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MSN Pharmaceuticals Inc.
U.S. Agent for MSN Laboratories Private Limited
20 Duke Road
Piscataway, NJ 08854-3714
Attention: Kondal Reddy Bairy
Vice President

Dear Kondal Reddy Bairy:

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.

Reference is also made to the complete response letter issued by this office on
March 22, 2024, 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 Corporation (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*
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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 the '659, '938 and '134 patents,
under section 505(j)(2)(A)(vii)(1V) 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 MSN Laboratories Private Limited (MSN)
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 MSN for infringement of the '659,
'938 and '134 patents in the United States District Court for the District of Delaware
[Novartis Pharmaceuticals Corporation v. MSN Pharmaceuticals Inc., et al., Civil Action
No. 19-02053]. 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 the '226, '143, '667 and '192 patents, your ANDA contains statements
under section 505(j)(2)(A)(viii) of the FD&C Act that these are method-of-use patents
that do not claim any indication or other conditions of use for which you are seeking
approval under your ANDA.

With respect to 180-day generic drug exclusivity, we note that MSN 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 |V
certification. Therefore, with this approval, MSN 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 MSN 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 MSN'’s 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 MSN 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 MSN 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
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to be the date of the drug product’s approval. See 21 CFR 314.107(c)(2).

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

U.S. Food & Drug Administration
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www.fda.gov
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‘Sacubitil and Valsartan Tablets

Patient Information
Sacubitril and Valsartan (sak ue' bi tril and val sar' tan)

What is the most important information | should know about Sacubitril and Valsartan

Sacubitril and Valsartan Tablets can harm or cause death to your unbomn 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

What are Sacubitril and Valsartan Tablets?

Sacubitril and Valsartan Tablets are a prescription medicine used to treat:

« adults with long-asting (chronic) heart failure to help reduce the risk of death and
hospitalization. Sacubitril and Valsartan Tablets works better when the heart cannot
pump a normal amount of blood to

o certain children 1 year of age and clder who have symptomatic heart failure.

Itis not known if Sacubitril and Valsartan Tablets are safe and effective in children under 1

Do not take Sacubitril and Valsartan Tablets if you:
o 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

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 Il receptor blocker (ARB).

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.

* 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

are pregnant or plan to become pregnant. See “What is the most important
information | should know about Sacubitril and Valsartan Tablets?”

are breastfeeding or plan to breastfeed. It is not known if Sacubitril 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 Sacubitril and
Valsartan Tablets or breastfeed.

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

e potassium supplements or a salt substitute
nonsteroidal anti-inflammatory drugs (NSAIDs)

other medicines for high blood pressure or heart problems such as an ACE inhibitor,

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

How should | take Sacubitril and Valsartan Tablets?

e 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 during treatment.

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

If you or your child switches between taking the Sacubitril and Valsartan tablet and the
liquid suspension prepared from Sacubitril and Valsartan Tablets, your doctor will adjust

If you or your child.are prescribed Sacubitril and Valsartan Tablets to be prepared

o Your pharmacist will prepare Sacubitril 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. If it is close to your next dose, do

not take the missed dose. Take the next dose at your regular time.

o _If you take too much Sacubitril and Valsartan, 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:
o See “What is the most important information | should know about Sacubitril and
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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 if you have had angioedema during treatment
with Sacubitril and Valsartan Tablets.

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 Tablsts may

Inhy howe
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have a higher risk of having angioedema than people who have not had
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
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Valsartan tablets prepared as an oral suspension.
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Medicines are sometimes prescribed for purposes other than those listed in a Patient and Figure 3. oogla

Information leaflet. Do not use Sacubitril and Valsartan Tablets for a condition for which it
was not prescribed. Do not give Sacubitril and Valsartan Tablets to other people, even if
they have the same symptoms that you have. It may harm them.

k your ordoctor forir ion about Sacubitril and Valsartan Tablets
that is written for health professionals.

What are the ingredients in Sacubitril and Valsartan Tablets?
Active ingredients: sacubitril and valsartan

Inactive ingredients: colloidal silicon dioxide, crospovidone, croscarmellose sodium,
magnesium stearate, microcrystalline cellulose and talc. The film-coat inactive ir

of sacubirl and vaisartan done

cardovascular modally on sacubin and vasatan.

are hypromellose, titanium dioxide, macrogol, 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 also contains iron oxide yellow.

Prepared sacubitril and valsartan oral suspension also contains Ora-Sweet SF® and Ora-Plus.®.
All brand names listed are the registered trademarks of their respective owners.
Manufactured by:

MSN Laboratories Private Limited

Telangana - 509 228,

INDIA

Distributed by:

MSN Pharmaceuticals Inc.

