 8, 2019, submitted pursuant to section 505(j) of the Federal Food, Drug,
and Cosmetic Act (FD&C Act), for Sacubitril and Valsartan Tablets, 24 mg/26 mg,

49 mg/51 mg, and 97 mg/103 mg.

We acknowledge receipt of the May 3, 2021 submission, which constituted a complete
response to our February 22, 2021 action letter, and to any amendments thereafter.

We have completed our review of this ANDA, as amended, and have determined that
we cannot approve this ANDA in its present form. We have described our reasons for
this action below and, where possible, our recommendations to address these issues.
LABELING

1. GENERAL COMMENTS

2. CARTON LABELING

Unit-dose 100s (10x10)- To be consistent with the RLD's cartons, consider adding
“For Institutional Use Only.” statement.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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3. PRESCRIBING INFORMATION

a. HIGHLIGHTS, INDICATIONS AND USAGE- Revise to read the same as the
RLD.

(4

b. HIGHLIGHTS, RECENT MAJOR CHANGES- Revise to read the same as the
RLD labeling.

c. INDICATIONS AND USAGE- Revise to read the same as the RLD or provide a
comment why you feel this information should not be included.

(4

d. Clinical Trials, Section 6

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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4. PATIENT INFORMATION LEAFLET

Submit your revised labeling electronically. The prescribing information and any patient
labeling should reflect the full content of the labeling as well as the planned ordering of
the content of the labeling. The container label and any outer packaging should reflect
the content as well as an accurate representation of the layout, color, text size, and
style.

To facilitate review of your next submission, please provide a side-by-side comparison
of your proposed labeling with the reference listed drug labeling with all differences
annotated and explained. We also advise that you only address the deficiencies noted
in this communication.

Additionally, we remind you that it is your responsibility to continually monitor available
labeling resources such as DRUGS@FDA, the Electronic Orange Book (OB), and the
United States Pharmacopeia — National Formulary (USP-NF) online for recent updates
and make any necessary revisions to your labels and labeling.

It is also your responsibility to ensure your ANDA addresses all listed exclusivities that
claim the approved drug product. Please ensure that all exclusivities and patents listed
in the electronic OB are addressed and updated in your application. Ensure your
labeling aligns with your patent and exclusivity statements.

DRUG SUBSTANCE/DRUG PRODUCT/BIOPHARMACEUTICS/MANUFACTURING/
BIOEQUIVALENCE

There are no further questions for the above listed disciplines at this time. The
comments provided in this communication are comprehensive as of the date the
discipline review was completed. However, these comments are subject to revision if
any scientific or regulatory division identifies additional concerns, as well as any
concerns due to inspection results that may arise in the future. Additionally, the
compliance status of each facility named in the application may be re-evaluated upon
re-submission.

FDA publishes new and revised product-specific guidances describing the Agency’s
current recommendations on demonstrating bioequivalence and certain other approval
requirements. To ensure you are aware of FDA’'s recommendations for the most
accurate, sensitive, and reproducible methodology to demonstrate bioequivalence (21

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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CFR 320.24(a)), please continue to monitor for the availability of new and revised
product-specific guidances in the Federal Register and on the FDA Web site at the
following address:
https://www.fda.gov/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/ucm
075207.htm.

OTHER

The resubmission to this CR letter will be considered to represent a MINOR
AMENDMENT, given that the deficiencies have been classified as MINOR.

Provided that the amendment contains no additional information that requires a
substantial expenditure of resources to review, prominently identify the submission with
the following wording in bold, capital letters at the top of the first page of the submission.
If your submission includes gratuitous information in addition to the category or
categories below, clearly identify the type of information submitted immediately following
the wording below:

RESUBMISSION

MINOR

COMPLETE RESPONSE AMENDMENT
LABELING

Upon review of your amendment, FDA may identify information in the amendment that
may require a change in classification and an adjustment to the goal date.

Within one year after the date of this letter, you are required to respond by taking one of
the actions available under 21 CFR 314.110(b). If you do not take one of these actions,
we may consider your lack of response as a request to withdraw the ANDA under 21
CFR 314.110(c)(1). You may also request an extension of time in which to resubmit the
application. A resubmission must fully address all the deficiencies listed. A partial
response to this letter does not fulfill the requirements in 21 CFR 314.110(b)(1) and
therefore will not be processed as a resubmission and will not start a new review cycle.

The drug product may not be marketed without final Agency approval under section
505(j) of the FD&C Act.

ANNUAL FACILITY FEES

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title
) established certain provisions' with respect to self-identification of facilities and
payment of annual facility fees. Your ANDA identifies at least one facility that is subject
to the self-identification requirement and payment of an annual facility fee. Self-
identification must occur by June 1 of each year for the next fiscal year. Facility fees
must be paid each year by the date specified in the Federal Register notice announcing
facility fee amounts. All finished dosage forms (FDFs) or active pharmaceutical

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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ingredients (APls) manufactured in a facility that has not met its obligations to self-
identify or to pay fees when they are due will be deemed misbranded. This means that
it will be a violation of federal law to ship these products in interstate commerce or
import them into the United States. Such violations can result in prosecution of those
responsible, injunctions, or seizures of misbranded products. Products misbranded
because of failure to self-identify or pay facility fees are subject to being denied entry
into the United States.

In addition, we note that GDUFA requires that certain non-manufacturing sites and
organizations listed in generic drug submissions comply with the self-identification
requirement. The failure of any facility, site, or organization to comply with its obligation
to self-identify and/or to pay fees when due may raise significant concerns about that
site or organization and is a factor that may increase the likelihood of a site inspection
prior to approval. FDA does not expect to give priority to completion of inspections that
are required simply because facilities, sites, or organizations fail to comply with the law
requiring self-identification or fee payment.

GDUFA Il provides important program enhancements that are designed to improve the
predictability and transparency of ANDA assessments and to minimize the number of
review cycles necessary for approval, including by fostering the development of high-
quality applications. While FDA will communicate deficiencies identified during our
assessment of your application, it is each applicant’s responsibility to submit and
maintain a high-quality application that FDA can approve. To this end, you should
ensure your application addresses any changes to the RLD that occur after submission
of your ANDA, such as changes in labeling, patent or exclusivity information, or
marketing status. You should also ensure you stay up to date with the Agency’s current
thinking on topics through guidances for industry, including product-specific guidances.

If you have any questions, call Warren Simmons, Regulatory Project Manager, Division
of Project Management, at (240) 402 - 6258.

Sincerely yours,

{See appended electronic signature page}

For Denise P. Toyer McKan, PharmD

Director, Division of Project Management

Office of Regulatory Operations
Office of Generic Drugs

' Some of these provisions were amended by the Generic Drug User Fee Amendments of 2017
(GDUFA II) (Public Law 115-52, Title 1l1).

U.S. Food & Drug Administration
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PharmaQ, Inc.