Piscataway, NJ 08854 -3714

Formore i go to www.msnlabs.com or call 1-855-668-2369.

This Patient Information has been approved by the U.S. Food and Drug Administration.
Issued on: 04/2024
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of sacubitrll and 25 mg of vaisaran.
Usual Dosage: See prascrising i

Store at 25°C (TT*F); excursions
permitted between 15°C 1o 30°C

! GTIN OO OGO 0
== e " Sacubitril and Valsartan o— B o

Each film-coated tablat corfains 24 mg Rx Only NDC £9539-166-60 -

EXP MMWYYYY

Protect from moisture. Tabl t H LOT: MAAO0CR
Kaep this and all drugs out of the reach e s H GTIN, SN EXP, & LOT, Details lang with vanable data
of children. . . shall be ovar caded with 20 during packing

S L Mo SMNTSZ0I4FG { H
——— Manufactured by: 24 mg/26 mg : ;
MSN L Private Limited i :

Telangana- G0922E,

@ E H

INDIA g % £ — Coding area
Distributed by: = § i :
MSN Pharmaceuticals Inc. £ ; p
Piscatmwiy, M) 0BB54-3714 2 MSNo 60 Tablets : :
£ ®.

(b)(4

—
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e T ™

Each fiim-coaled tablel contang 24 mg Rx Only NDC §9539-166-18 © B
of sacubitri and 26 mg of valsartan . 3
Usual Dosage: S s |
Sore al 25°C (T7F); excursions H : "
4 | GTIN MHXXRAIARAK
permitted between 15'Cto 30°C 4_@ BRIt

{59°F 1o B6°F) [see USP Controlled EXP MMIYYYY

==———— Foom Temperature]. Sacubitril and Valsartan LOT K000

Protect from modsiure, 5 p: GTIN, 8N  EXP, &LOT, Details aiong with veratle date
Keep this and &8 drugs oul of e reach Tab!ets [ E shial be aver caded with 20 during pecking

of chikinan,

ML Mo SMNTS2HAFG
Manufactured by: E
MSN Laboratories Private Limited H b

Telar e SME2E; 4— Coding area

INDIA §
% (MSNg. 180 Tablets |

Distributed by:
MSN Pharmaceuticals Inc.
Plscataway, NJ 0B854-3714

|sgued: 1052018

(b)(4)
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Each fim-coated tablat corfains 49 mg Rx Only NDC 63539-167-60 |
of sacubliril & 51 mg of valsantan. 2
Usual Dosage: See : H
Store &t 25°C (77°F); excursions . b
e S |

o Bee ay e . RS SR e hs s
FAoom Temperaturs) Sacubitril and Valsartan: H g;p i
Prodect from moisture : H LOT ARXRAARAAR,
Keep this and all dugs out of the reach Tablets : : GTIN, 5N ,EXP, & LOT, Detals larg wih vanabls data
of childran, : b zhall ba avar caded with 20 during packing

ML No.o SMNTS2014FG E g
Manufactured by: 49 mg/51 m : :
MSN Laboratories Private Limited : ]
Tefangana- G09228, § x

INDHA
g (mMsNo. 60 Tablets ;

GTIN: AR A AR

< Distributed by:
MSN Pharmaceuticals Inc.
Pacataway, NJ 08654-3714

Issued: 129

(b)(4)
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Each fim-coated tablet contains 48 mg
of gacubiiril and 51 mg of valsartan.

NDC 69539-167-1

Usus Desage: Ses
Store &t 25°C (T7°F); excursions
permilted between 15°C 1o 3G
(58°F fo BE'F) [ses USP Controiled
Room Termperalure],

Protect from moisture.

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

ML Mo: BMMNTS201 4F/G
Manufactured by:

MSHN Laboratories Private Limited

Telangana- 509228, @
INDWA 7
Distributed by: 2
MSN Pharmaceuticals Inc. T
Piscataway, M) 08854-3714 g

Sacubitril and Valsarta

49 mg/51 mg

: GTIN KX

o 5N MOOOOOUOOE

H EXF MMIYYYY

LOT  XAXHHKIOOEK

GTIN, SN, EXP, &L0OT, Datails aleng with varisale dete
shall be aver codad wilh 20 during padking

M— Codng area

(b)(4)
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Egch him-coated tablet containg 37 mg
of sacubitr and 103 my of valsartan

Rx Only NDC 69539-168:60 ;

Usual Dosage: 5
Store a 25°C (77°F): excursions
permitted betwean 15'Cio 30°C
{55°F 1o B6°F) [see USP Controfied
Room Temperature].