U.S. Agent for Laurus Labs Limited

Waterview Plaza

2001 Route 46, Suite 105

Parsippany, NJ 07054

Attention: Jose D. Gomes, Ph.D.
President

Dear Sir;

This is in reference to an amendment to the Drug Master File (DMF) #033647 received
on July 9, 2021, which is referenced in your abbreviated new drug application (ANDA)
submitted under section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C
Act), for Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg, and

97 mg/103 mg.

This amendment is subject to the provisions of the Generic Drug User Fee
Amendments of 2017 (GDUFA IlI). FDA has made an initial determination that this is a
standard minor amendment. The GDUFA goal date for review of this standard minor
amendment is October 8, 2021.

GDUFA Il provides important program enhancements that are designed to improve the
predictability and transparency of ANDA assessments and to minimize the number of
review cycles necessary for approval, including fostering the development of high-
quality applications. While FDA will communicate deficiencies identified during our
assessment of your application, it is each applicant’s responsibility to submit and
maintain a high-quality application that FDA can approve. To this end, you should
ensure your application addresses any changes to the RLD that occur after the
submission of your ANDA, such as changes in labeling, patent or exclusivity
information, or marketing status. You should also ensure your application stays up to
date with the Agency’s current recommendations on demonstrating bioequivalence
reflected in relevant product specific guidances.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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If you have any questions, contact Warren Simmons, Regulatory Project Manager, at
(240) 402 - 6258.

Sincerely,
{See appended electronic signature page}

Warren Simmons, Pharm.D.

LT, U.S. Public Health Service
Regulatory Project Manager

Office of Generic Drugs

Center for Drug Evaluation and Research
U.S. Food and Drug Administration

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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PharmaQ, Inc.

U.S. Agent for Laurus Labs Limited

Waterview Plaza

2001 Route 46, Suite 105

Parsippany, NJ 07054

Attention: Jose D. Gomes, Ph.D.
President

Dear Sir;

This is in reference to your amendment received on May 3, 2021, submitted under
section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), for Sacubitril
and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg.

This amendment is subject to the provisions of the Generic Drug User Fee
Amendments of 2017 (GDUFA Il). FDA has made an initial determination that this is a
standard minor amendment. The GDUFA goal date for review of this standard minor
amendment is August 2, 2021.

GDUFA Il provides important program enhancements that are designed to improve the
predictability and transparency of ANDA assessments and to minimize the number of
review cycles necessary for approval, including fostering the development of high-
quality applications. While FDA will communicate deficiencies identified during our
assessment of your application, it is each applicant’s responsibility to submit and
maintain a high-quality application that FDA can approve. To this end, you should
ensure your application addresses any changes to the RLD that occur after the
submission of your ANDA, such as changes in labeling, patent or exclusivity
information, or marketing status. You should also ensure your application stays up to
date with the Agency’s current recommendations on demonstrating bioequivalence
reflected in relevant product specific guidances.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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If you have any questions, contact Warren Simmons, Regulatory Project Manager, at
(240) 402 - 6258.

Sincerely,
{See appended electronic signature page}

Warren Simmons, Pharm.D.

LT, U.S. Public Health Service
Regulatory Project Manager

Office of Generic Drugs

Center for Drug Evaluation and Research
U.S. Food and Drug Administration

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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PharmaQ, Inc.

U.S. Agent for Laurus Labs Limited

Waterview Plaza

2001 Route 46, Suite 105

Parsippany, NJ 07054

Attention: Dr. Jose D. Gomes, Ph.D.
President

Dear Sir:

This is in reference to your abbreviated new drug application (ANDA) received for
review on July 8, 2019, submitted pursuant to section 505(j) of the Federal Food, Drug,
and Cosmetic Act (FD&C Act), for Sacubitril and Valsartan Tablets, 24 mg/26 mg,

49 mg/51 mg, and 97 mg/103 mg.

We acknowledge receipt of the July 1, 2020 submission, which constituted a complete
response to our May 4, 2020 action letter.

We have completed our review of this ANDA, as amended, and have determined that
we cannot approve this ANDA in its present form. We have described our reasons for
this action below and, where possible, our recommendations to address these issues.

PHARMACEUTICAL QUALITY

Drug Substance

T

U.S.Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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Drug Product

: (b)(4)

PROCESS/BIOPHARMACEUTICS/FACILITY INSPECTION/BIOEQUIVALENCE/
LABELING

There are no further questions for the above listed disciplines at this time. The
comments provided in this communication are comprehensive as of the date the
discipline review was completed. However, these comments are subject to revision if
any scientific or regulatory division identifies additional concerns, as well as any
concerns due to inspection results that may arise in the future. Additionally, the
compliance status of each facility named in the application may be re-evaluated upon
re-submission.

FDA publishes new and revised product-specific guidances describing the Agency’s
current recommendations on demonstrating bioequivalence and certain other approval
requirements. To ensure you are aware of FDA's recommendations for the most
accurate, sensitive, and reproducible methodology to demonstrate bioequivalence (21
CFR 320.24(a)), please continue to monitor for the availability of new and revised
product-specific guidances in the Federal Register and on the FDA Web site at the
following address:

hitps ://www.fda.gov/Drugs/GuidanceComplianceRegulatory Information/Guidances/ucm
075207.htm.

We remind you that it is your responsibility to continually monitor available labeling
resources such as DRUGS@FDA, the Electronic Orange Book, and the United States
Pharmacopeia — National Formulary (USP-NF) online for recent updates, and make any
necessary revisions to your labels and labeling.

It is also your responsibility to ensure that your ANDA addresses all listed patents and
exclusivities that claim the approved drug product. Please ensure that all exclusivities
and patents listed in the Electronic Orange Book are addressed and updated in your
application. Also, ensure that your labeling aligns with your patent and exclusivity
statements.

OTHER

The resubmission to this CR letter will be considered to represent a MINOR
AMENDMENT, given that the deficiencies have been classified as MINOR.
Prominently identify the submission with the following wording in bold, capital letters at

U.S.Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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the top of the first page of the submission. If your submission includes gratuitous
information in addition to the category or categories below, clearly identify the type of
information submitted immediately following the wording below:

RESUBMISSION

MINOR

COMPLETE RESPONSE AMENDMENT
DRUG SUBSTANCE/DRUG PRODUCT

Upon review of your amendment, FDA may identify information in the amendment that
may require a change in classification and an adjustment to the goal date.

Within one year after the date of this letter, you are required to respond by taking one of
the actions available under 21 CFR 314.110(b). If you do not take one of these actions,
we may consider your lack of response as a request to withdraw the ANDA under 21
CFR 314.110(c)(1). You may also request an extension of time in which to resubmit the
application. A resubmission must fully address all the deficiencies listed. A partial
response to this letter does not fulfill the requirements in 21 CFR 314.110(b)(1) and
therefore will not be processed as a resubmission and will not start a new review cycle.

The drug product may not be marketed without final Agency approval under section
505(j) of the FD&C Act.

ANNUAL FACILITY FEES

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title
Il established certain provisions' with respect to self-identification of facilities and
payment of annual facility fees. Your ANDA identifies at least one facility that is subject
to the self-identification requirement and payment of an annual facility fee. Self-
identification must occur by June 1 of each year for the next fiscal year. Facility fees
must be paid each year by the date specified in the Federal Register notice announcing
facility fee amounts. All finished dosage forms (FDFs) or active pharmaceutical
ingredients (APIls) manufactured in a facility that has not met its obligations to self-
identify or to pay fees when they are due will be deemed misbranded. This means that
it will be a violation of federal law to ship these products in interstate commerce or
import them into the United States. Such violations can result in prosecution of those
responsible, injunctions, or seizures of misbranded products. Products misbranded
because of failure to self-identify or pay facility fees are subject to being denied entry
into the United States.

In addition, we note that GDUFA requires that certain non-manufacturing sites and
organizations listed in generic drug submissions comply with the self-identification
requirement. The failure of any facility, site, or organization to comply with its obligation
to self-identify and/or to pay fees when due may raise significant concerns about that
site or organization and is a factor that may increase the likelihood of a site inspection

U.S.Food & Drug Administration
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prior to approval. FDA does not expect to give priority to completion of inspections that
are required simply because facilities, sites, or organizations fail to comply with the law
requiring self-identification or fee payment.

GDUFA |l provides important program enhancements that are designed to improve the
predictability and transparency of ANDA assessments and to minimize the number of
review cycles necessary for approval, including by fostering the development of high-
quality applications. While FDA will communicate deficiencies identified during our
assessment of your application, it is each applicant’s responsibility to submit and
maintain a high-quality application that FDA can approve. To this end, you should
ensure your application addresses any changes to the RLD that occur after submission
of your ANDA, such as changes in labeling, patent or exclusivity information, or
marketing status. You should also ensure you stay up to date with the Agency’s current
thinking on topics through guidances for industry, including product-specific guidances.

If you have any questions, call Warren Simmons, Regulatory Project Manager, Division
of Project Management, at (240) 402 - 6258.

Sincerely yours,
{See appended electronic signature page}

Denise P. Toyer McKan, PharmD
Director, Division of Project Management
Office of Regulatory Operations

Office of Generic Drugs

' Some of these provisions were amended by the Generic Drug User Fee Amendments of 2017
(GDUFA Il) (Public Law 115-52, Title Ill).
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PharmaQ, Inc.
U.S. Agent for Laurus Labs Limited
Waterview Plaza
2001 Route 46, Suite 105
Parsippany, NJ 07054
Attention: Jose Gomes

President

Dear Sir;

This is in reference to your amendment received on July 1, 2020, submitted under
section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), for Sacubitril
and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg.

This amendment is subject to the provisions of the Generic Drug User Fee
Amendments of 2017 (GDUFA Il). FDA has made an initial determination that this is a
standard major amendment. If FDA determines that an inspection is not required to
validate the information contained in this standard major amendment, the GDUFA goal
date for review of this standard major amendment is February 28, 2021. If this standard
major amendment requires an inspection, the goal date for review of this standard major
amendment is April 30, 2021. Two possible goal dates are provided because FDA is
unable to determine if an amendment requires an inspection at the time of submission.
FDA will make this determination during the assessment of the amendment. For
information, see FDA's guidance for industry, ANDA Submissions - Amendments to
Abbreviated New Drug Applications Under GDUFA.

GDUFA Il provides important program enhancements that are designed to improve the
predictability and transparency of ANDA assessments and to minimize the number of
review cycles necessary for approval, including fostering the development of high-
quality applications. While FDA will communicate deficiencies identified during our
assessment of your application, it is each applicant’s responsibility to submit and
maintain a high-quality application that FDA can approve. To this end, you should
ensure your application addresses any changes to the RLD that occur after the
submission of your ANDA, such as changes in labeling, patent or exclusivity
information, or marketing status. You should also ensure your application stays up to
date with the Agency’s current recommendations on demonstrating bioequivalence
reflected in relevant product specific guidances.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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If you have any questions, contact Warren Simmons, Regulatory Project Manager, at
(240) 402 - 6258.

Sincerely,
{See appended electronic signature page}

Warren Simmons

Regulatory Project Manager

Office of Generic Drugs

Center for Drug Evaluation and Research
U.S. Food and Drug Administration

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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COMPLETE RESPONSE

PharmaQ, Inc.

U.S. Agent for Laurus Labs Limited

Waterview Plaza

2001 Route 46, Suite 105

Parsippany, NJ 07054

Attention: Jose Gomes, Ph.D.
President

Dear Sir:

This is in reference to your abbreviated new drug application (ANDA) received for
review on July 8, 2019, submitted pursuant to section 505(j) of the Federal Food, Drug,
and Cosmetic Act (FD&C Act), for Sacubitril and Valsartan Tablets, 24 mg/26 mg,

49 mg/51 mg, and 97 mg/103 mg.

Reference is also made to any amendments submitted prior to the issuance of this
letter.

We have completed our review of this ANDA, as amended, and have determined that
we cannot approve this ANDA in its present form. We have described our reasons for
this action below and, where possible, our recommendations to address these issues.
PHARMACEUTICAL QUALITY

Drug Substance

b) (4
- (b)(4

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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2’ D) (4

Drug Product

3.

6.

Facility Inspection

BIOEQUIVALENCE

The Bioequivalence deficiencies have been classified as MAJOR because the
deficiencies pertain to insufficient validation data (i.e., insufficient long-term storage

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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stability of valsartan and sacubitril in the pivotal fasting and fed BE studies) and In
addition, information is needed to address the impact of significant Office of Study
Integrity Surveillance (OSIS) inspectional or assessment findings (i.e., failure to read
serology results within the timeframes specified by the HIV, HCV, and HBsAg diagnostic
test kits) as noted in Appendix A, Sections B(1)(d) and B(1)(k) of the Guidance for
Industry, ANDA Submissions — Amendments to Abbreviated New Drug Applications
Under GDUFA (July 2018). The assessment of the response will require, in FDA’s
judgment, a substantial expenditure of FDA resources.

Pre-Study Method Validation

1. In your amendment dated January 16, 2020, in response to Discipline Review Letter
(DRL) dated December 12, 2019, you provided the results of method validation for
long term storage stability (LTSS) for valsartan and sacubitril in the presence of
sacubitril active metabolite LBQ657. However, you only established LTSS for 3
days, which does not cover the sample storage duration of 51 days and 50 days
reported for the pivotal fasting (Study No. 662/18) and fed (Study No. 663/18)
bioequivalence (BE) studies, respectively, at -20°C + 10°C. Therefore, please
provide LTSS data of valsartan and sacubitril in the presence of LBQ657 that cover
the duration of sample storage from the first day of sample collection to the last day
of sample analysis in the pivotal fasting and fed BE studies.