Protect from moisture.

Kinap this and aff drugs out of the reach
of chidsen.

BLL. Mo SIMNTS2014FG

Sacubitril and Valsartan :

Tablets
97m

Manufactured by:

MSH L Private Limited
Telangans 509228,

NDIA

Distributed by:

MSN Pharmaceuticals Inc.
Piagataway, M.J DB8S4-3714

lsgued: 1 V2019

3

(b)(4)
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shall ba avar cadad with 20 during packing

#— Coding area




[Each film-coated tablet contains 57 mg
of sacubitri and 103 mg of valsanan.

Rx Only NDC 69539168-185

Usual Dosage: Ses ol
Store at 25°C (77" F); excursions
permiled between 15°Clo 30°C
{59"F to B&*F) [see USP Controlled
Room Termperature].

Protect from maistura.

Igap this and all drugs out of the reach
of chidren.

ML Mo SMNTSRH4GFG

Manufactured by:

MSH Laboratories Private Limited
Taelangana- G09228, §
INDHA

Distributed by:

MSN Pharmaceuticals Inc.
Piscataway, NJ 088543714

lasued: 10M2M9

Sacubitril and Valsartan

Tablets

97 mg/103 mg

e e

(b)(4)
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 213748

LABELING REVIEW(s)




*** 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 | July 16, 2024

ANDA Number(s) | 213748

Review Number | 7

Applicant Name | MSN Laboratories Private 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 | None

Submission Received Date | July 15, 2024

Primary Labeling Reviewer | Angela Payne, RPh

Secondary Labeling Reviewer | Refer to signature page

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 ®Yes [ONo
Acceptable For Filing Yes [ONo
Combined Insert/Outsert OYes B®No
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1

2

LABELING COMMENTS (C7)

1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT (C7)
1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE (C7)

The Division of Labeling has no further questions/comments at this time based on your labeling
submission received July 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 (C7)

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

INSTRUCTIONS FOR ASSESSMENT (C7)

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.
[ ] 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.

Page 3
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3 OVERALL ASSESSMENT OF MATERIALS REVIEWED (C7)

Table 1: Review Summary of Container Label and Carton Labeling

Final or Draft or ; ; Submission ;
NA Packaging Sizes Received Date Recommendation
Bottles of 60s and 180s for 24
Container Final mg/26 mg, 49 mg/51 mg, and 10/30/2019 Satisfactory
97 mg/103 mg
Blister N/A N/A
Carton N/A N/A
Table 2: Review Summary of Prescribing Information and Patient Labeling
Final or Draft or - Submission ;
NA Revision Date and/or Code Received Date Recommendation
Prescribing Information Final Issued on: 07/2024 71152024 Satisfactory
Medication Guide N/A N/A
Patient Information Final Issued on: 04/2024 71152024 Satisfactory
Instructions for Use N/A N/A
SPL Data Elements
4 LABELING REVIEW INFORMATION(C7)
41 REGULATORY INFORMATION (C7)
Yes No
[ O Are there any applicable issues in DLR's SharePoint Drug Facts ?

1 | Applicant

includes pediatric information in the proposed labeling.

2.‘ (B4}

(b)(4)
Page 4
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Yes

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 patents 1) U.S. Patent Nos.
9,517,226; 9,937,143; and 11,135,192, each expiring on August 22, 2033, and each listed in

Page 5
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Yes

No

the Orange Book with the patent use code “U-3084: (Treatment of Heart Failure With
Preserved Ejection Fraction)” and (2) U.S. 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). The issues raised by that petition are under review by the agency and FDA has
not made a final decision on the issues the petition raises. Nonetheless, in the interest of
expediting processing of your ANDA in the event FDA concludes that applicants may carve
out protected labeling, with this communication we are providing you with our current
thinking about the labeling for your ANDA with the uses protected by patent s for which you
have provided section viii statement s carved out of the label. These deficiency

comments included in this communication/email reflect only our current thinking on ANDA
labeling were FDA to determine that a labeling carve-out is possible, and this
communication/email does not represent a final decision by the agency on the issues raised in
the pending citizen petition. As such, 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 and Orange Book-listed patents.

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

e CP, FDA 2022-P-2228- HFpEF and Modified dosing P/E petition. checked PAL
#20240624.

e o b P WFLsEF Poeed P o v s ot
i, . AN st cannct i & ecton o hatersars 2t

FOA2023 P o hen AL O e e sy k) o s of P
T |

EH

WP oo
m e COROAL
ot Py Lisk! | b SRR Py L

[
e o v rares, L1 | e

C6-Labeling will be impacted. by the CP.