Office of Study Integrity and Surveillance (OSIS) Inspection

2.

FDA publishes new and revised product-specific guidances describing the Agency’s
current recommendations on demonstrating bioequivalence and certain other approval
requirements. To ensure you are aware of FDA’'s recommendations for the most
accurate, sensitive, and reproducible methodology to demonstrate bioequivalence (21
CFR 320.24(a)), please continue to monitor for the availability of new and revised
product-specific guidances in the Federal Register and on the FDA Web site at the
following address:

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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https://www.fda.gov/Drugs/GuidanceComplianceRequlatorylnformation/Guidances/ucm
075207.htm.

PROCESS/BIOPHARMACEUTICS/LABELING

There are no further questions for the above listed disciplines at this time. The
comments provided in this communication are comprehensive as of the date the
discipline review was completed. However, these comments are subject to revision if
any scientific or regulatory division identifies additional concerns, as well as any
concerns due to inspection results that may arise in the future. Additionally, the
compliance status of each facility named in the application may be re-evaluated upon
re-submission.

We remind you that it is your responsibility to continually monitor available labeling
resources such as DRUGS@FDA, the Electronic Orange Book, and the United States
Pharmacopeia — National Formulary (USP-NF) online for recent updates, and make any
necessary revisions to your labels and labeling.

It is also your responsibility to ensure that your ANDA addresses all listed patents and
exclusivities that claim the approved drug product. Please ensure that all exclusivities
and patents listed in the Electronic Orange Book are addressed and updated in your
application. Also, ensure that your labeling aligns with your patent and exclusivity
statements.

OTHER

The resubmission to this CR letter will be considered to represent a MAJOR
AMENDMENT, given that the deficiencies have been classified as MAJOR.

Prominently identify the submission with the following wording in bold, capital letters at
the top of the first page of the submission:

RESUBMISSION

MAJOR

COMPLETE RESPONSE AMENDMENT

DRUG SUBSTANCE/DRUG PRODUCT/FACILITY INSPECTION/
BIOEQUIVALENCE

Upon review of your amendment, FDA may identify information in the amendment that
may require a change in classification and an adjustment to the goal date.

Within one year after the date of this letter, you are required to respond by taking one of
the actions available under 21 CFR 314.110(b). If you do not take one of these actions,
we may consider your lack of response as a request to withdraw the ANDA under 21
CFR 314.110(c)(1). You may also request an extension of time in which to resubmit the
application. A resubmission must fully address all the deficiencies listed. A partial

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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response to this letter does not fulfill the requirements in 21 CFR 314.110(b)(1) and
therefore will not be processed as a resubmission and will not start a new review cycle.

The drug product may not be marketed without final Agency approval under section
505(j) of the FD&C Act.

ANNUAL FACILITY FEES

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title
) established certain provisions' with respect to self-identification of facilities and
payment of annual facility fees. Your ANDA identifies at least one facility that is subject
to the self-identification requirement and payment of an annual facility fee. Self-
identification must occur by June 1 of each year for the next fiscal year. Facility fees
must be paid each year by the date specified in the Federal Register notice announcing
facility fee amounts. All finished dosage forms (FDFs) or active pharmaceutical
ingredients (APls) manufactured in a facility that has not met its obligations to self-
identify or to pay fees when they are due will be deemed misbranded. This means that
it will be a violation of federal law to ship these products in interstate commerce or
import them into the United States. Such violations can result in prosecution of those
responsible, injunctions, or seizures of misbranded products. Products misbranded
because of failure to self-identify or pay facility fees are subject to being denied entry
into the United States.

In addition, we note that GDUFA requires that certain non-manufacturing sites and
organizations listed in generic drug submissions comply with the self-identification
requirement. The failure of any facility, site, or organization to comply with its obligation
to self-identify and/or to pay fees when due may raise significant concerns about that
site or organization and is a factor that may increase the likelihood of a site inspection
prior to approval. FDA does not expect to give priority to completion of inspections that
are required simply because facilities, sites, or organizations fail to comply with the law
requiring self-identification or fee payment.

GDUFA Il provides important program enhancements that are designed to improve the
predictability and transparency of ANDA assessments and to minimize the number of
review cycles necessary for approval, including by fostering the development of high-
quality applications. While FDA will communicate deficiencies identified during our
assessment of your application, it is each applicant’s responsibility to submit and
maintain a high-quality application that FDA can approve. To this end, you should
ensure your application addresses any changes to the RLD that occur after submission
of your ANDA, such as changes in labeling, patent or exclusivity information, or
marketing status. You should also ensure you stay up to date with the Agency’s current
thinking on topics through guidances for industry, including product-specific guidances.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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If you have any questions, call Warren Simmons, Regulatory Project Manager, Division
of Project Management, at (240) 402 - 6258.

Sincerely yours,

{See appended electronic signature page}
For Denise P. Toyer McKan, PharmD
Director, Division of Project Management

Office of Regulatory Operations
Office of Generic Drugs

' Some of these provisions were amended by the Generic Drug User Fee Amendments of 2017
(GDUFA 11) (Public Law 115-52, Title Il).

U.S. Food & Drug Administration
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INFORMATION REQUEST

Laurus Labs Limited

U.S. Agent for Laurus Labs Limited
2001 Route 46, Suite 105
Parsippany, NJ 07054-1315
Attention: Jose D. Gomes

Dear Sir:

This letter is in reference to your abbreviated new drug application (ANDA) received for
review on July 8, 2019, submitted pursuant to section 505(j) of the Federal Food, Drug,
and Cosmetic Act (FD&C Act) for Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49
mg/51 mg and 97 mg/103 mg..

We are reviewing the Quality section of your submission and have the following
comments and information requests:

A. Biopharm

We request a prompt written response, no later than 3/1/20 in order to continue our
evaluation of your ANDA. We will not process or review a partial response. Facsimile or
e-mail responses will also not be accepted. In addition, if your response contains either
gratuitous information not requested by FDA or information that requires a more
thorough review as determined by FDA, FDA may classify the response as an
amendment and assign an appropriate goal date for that amendment. The goal date
assigned to the amendment may extend the review goal date for your current
submission.

U.S. Food & Drug Administration
Silver Spring, MD 20993
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Prominently identify the submission with the following wording in bold capital letters at
the top of the first page of the submission:

INFORMATION REQUEST
QUALITY

If you have any questions, please contact Kevin Ninan, Regulatory Business Process
Manager, at Kevin.Ninan@fda.hhs.gov or 240-402-8732.

Sincerely,
{See appended electronic signature page}

Kevin Ninan

Regulatory Business Process Manager
Office of Pharmaceutical Quality

Center for Drug Evaluation and Research
U.S. Food and Drug Administration

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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Laurus Labs Ltd

Attn: Jose D. Gomes
President

Email: jgomes@pharmag.net

Dear Jose D. Gomes:

This letter is to update applicants with an approved or pending application for an
angiotensin |l receptor blocker (ARB) drug product (DP), as well as holders of related

drug master files (DMFs), of FDA’s current expectations of specification limits

(b)(4) |

(0)(4)
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If you have any questions, call Rey Cantave, Regulatory Project Manager, at 240-402-
4035.

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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Sincerely,
{See appended electronic signature page}

Vilayat A. Sayeed, Ph.D.

Director

Division of Imnmediate Release Products |
Office of Lifecycle Drug Products

Office of Pharmaceutical Quality

Center for Drug Evaluation and Research

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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DISCIPLINE REVIEW LETTER
QUALITY
PharmaqQ, Inc.
U.S. Agent for Laurus Labs Limited
Waterview Plaza, 2001 Route 46,
Suite 105
Parsippany, NJ 07054
Attention: Jose D. Gomes
President

Dear Jose D. Gomes:

This letter is in reference to your abbreviated new drug application (ANDA) received for
review on July 8, 2019 submitted pursuant to section 505(j) of the Federal Food, Drug,
and Cosmetic Act (FD&C Act) for Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49
mg/51 mg and 97 mg/103 mg.

The following possible deficiencies have been identified by the Office of Pharmaceutical
Quality:

A. Drug Substance

1.

B. Drug Product

U.S. Food & Drug Administration
Silver Spring, MD 20993
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D. Biopharmaceutics

1. Based on the provided information and data, the proposed dissolution method
(USP Il at 50 rpm /900 mL of pH 6.8 phosphate buffer) is deemed adequate for
quality control testing of the proposed drug product. However, the provided
dissolution data support| (b)4) |dissolution acceptance criteria and therefore the
proposed acceptance criterion is not acceptable. Implement the following
acceptance criteria for your proposed product, Sacubitril and Valsartan Tablets:

Sacubitril and Valsartan Tablets, 24 mg/26 mg strength

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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(0)

Update your drug product release and stability specifications accordingly. In
addition, please be advised, that all proposed exhibit batches are expected to
meet these revised dissolution specifications in your stability program through
your proposed expiry period. If dissolution failures are observed on stability,
these should be described. Discuss any corrective actions to avert such
dissolution failures and provide data from a new batch to demonstrate correction
of the issue, if needed.

I 4

If you would like to respond to these possible deficiencies before the end of this review
cycle, we request a complete written response to this discipline review letter (DRL) no
later than February 6, 2020. If you submit a written response during this review cycle,
depending on the timing and/or the information contained in your response, we may not
be able to consider your response before taking action on your application. We will not
process or review a partial response. Facsimile or e-mail responses will also not be
accepted. Prominently identify the submission with the following wording in bold capital
letters at the top of the first page of the submission:

DISCIPLINE REVIEW LETTER
QUALITY

Please note that we are providing these preliminary thoughts on possible deficiencies
to you before a complete review of your entire application. As contemplated in the
Generic Drug User Fee Amendments of 2017 (GDUFA 1l) Commitment Letter’, these
possible deficiencies do not reflect a complete review of your application and should not
be construed as such. In addition, these possible deficiencies do not necessarily reflect

' GDUFA Reauthorization Performance Goals and Program Enhancements Fiscal Years 2018-2022
(available at:
https://www.fda.gov/downloads/Forindustry/UserFees/GenericDrugUserFees/UCM525234.pdf).

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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input from supervisory levels. You should be aware that these deficiencies may be
modified or additional deficiencies may be identified as we complete our review of your
entire application.

Deficiencies addressed by applicants in a response to a DRL may appear in a Complete
Response Letter (CRL) if FDA’s review of the response has been deferred or if FDA has
outstanding concerns after review of the response. The CRL will include all deficiencies

that must be satisfactorily addressed before the ANDA can be approved.

If the applicant receives a CRL, but has already responded to some (or all) identified
deficiencies in a DRL response, the applicant does not need to re-submit previously
submitted information in a CRL amendment. However, the applicant should still submit
a CRL amendment and should clearly identify the previously provided DRL response
that renders its CRL amendment complete.

Additionally, please take note of the following if you choose to respond to these
possible deficiencies before the end of this review cycle:

1. FDA will strive to review your response during the review cycle in which it is
received if such review can be completed during such review cycle. However, if
the Agency determines that it cannot review the response before a goal date or if
a complete response letter is otherwise ready to be issued, the review of your
response may be deferred. When FDA defers review of your response, it will be
reviewed during the next review cycle for the application.

2. In addition, if your response contains either gratuitous information not requested
by FDA or information that requires a more thorough review as determined by
FDA, FDA may classify the response as an amendment and assign an
appropriate goal date for that amendment. The goal date assigned to the
amendment may extend the review goal date for your current submission.

If you have any questions, please contact Kevin Ninan, Regulatory Business Process
Manager, at Kevin.Ninan@fda.hhs.gov or 240-402-8732.

Sincerely,
{See appended electronic signature page}

Kevin Ninan, PharmD
Regulatory Business Process Manager

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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Office of Pharmaceutical Quality
Center for Drug Evaluation and Research
U.S. Food and Drug Administration

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov

Page 1473 of 1492



Digitally signed by Kevin Ninan
Date: 1/03/2020 11:05:20AM
GUID: 5130b7c1000123364dc4c595d0d94f5f

Page 1474 of 1492



ADMINISTRATION

;‘"4 =YY U.S. FOOD & DRUG

ANDA 213676
DISCIPLINE REVIEW LETTER
BIOEQUIVALENCE

PharmaQ, Inc.
U.S. Agent for Laurus Labs Limited
Waterview Plaza, 2001 Route 46, Suite 105
Parsippany, NJ 07054
Attention: Jose D. Gomes

President

Dear Jose D. Gomes:

This letter is in reference to your abbreviated new drug application (ANDA) received for
review on July 8, 2019, submitted pursuant to section 505(j) of the Federal Food, Drug,
and Cosmetic Act (FD&C Act) for Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49
mg/51 mg, and 97 mg/103 mg.

The following possible deficiencies have been identified by BIOEQUIVALENCE:
Deficiency Related to Pre-Study Method Validation

1. You prepared calibration curve standards (CCs) and quality control (QC) samples
during pre-study method validation by spiking K2EDTA plasma with methanolic
working solution containing valsartan and sacubitril. Per RLD labeling, following drug
product administration, sacubitril is converted to the active metabolite LBQ657,
which would also be found in the study plasma samples. As such, the composition of
QC samples is not reflective of the study samples composition. Therefore, please
provide method validation data evaluating the impact of LBQ657 on the analysis of
valsartan and sacubitril. Also, please demonstrate the stability of valsartan and
sacubitril in the presence of LBQ657.