4.2 MODEL PRESCRIBING INFORMATION (C7)

Table 3: Review Model Labeling for Prescribing Information/Patient Labeling
(Check the box used as the Model Labeling)

IMOST 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#/Supplementi# (S-000 if original): NDA207620 / S-025
Supplement Approval Date: 04/12/2024

Proprietary Name: Entresto

Established Name: Sacubitril and Valsartan Tablets
Description of Supplement:
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Table 3: Review Model Labeling for Prescribing Information/Patient Labeling
(Check the box used as the Model Labeling)

NDA 218591
NDA 207620/S-025
NDA APPROVAL

Maovartis Pharmaceuticals Corporation
Attention: Byron Griffith, PhD

Senior Global Program Regulatory Manager
One Health Plaza

Building 337

East Hanover, New Jersey 07936-1080

Dear Dr. Griffith:

Please refer lo your new drug application (NDA) and your supplemental new drug
application (sNDA) dated June 14, 2023, received, June 14, 2023 and your
amendments, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic
Act (FDCA) for:

= Entresto Sprinkle (sacubitril/valsartan) oral pellets

« Entresto (sacubitril/valsartan) tablets
This NDA and sNDA provide for the use of Entresto (sacubitril/valsartan) tablets and
oral pellets 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.

Link: hitps://darrts.fda.gov/darrts/ViewDocument?documentld=090140af8073a990

COMOST RECENTLY APPROVED ANDA MODEL LABELING

B OTHER/TEMPLATE (e.g., Pending Supplements, BPCA, PREA, Carve-out):

: (b)(4)

e OTHER IMPORTANT INFORMATION:

(b)(4) ‘

*  Supplements 14 to 15 (CMC supplements): N/A for labeling.

Reviewer Assessment:

No

Deficiency Deficiency

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

Reviewer Comments:

C6 Assessment on 6/28/2024:

» Proposed labeling|

(b)(4)

Page 7 of 157
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» The Indications and Usage section was discussed internally and with feedback from OND, DLR

(b)(4)

» RLD/S-022, S-021, and| .. are CMC only, pending supplements.

C7 Assessment on 7/16/2024: Proposed labeling aligns with RLD/S-025

)

Deficiency Comments:

4.3 PATENTS AND EXCLUSIVITIES (C7)

The Orange Book was searched on 07/16/2024.

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.)

Table 4: Impact of Model Labeling Patents on ANDA Labeling

Strengths | Patent Number : Pete'!t Pats? t Patent U?? Code P:‘;ltent. Pa':::;: girt Labeling
Xpiration C Definition Certification . Impact
ode Submission
TREATING
CHRONIC HEART
FAILURE WITH
REDUCED
EJECTION
FRACTION IN
PATIENTS NOT
24 mg;26 TAKING AN ACE
mg, 49 INHIBITOR OR
mg;51 mg, 11058667 05/09/2036 U-3170 | AN ARB OR viii 1212212021 Carve-out
97 mg;103 PREVIOUSLY
mg TAKING LOW
DOSES OF
THESE AGENTS,
BY TITRATING
UP FROM HALF
THE USUALLY
RECOMMENDED
STARTING DOSE
TREATMENT OF
2;‘3?9&36 HEART FAILURE
mg5img, | 11135192 | 08222033 | U-3084 |pird o vii 12222021 | Carve-out
97 mg;103
mg EJECTION
FRACTION
24 mg;26
mg, 49
mg;51 mg, 7468390*PED 0512712024 v 03/23/2020 Expired
97 mg;103
mg
Page 8
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Table 4: Impact of Model Labeling Patents on ANDA Labeling

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

03/23/2020

None

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

8101659*PED

07/15/2025

03/23/2020

None

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

8877938

06/2712027

03/23/2020

None

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

8877938*PED

1112712027

03/23/2020

None

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

9388134

11/08/2026

U-1723

TREATMENT OF
HEART FAILURE

03/23/2020

None

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

9388134*PED

05/08/2027

03/23/2020

None

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

9517226

08/22/2033

U-3084

TREATMENT OF
HEART FAILURE
WITH
PRESERVED
EJECTION
FRACTION

viii

1212212021

Carve-out

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

9937143

08/22/2033

U-3084

TREATMENT OF
HEART FAILURE
WITH
PRESERVED
EJECTION
FRACTION

viii

1212212021

Carve-out

Table 5 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.
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Table 5: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling
Exclusivi g & - e Date of :
clusivity Exclusivity Exclusivity Code Exclusivity Exclusivit Labeling
Strengths Code Expiration Definition Statement Submissi y Impact
ubmission
With respect to
the exclusivity
code M-82
expiring on
February 16,
LABELING 2024. The

24 mg;26 mg, REVISIONS proposed

49 mg;51 mg, M-82 02/16/2024 RELATED TO |abeling for the 12/22/2021 Carve-out

97 mg;103 mg CLINICAL MSN product

STUDIES does not
include
information
associated with
the M-82
exclusivity,
Reviewer Assessment:
: No

Deficiency Deficiency

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

O K Information in the Orange Book has expired and the applicant needs to revise |abeling.