Deficiency Related to Pivotal Fasting Bioequivalence (BE) Study (Study No.
662/18)

2. You reassayed 16 valsartan samples due to “Above Upper Limit of Quantification”.
Following reanalysis using 2-fold dilution, it was found that several repeat samples
from Subjects (b)(6)  show plasma concentrations that are 24.2-66.2% lower
than the highest calibration standard (10022 ng/mL). Please explain the significant
difference between the aforementioned repeat samples and ULOQ and its impact on
dilution integrity.

U.S. Food & Drug Administration
10903 New Hampshire Avenue
Silver Spring, MD 20993
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If you submit a written response during this review cycle, depending on the timing
and/or the information contained in your response, we may not be able to consider your
response before taking action on your application. We will not process or review a
partial response. Facsimile or e-mail responses will also not be accepted. Prominently
identify the submission with the following wording in bold capital letters at the top of the
first page of the submission:

DISCIPLINE REVIEW LETTER
BIOEQUIVALENCE

Please note that we are providing these preliminary thoughts on possible deficiencies to
you before a complete review of your entire application. As contemplated in the Generic
Drug User Fee Amendments of 2017 (GDUFA Il) Commitment Letter!, these possible
deficiencies do not reflect a complete review of your application and should not be
construed as such. In addition, these possible deficiencies do not necessarily reflect
input from supervisory levels. You should be aware that these deficiencies may be
modified or additional deficiencies may be identified as we complete our review of your
entire application.

Deficiencies addressed by applicants in a response to a DRL may appear in a Complete
Response Letter (CRL) if FDA’s review of the response has been deferred or if FDA has
outstanding concerns after review of the response. The CRL will include all deficiencies
that must be satisfactorily addressed before the ANDA can be approved.

If the applicant receives a CRL, but has already responded to some (or all) identified
deficiencies in a DRL response, the applicant does not need to re-submit previously
submitted information in a CRL amendment. However, the applicant should still submit
a CRL amendment and should clearly identify the previously provided DRL response
that renders its CRL amendment complete.

Additionally, please take note of the following if you choose to respond to these
possible deficiencies before the end of this review cycle:

1. FDA will strive to review your response during the review cycle in which it is
received if such review can be completed during such review cycle. However, if
the Agency determines that it cannot review the response before a goal date or if
a complete response letter is otherwise ready to be issued, the review of your
response may be deferred. When FDA defers review of your response, it will be
reviewed during the next review cycle for the application.

2. In addition, if your response contains either gratuitous information not requested
by FDA or information that requires a more thorough review as determined by

! GDUFA Reauthorization Performance Goals and Program Enhancements Fiscal Years 2018-2022
(available at:
https://www.fda.gov/downloads/Forindustry/UserFees/GenericDrugUserFees/UCM525234.pdf).

U.S. Food & Drug Administration
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FDA, FDA may classify the response as an amendment and assign an
appropriate goal date for that amendment. The goal date assigned to the
amendment may extend the review goal date for your current submission.

If you have any questions, please contact Jenny Choi, Bioequivalence Project Manager,
at jenny.choi@fda.hhs.gov or (240) 402 - 3433.

Sincerely,
{See appended electronic signature page}

Jenny Choi, Pharm.D.

Project Manager

Office of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research

U.S. Food & Drug Administration
10903 New Hampshire Avenue
Silver Spring, MD 20993
www.fda.gov
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DISCIPLINE REVIEW LETTER
LABELING

PharmaQ, Inc
U.S. Agent For: Laurus Labs Limited
Waterview Plaza
2001 Route 46, Suite 105
Parsippany, NJ 07054
Attention: Jose Gomes

President,

Dear Dr. Gomes:

This letter is in reference to your abbreviated new drug application (ANDA) received for
review on July 08, 2019, submitted pursuant to Section 505(j) of the Federal Food,
Drug, and Cosmetic Act for Sacubitril and Valsartan Tablets, 24 mg/26 mg,

49 mg/51 mg, and 97 mg/103 mg.

The following possible deficiencies have been identified by LABELING:
Labeling Deficiencies determined on October 1, 2019, based on your submission
received July 8, 2019:

1. CONTAINERS 24 mg/26 mg, 49 mg/51 mg, and 97 mg/103 mg in bottles of 30s,
60s, and 180s.

a. Relocate the net quantity statement to the bottom portion of label or very top
(on same line as NDC statement) further away from the declaration of strength
statement to prevent medication errors.

b. Insert a hyphen in “film-coated” and revise the “Each film-coated tablet...”
statements so that the amount of active inaredient is consistent with the

Description section in the insert. ‘ ( b) ( 4) ‘
2. UNIT DOSE BLISTERS and CARTONS, 100s (10 x10 unit dose blisters)

a. Revise “Each film-coated tablet contains...” statements so that the amount of

actge is consistent with the insert, description section.| (b)(4) |
4

"' (0)(4)

U.S Food & Drug Administration
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3. PRESCRIBING INFORMATION
a. Revise your labeling to be in accordance with the labeling for the reference

listed drug (RLD), Entresto (sacubitril and valsartan) tablets, NDA 207620/S-
013, approved 10/1/2019. Labeling is posted at Drugs@FDA website.

b (b)(4)

c. In addition to the above changes, please note the following minor editorial
change request: HIGHLIGHTS, title line, replace “TABLETS” with lower case
letters “tablets”. See the RLD labeling for guidance.

"' (0)(4)

4. PATIENT LEAFLET- See comments under prescribing information.

Submit your revised labeling electronically. The prescribing information and any patient
labeling should reflect the full content of the labeling as well as the planned ordering of
the content of the labeling. The container label and any outer packaging should reflect
the content as well as an accurate representation of the layout, color, text size, and
style.

To facilitate review of your next submission, please provide a side-by-side comparison
of your proposed labeling with your last submitted labeling with all differences annotated
and explained. We also advise that you only address the deficiencies noted in this
communication.

Additionally, we remind you that it is it your responsibility to continually monitor available
labeling resources such as DRUGS@FDA, the Electronic Orange Book, and the United
States Pharmacopeia — National Formulary (USP-NF) online for recent updates, and
make any necessary revisions to your labels and labeling.

It is also your responsibility to ensure your ANDA addresses all listed exclusivities that
claim the approved drug product. Please ensure that all exclusivities and patents listed
in the Electronic Orange Book are addressed and updated in your application. Ensure
your labeling aligns with your patent and exclusivity statements.

If you would like to respond to these possible deficiencies before the end of this review
cycle, we request a complete written response to this discipline review letter (DRL) no
later than November 08, 2019. If you submit a written response during this review cycle,
depending on the timing and/or the information contained in your response, we may not
be able to consider your response before taking action on your application. We will not
process or review a partial response. Facsimile or e-mail responses will also not be
accepted. Prominently identify the submission with the following wording in bold capital
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letters at the top of the first page of the submission:

DISCIPLINE REVIEW LETTER
LABELING

Please note that we are providing these preliminary thoughts on possible deficiencies to
you before a complete review of your entire application. As contemplated in the Generic
Drug User Fee Amendments of 2017 (GDUFA 1l) Commitment Letter', these possible
deficiencies do not reflect a complete review of your application and should not be
construed as such. In addition, these possible deficiencies do not necessarily reflect
input from supervisory levels. You should be aware that these deficiencies may be
modified as we complete our review of your entire application.