Reviewer Comments:

C6-Assessment: Inadequate

{BH4)

» M-82 (while expired and remains in the OB) should remain carved out because M-82 Clinical Studies
approved under S-018 (Paragon and Paramount)| . Applicant
previously addressed M-82 with a carve out. In addition, S-025 (just approved) also updates section 8.5
(Geriatrics) with Paragon study information. Section 8.5 (Geriatric) should be revised as indicated below
under section 5.4 in this review.

(b)(4)

Proposed labeling submitted 5/2/2024 is inadequate for minor carveout information. In addition, see updated
(7.9.2024) CP disclaimer language under section 5.3 in this review.

C7 Assessment 7/16/2024:

Proposed labeling submitted 7/15/2024 carve-out of unexpired patents is adequate. The expired M-82
exclusivity remains carved out. Section 8.5 was revised as requested. For details, see Prescribing Information
sections 5.3 and 5.4 below in this review.

Deficiency Comments:

4.4 UNITED STATES PHARMACOPEIA (USP) (CT7)

The USP was searched on 07/16/2024.
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Table 6: USP

Monograph Title (N/A if

Packaging and
Storage/Labeling

HESiorhd Kiata 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 2 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 K DISSOLUTION: The applicant's dissolution statement is appropriate.
O X ORGANIC IMPURITIES: Drug product meets USP acceptance criteria for organic impurities.
O K ASSAY: Drug product meets USP acceptance criteria for assay.
Reviewer Comments:
None.
Deficiency Comments:

45 MODEL CONTAINER LABELS (C7

Model container/carton/blister labels (Source: Drugs@FDA; SUPP-018 approved on 2/16/2021. )

3
N

th NOVARTIS

www.Ent esto com
1-888-ENTRESTO (1-B88 368-7378)
©No artis

300055109 UJ &

NDC 0078-0650-20 | Ustal Dosage: Soep escrbing o maon
Sio eat W BT 6EFio 1T
O E— @icy shons permiitiad betwean 15°C
0O —— and 3°C and usp
N (’ Entresto erﬂm
o === (spsabrifvelsaten] S ot fom moistre
é — mhsmdalﬂmmdheam
o‘= H'L.
— [ Wi, Neverts Fa ma S.0.0
% — 24my/26mg Tor & Anurzie, EQS, iy
| Rx only Dist by Navts Pha maceuticals Corp.
N — T East Hano &, W 07936
O et Ent sto com
— 1-888-ENTRESTO (1-688-366-7378)
) U NOVARTIS © Novartis -
0
300055108 US &:
uf N | o
W= NDC 0075-0659-67 | UsialDosage:Seep esting oo maon]
Sto @ at 20°C to 25°C 68°F to TT°F);
o excursions permitied between 15°C
o= E%e&&o and °C (S5° and 15°F)soe USP
N = "1 4% | Coniraled Roam Temperatare).
oo === P otectf om maisture.
t.l.‘.' — Keep his andalld ugsoutat he each
= of chid en.
3 — 24mp/26myg Mid. by: Na arfis Fa maSp A
O Tor & Annunziata, BODSE, Raly
| === Rxonly Dist by No s Pha macsuticals Corp.
O —— 150 Tablets East Hanover, NI 07935
-~
w
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WA |

@ Entresto- |
(saathitrillvalssran) |
Tabletn i

~

<
N

6 |||i]2-£!.!]|0-9£00

Store at 20°C 1o 25°C 68°F to 77°F)
wxcursions pormitted between 15°C
and 30°C (S5°F and 86°F) (see USP
Cont olled Room Tempe ature).
Protect from moisty e.

Neep hisand 3 |d ugs ootof he each
wfchid en.

Mid. by: Novartis Fa ma S.p.A.