Deficiencies addressed by applicants in a response to a DRL may appear in a Complete
Response Letter (CRL) if FDA’s review of the response has been deferred or if FDA has
outstanding concerns after review of the response. The CRL will include all deficiencies
that must be satisfactorily addressed before the ANDA can be approved.

If the applicant receives a CRL but has already responded to some (or all) identified
deficiencies in a DRL response, the applicant does not need to re-submit previously
submitted information in a CRL amendment. However, the applicant should still submit
a CRL amendment and should clearly identify the previously provided DRL response
that renders its CRL amendment complete.

Additionally, please take note of the following if you choose to respond to these
possible deficiencies before the end of this review cycle:

1. FDA will strive to review your response during the review cycle in which it is
received if such review can be completed during such review cycle. However, if
the Agency determines that it cannot review the response before a goal date or if
a complete response letter is otherwise ready to be issued, the review of your
response may be deferred. When FDA defers review of your response, it will be
reviewed during the next review cycle for the application.

2. In addition, if your response contains either gratuitous information not requested
by FDA or information that requires a more thorough review as determined by
FDA, FDA may classify the response as an amendment and assign an
appropriate goal date for that amendment. The goal date assigned to the
amendment may extend the review goal date for your current submission.

" GDUFAD Reauthorization Performance Goals and Program Enhancements Fiscal Years 2018-2022
(available at:
https://www.fda.gov/downloads/Forindustry/UserFees/GenericDrugUserFees/UCM525234.pdf).
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If you have any questions, please contact Juliette Larmie-Gyamfi, Labeling Project
Manager, at Juliette.Larmie-Gyamfi@fda.hhs.gov.

Sincerely,
{See appended electronic signature page}

Juliette Larmie-Gyamfi, Pharm.D.
Labeling Project Manager

Division of Labeling Review

Office of Regulatory Operations

Office of Generic Drugs

Center for Drug Evaluation and Research
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INFORMATION REQUEST

Laurus Labs Limited

U.S. Agent for Laurus Labs Limited
2001 Route 46, Suite 105
Parsippany, NJ 07054-1315
Attention: Jose D. Gomes

Dear Sir:

This letter is in reference to your abbreviated new drug application (ANDA) received for
review on July 8, 2019, submitted pursuant to section 505(j) of the Federal Food, Drug,
and Cosmetic Act (FD&C Act) for Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49
mg/51 mg, and 97 mg/103 mg.

We are reviewing the Quality section of your submission and have the following
comments and information requests:

A. Facility

We request a prompt written response, no later than 9/15/19 in order to continue our
evaluation of your ANDA. We will not process or review a partial response. Facsimile or
e-mail responses will also not be accepted.

Prominently identify the submission with the following wording in bold capital letters at
the top of the first page of the submission:

INFORMATION REQUEST
QUALITY/FACILITY

If you have any questions, please contact Kevin Ninan, Regulatory Business Process
Manager, at kevin.ninan@fda.hhs.gov or 240-402-8732.
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Sincerely,
{See appended electronic signature page}

Kevin Ninan, Pharm D

Regulatory Business Process Manager
Office of Pharmaceutical Quality

Center for Drug Evaluation and Research
U.S. Food and Drug Administration
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PARAGRAPH IV ACKNOWLEDGEMENT
ANDA RECEIPT

PharmaQ, Inc.

U.S. Agent for Laurus Labs Limited
Waterview Plaza, 2001 Route 46, Suite 105
Parsippany, NJ 07054

Attention: Jose D. Gomes

Dear Jose D. Gomes:

This is in reference to your abbreviated new drug application (ANDA) submitted pursuant to
section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act). The Food and Drug
Administration (FDA or the Agency) has made a threshold determination that this ANDA is
substantially complete. This ANDA is received for review.

NAME OF DRUG: Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg, and
97 mg/103 mg

DATE OF APPLICATION: July 7, 2019
DATE (RECEIVED) ACCEPTABLE FOR REVIEW: July 8, 2019

You have filed a paragraph IV patent certification, in accordance with 21 CFR
314.94(a)(12)(i)(A)(4) and section 505(j)(2)(A)(vii)(IV) of the FD&C Act. Please note that you
must comply with the notice requirements, as outlined below.

NOTICE OF CERTIFICATION

You must send notice of your paragraph IV certification on or after the date you receive this
paragraph IV acknowledgment letter from FDA, but not later than 20 days after the date of the
postmark, as defined in 21 CFR 314.3, on this paragraph IV acknowledgment letter.

Send notice by U.S. registered or certified mail, return receipt requested, or by a designated
delivery service (as described in 21 CFR 314.95(qg)) to each of the following persons:

(1) Each owner of the patent(s) or the representative(s) designated by the owner to
receive the notice.

(2) The holder of the approved new drug application (NDA) under section 505(b) of the
FD&C Act for the listed drug that is claimed by the patent and for which the applicant

U.S. Food & Drug Administration
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is seeking approval, or, if the NDA holder does not reside or maintain a place of
business within the United States, the NDA holder’s attorney, agent, or other
authorized official.

An applicant may send notice by an alternate method only if FDA has agreed in advance that
the method will provide an acceptable form of documentation.

CONTENTS OF THE NOTICE

You must cite section 505(j)(2)(B)(ii) of the FD&C Act, and the notice must include, but is not
limited to, the following information:

(1) A statement that FDA has received an ANDA submitted by the applicant containing
any required bioavailability or bioequivalence data or information.

(2) The ANDA number.

(3) A statement that the applicant has received the paragraph 1V acknowledgment letter
for the ANDA.

(4) The established name, if any, as defined in section 502(e)(3) of the FD&C Act, of the
proposed drug product.

(5) The active ingredient, strength, and dosage form of the proposed drug product.

(6) The patent number and expiration date of each listed patent for the reference listed
drug alleged to be invalid, unenforceable, or not infringed.

(7) A detailed statement of the factual and legal basis of the applicant’s opinion that the
patent is not valid, unenforceable, or will not be infringed. The applicant must
include in the detailed statement:

a. For each claim of a patent alleged not to be infringed, a full and detailed
explanation of why the claim is not infringed.

b. For each claim of a patent alleged to be invalid or unenforceable, a full and
detailed explanation of the grounds supporting the allegation.