Tor @ Annunziata, 80058, ltaly

th NOVARTIS

180 Tablots ot esto com

Rx only Dist. by: Novartis Phamacesticals Com.
East Hanover, NJ 07936
80 Tablets | vyt espcom
= 1-888-ENTRESTO (1-888 368-7378) |
) NOVARTIS  ©MNowaris
L 300055110 US @
|
W= NDC0078-0777-67 | Usual Dasage: See p escr bing info maticn|
O — Store ot 26°C 0 25°C 68F 10 77
) — m; and 3°C (S°F and B6F) e USP
oo — ~ Cont olled Room Tempe ature].
| P otect! om moisty 8.
O mm— Keep his and aid ugs outof he reach
—_— * |oichiden
- — Mid. by: Novartis Fa ma S.p.A.
- — m Tor & Annunziata, 80058, taly
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5 ASSESSMENT OF ANDA LABELING AND LABELS (C7)

51 QUALITY INFORMATION (DRUG PRODUCT MOU & BIOPHARMACEUTICS) (C7)

5.1.

—_

DRUG PRODUCT REVIEW (C7)
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Insert screenshot of Labeling portion from drug product review if completed:

Drug Product Review complete,

8/9/2023 DP Assessment: Adequate.

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 Mo

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 notneeded

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

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)

i} |s the information accurate? i Yes [ ] No

If “No,” explain.

L1}} Are the storage conditions acceptable? @ 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.

For solid oral drug products, only: drug product length(s) of commercial

batch(es):
ANDA Strength Length (MM} Imprint Code
24 mg/ 26 mg 10.00 x 4.00 one side debossed with 'M'
and other side debossed
with 'S1'
49 mg/ 51 mg 13.00 x 5.10 one side debossed with 'M'
and other side debossed
with 'S2"
97 mg/ 103 mg 15.00 x 5.90 one side debossed with 'M'
and other side debossed
with 'S3"

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

N/A
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5.1.2 DESCRIPTION (C7)

Table 7: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section

ENTRESTO is availahle as film-coated tablets for oml admini ining 24 mg of bitril and 26 mg of
valsartan; 49 mg of sacubitril and 51 mgol'vntsmau und 9’? mg nl’muhu—:l and I03 mg l'valnn.un 'n-e tablet inaclive
hgmdi:msm colloidal silicon dioxide, crospovidone, low-substituted hydroxypropyleellulo N, stearate

{vegetable origin), microcrystalline cellulose, and talc. Tbe film-coat inactive |mmi|n:r|lsm Iypromellose, iron oxide red

{E172), polyethylens glycal 2000, take, and titanium dioxide (E171). 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 (E172). The
film-coat for the 49 mg of sacubiinl and 31 mg of valsrian tablet contains ron oxde yellow (E172)

Model Labeling

(b)(4)

Cé6:

The tablet inactive ingredients are colloidal silicon dioxide, crospovidone,
croscarmellose sodium, magnesium stearate, microcrystalline cellulose and talc.
The film-coat inactive ingredients are hypromellose, titanium dioxide, macrogol,
talc and iron oxide red. The film-coat for the 24 mg of sacubitril and 26 mg of
valsartan tablet and 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 also contains iron oxide yellow.

Previous ANDA Labeling

Reviewers Assessment: No changes noted from previous cycle.

s

The tablet inactive ingredients are colloidal silicon dioxide, crospovidone,
croscarmellose sodium, magnesium stearate, microcrystalline cellulose and talc.
The film-coat inactive ingredients are hypromellose, titanium dioxide, macrogol,
talc and iron oxide red. The film-coat for the 24 mg of sacubitril and 26 mg of
Current ANDA Labeling valsartan tablet and 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 also contains iron oxide yellow.

Reviewers 7/16/2024 (C7) Assessment: No changes noted from previous cycle.

5.1.3 HOW SUPPLIED/STORAGE AND HANDLING (C7)

Page 14
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Table 8: Comparison of Model Labeling to ANDA Labeling

Model Labeling

16 HOW SUPPLIEDVSTORAGE AND HANDLING

ENTRESTO [sacubitril 'valsarian) tablets are unscorsd, avaloid, leonvex, and film-coated.
ENTRESTO film-couted oral pellets are round, biconvex in shupe, and provided in o hand capsule.
All strengths are peckaged in boitles us described belaw,

ENTRESTO Tablets
Sacubitril/valsartan Cator NDC DOTB-XXXX-XX
g Side Uside 2 Butile of 60 | Bottle of 180
24026 Wiolet white NVR/LZ 0659-20 0659-67
49/51 Pale yellow NVRLL o777-20 017767
aN03 Light pink NVRLIL 0696-20 0656-67
Page 20 of 27

Tedurance D 5IBIBAT

Store st MM 10 2570 (68°F to T7°F), excursions permitied between 15°C and 30°C (39°F and 86°F) [sec USP Controlled
Room Temperature]. Protect from moisture.