(8) If the applicant alleges that the patent will not be infringed and the applicant seeks to
preserve the option to later file a civil action for declaratory judgment in accordance
with section 505(j)(5)(C) of the FD&C Act, then the notice must be accompanied by
an offer of confidential access to the ANDA for the sole and limited purpose of
evaluating possible infringement of the patent that is the subject of the paragraph IV
certification.

(9) If the applicant does not reside or have a place of business in the United States, the
name and address of an agent in the United States authorized to accept service of
process for the applicant.

See 21 CFR 314.95.
DOCUMENTATION OF TIMELY SENDING AND RECEIPT OF NOTICE

Within 30 days after the last date on which notice was received by a person described in 21
CFR 314.95(a), you must submit an amendment to this ANDA with the following:
¢ Inaccordance with 21 CFR 314.95(b)(3), provide a statement certifying that the
notice has been provided to each person identified under 314.95(a) and that the
notice met the content requirements under 314.95(c). A copy of the notice itself
need not be provided to the Agency.

U.S. Food & Drug Administration
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e In accordance with 21 CFR 314.95(e), provide documentation that the notice was
sent on a date that complies with the timeframe required by 314.95(b) or (d) and a
dated printout of the entry for the reference listed drug in FDA’s “Approved Drug
Products With Therapeutic Equivalence Evaluations” that includes the patent that is
the subject of the paragraph IV certification. FDA will accept, as adequate
documentation of the date the notice was sent, a copy of the registered mail receipt,
certified mail receipt, or receipt from a designated delivery service (as described in
314.95(g)). FDA will accept as adequate documentation of the date of receipt a
return receipt, signature proof of delivery by a designated delivery service, or a letter
acknowledging receipt by the person provided the notice. An applicant may rely on
another form of documentation only if FDA has agreed to such documentation in
advance.

e A designation on the cover page of the submission should clearly state "PATENT
AMENDMENT".

NOTIFICATION OF FILING OF LEGAL ACTION

You must submit an amendment to your ANDA within 14 days of the filing of any legal action
filed within 45 days of receipt of the notice of paragraph IV certification by any recipient. See 21
CFR 314.107(f)(2). The notification to FDA of the legal action must include:
(1) The ANDA number.
(2) The name of the ANDA applicant.
(8) The established name of the drug product or, if no established name exists, the
name(s) of the active ingredient(s), the drug product’s strength, and dosage form.
(4) A statement that an action for patent infringement, identified by court, case number,
and the patent number(s) of the patent(s) at issue in the action, has been filed in an
appropriate court on a specified date.

If a legal action is not filed within 45 days of receipt of the notice of paragraph IV certification by
any recipient, please submit an amendment to your ANDA immediately after the 45 day period
elapses stating that no legal action was taken by each person provided notice.

NOTIFICATION OF COURT ACTIONS OR WRITTEN CONSENT TO APPROVAL

You must submit an amendment to your ANDA within 14 days of the date of entry by the court
of an action described in the following list, the date of appeal or expiration of the time for appeal,
or the date of written consent to approval, as applicable. See 21 CFR 314.107(e). The
amendment must include, as applicable:
(1) A copy of any judgment by the court (district court or mandate of the court of
appeals) or settlement order or consent decree signed and entered by the court
(district court or court of appeals) finding a patent described in 314.107(b)(3) invalid,
unenforceable, or not infringed, or finding the patent valid and infringed.
(2) Written notification of whether or not any action by the court has been appealed
within the time permitted for an appeal.
(3) A copy of any order entered by the court terminating the 30-month or 72-year period
as described in 314.107(b)(3)(i), (b)(3)(ii), (b)(3)(vii), or (b)(3)(viii).
(4) A copy of any written consent to approval by the patent owner or exclusive patent
licensee described in 314.107(b)(3)(vi).
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(5) A copy of any preliminary injunction described in 314.107(b)(3)(v) and a copy of any
subsequent court order lifting the injunction.

(6) A copy of any court order pursuant to 35 U.S.C. 271(e)(4)(A) ordering that an ANDA
may be approved no earlier than the date specified (irrespective of whether the
injunction relates to a patent described in 314.107(b)(3)).

If you have further questions, you may contact the Patent and Exclusivity Team at CDER-
OGDPET@fda.hhs.gov.

This original ANDA is subject to the provisions of the Generic Drug User Fee Amendments of
2017 (GDUFA 1l). Your request for a priority review of this submission meets the criteria listed
in section 505(j)(11)(A) of the FD&C Act or the Center for Drug Evaluation and Research’s
Manual of Policies and Procedures 5240.3, Prioritization of the Review of Original ANDASs,
Amendments, and Supplements. However, a Pre-Submission Facility Correspondence was not
submitted or was found ineligible for further assessment. The GDUFA Il goal date for review of
this priority original ANDA is May 7, 2020.

A drug with a name recognized in the USP National Formulary (USP-NF) generally must
comply with applicable compendial standards or the drug will be deemed adulterated,
misbranded, or both. (See section 501(b) and 502(e)(3)(b) and (g) of the Federal Food, Drug,
and Cosmetic Act (FD&C Act); also 21 CFR 299.5(a) and (b)). Such drugs must also comply
with compendial standards for strength, quality, and purity, unless labeled to show all respects
in which the drug differs or they will be deemed adulterated. (See section 501(b) of the FD&C
Act and 21 CFR 299.5(c)). If the proposed specifications for your product do not conform with
an applicable official USP monograph, you are advised to contact USP upon receipt of this
Acknowledgement Letter to initiate a monograph revision through the USP Pending Monograph
Process (PMP). Please note that initiation of the PMP does not mean that the proposed
specifications will necessarily be approved by FDA; revisions to the USP monograph will be
contingent upon FDA approval of the proposed specifications in this application.

The Electronic Common Technical Document (eCTD) is CDER'’s standard format for electronic
regulatory submissions. Beginning May 5, 2017, ANDAs must be submitted in eCTD format
and beginning May 5, 2018, drug master files must be submitted in eCTD format. Submissions
that do not adhere to the requirements stated in the eCTD Guidance will be subject to rejection.
For more information please visit: www.fda.gov/ectd.

Please identify any related communications with the ANDA number referenced above. If you
have any questions, contact Warren Simmons, Regulatory Project Manager, at
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warren.simmons@fda.hhs.gov' or (240) 402 - 6258. We also recommend that you sign up for
Generic Drug e-mail updates,® which provide updates and information generally related to
generic drug regulation.

Sincerely,
{See appended electronic signature page}

Julie Chung, Pharm.D.

Team Leader

Division of Filing Review

Office of Regulatory Operations
Office of Generic Drugs

! A secure email address is recommended for applicants to utilize when communicating with the Agency. If you
have not already established a secure email with FDA, you may send a request for a secure email address to
SecureEmail@fda.hhs.gov. Please note that secure email may not be used for formal regulatory submissions to
applications. Formal regulatory submissions must be submitted according to FDA regulations and current
guidances.

2 https://updates.fda.gov/subscriptionmanagement
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