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

Assessor's note 7/16/2024: RLD is approved for pellets under a different NDA as a
combined insert with tablets. This ANDA is not marketing that dosage form
(pellets).

Previous ANDA Labeling

Cé:

Sacubitril/valsartan tablets are available as unscored, oval shaped, 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 as described below.

Tablet Calor Dehossment NDC # 69530 XXX-XX
SacubitrilValsartan "M and Bottle of 60 Bottle of 180
24 mg/26 mg Purple s1 166-60 166-18
49 mg/51 mg Light 52 167-60 167-18
yellow
97 mg/103 mg Light §3 168-60 168-18
pink

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

Reviewer's Assessment: No changes noted from previous cycle.

Current ANDA Labeling

Sacubitril/valsartan tablets are available as unscored, oval shaped, 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 as described below.

Page 15
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Table 8: Comparison of Model Labeling to ANDA Labeling

Tablet Caolor Debossment NDC # 69539 XX XX
Sacubitril/Valsartan "M and Bottle of 60 Botile of 180
24 mg/26 mg Purple s1 166-60 166-18
49 mg/51 mg Light s2 167-60 167-18
vellow
97 mg/103 mg Light 53 168-60 168-18
pink

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

C7: Reviewer's Assessment 7/16/2024: No changes noted.

514 MANUFACTURER, DISTRIBUTOR, AND/OR PACKER (C7)

Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements

Previous ANDA Labeling

Name and Address on
ANDA Prescribing
Information

Manufactured by:

MSN Laboratories Private Limited
Telangana — 509 228,

INDIA

Distributed by:

MSN Pharmaceuticals Inc.
Piscataway, NJ 08854 -3714

Issued on: 4/2024

Current ANDA Labeling

Manufactured by:

MSN Laboratories Private Limited
Telangana — 509 228,

Name and Address on INDIA
ANDA Prescribing
Information Distributed by:

MSN Pharmaceuticals Inc.

Piscataway, NJ 08854 -3714

Issued on 7/2024

Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements

Manufactured by Manufactured for Distributed by Distributed for

5.2 CONTAINER LABEL (FOR BLISTERS GO TO UNIT-DOSE BLISTERS) (C7)

Reviewer Assessment:
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. No
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 X 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.
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 X Dosage statement.
O K NDC number: prominence, linear bar code, and its orientation.
O X Expiration date and lot number (or placeholder).
O K Equivalency statement (product strength).
O I Medication Guide Pharmacist instructions [21 CFR 208.24(d)].
O X Controlled Substance Symbol.
O X 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 X Latex warning statement is properly displayed [21 CFR 801.437.].
O K Gluten statement is appropriately stated.
PRODUCT 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.
O X Multiple strengths are differentiated by use of different color or other acceptable means.
O K Labels of proposed product is differentiated from related products.
STORAGE, DISPENSING, MANUFACTURER, and PACKAGING:
O = 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 = I2\1031n:1;?]cturermish'ibutorf Packager statement is acceptable [21 CFR 201.1(h)(5) or (6) or 21 CFR
A
O K Ta_ﬂper 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 label statements (21 CFR 201.15 and 21 CFR 201.100 ). Please
enter Reviewer/Deficiency Comments if you select Deficiency.
Reviewer Comments:
The 10/30/2019 container labels were determined adequate. Those labels will be attached to this review for
completeness.
Deficiency Comments:

5.3 PRESCRIBING INFORMATION (C7)

Reviewer Assessment:

No

Deficiency Deficiency

HIGHLIGHTS:

Page 17

Page 17 of 157



: No
Deficiancy Deficiency
O X Contact information for applicant and FDA are listed correctly,
0 = Revision date appears at the end of HIGHLIGHTS section (PLR) or end of prescribing information
(non-PLR).
DESCRIPTION/INACTIVE INGREDIENTS:
Appropriate warningl/precaution statements for inactive ingredients are present (21 CFR 201) Check only if applicable:
Dulfite (21 CER 201.22)
O = OYellow #5 (T artrazine) (21 CFR 201.20
[Phenylalanine/aspartame (21 CFR 201.21)
[Matex (21 CFR 801.437).
O K Sterile product statement [ 21 CFR 201.57(c)(12)(D(D) ].
O & [Alcohol is properly listed [ 21 CFR 201.10(d)(2)].
O X OBluten statement is appropriately stated.
0O = 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 B 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 R 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 R "Discard unused portion" for single-dose products.
0 = I2\1031n:1;?]cturer!Distributon'Packager statement is acceptable [ 21 CFR 201.1(h)(5) or (6) or 21 CFR
().
REGULATORY/OVERALL ASSESSMENT:
O B STIC requirements addressed appropriately.
O KX Intent to join the Antiretroviral Pregnancy Registry (APR) upon full approval.
O B Pregnancy registry information is appropriately included/excluded as required for the RLD.
0O K Patent/exclusivity carve out is acceptable. Please enter Reviewer/Deficiency Comments if you select
Deficiency.
0 = Dosage formistrength carve out (RLD combined labeling): justification for retaining information for
safety/efficacy.
0O = I(:’rescl:r’ifgﬁ information meets formatting requirements [21 CFR 201.57 (PLR) or 21 CFR 201.80
non- .
0O = 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:

C6- 6/28/2024 Assessment: Inadequate

(b)(4)
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Proposed Prescribing information submitted 5/2/2024 is inadequate. Additionally, the 7.9.2024 Policy CP
disclaimer language will be issued for inadequate assessment.

Note: |

i) |

C7 Assessment on 7/16/2024: -

Deficiency Comments:
Deficiency # 1

Created in C6

Prescribing Information

(b)(4)

HIGHLIGHTS, DOSAGE AND ADMINISTRATION, 3rd bullet in RLD
labeling,

(b)(4)
Response / Assessment: Addressed adequately in the 7/15/2024 submission.
Deficiency # 2 INDICATIONS AND USAGE, Section 1.1 Adult Heart Failure, 2nd

Created in C6

Prescribing Information

Response / Assessment:

paragraph revise to read as follows:

"Left ventricular ejection fraction (LVEF) is a variable measure..." [Note-
include the wording for the acronym "LVEF".]

Adequately addressed in the 7/15/2024 submission.

Deficiency # 3
Created in C6

Prescribing Information

Response / Assessment:

Geriatric Use. Section 8.5. Revise first paragraph to read as follows| ..

(b)id)

Geriatric Use

"There were 4,143 heart failure patients 65 years of age and older in
PARADIGM-HF [see Clinical Studies (14)]. Of the total number of
sacubitril and

valsartan-treated patients, 2,087 (49.6%) were 65 years of age and older,
while 786 (18.7%) were 75 years of age and older in PARADIGM-HF. No
overall differences in safety or effectiveness of sacubitril and

valsartan have been observed between patients 65 years of age and older
and younger adult patients."

No relevant pharmacokinetic differences...

Adequately addressed in the 7/15/2024 submission.

Deficiency # 4

We note that on September 12, 2022, Novartis Pharmaceuticals
Corporation (Novartis) submitted a citizen petition (Docket No. FDA-
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2022-P-2228) requesting, among other things, that FDA refrain from

Created in C6 approving any ANDA relying on NDA 207620 for Entresto as the
reference listed drug until after the expiration of the following patents 1)
General Comments U.S. 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 (2) U.S. 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). The
issues raised by that petition are under review by the agency and FDA has
not made a final decision on the issues the petition raises. Nonetheless, in
the interest of expediting processing of your ANDA in the event FDA
concludes that applicants may carve out protected labeling, with this
communication we are providing you with our current thinking about the
labeling for your ANDA with the uses protected by patents for which you
have provided section viii statements carved out of the label. These
deficiency comments included in this communication/email reflect only
our current thinking on ANDA labeling were FDA to determine that a
labeling carve-out is possible, and this communication/email does not
represent a final decision by the agency on the issues raised in the pending
citizen petition. As such, 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 and Orange Book-listed
patents.

Response / Assessment: Acknowledged in the 7/15/2024 submission.

5.4 OTHER PATIENT LABELING (C7)

Reviewer Assessment:
; No
Betictaricy 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:

C6- 6/28/2024: Adequate

(b)(4)

C7, 7/16/2024: EEEENEE

L] ‘ L= ‘

e Patient leaflet resubmitted on 7/15/2024 is adequate.

Deficiency Comments:

Page 20
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6 COMMENTS/CONSULTS FOR OTHER DISCIPLINES (C7
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)

Oojo|ojojafojoojo|o

Other

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:
For The Record-from previous cycles.

(b)(4)

Deficiency Comments:
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Digitally signed by Angela Payne
Date: 7/17/2024 08:38:18AM
GUID: 508da70600028ab611d2ba935d5074a6

Digitally signed by Burhan Nour
Date: 7/17/2024 01:32:34PM
GUID: 508da70600028ae6e75df33aa0f5b2ce

Page 22 of 157



*** 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 | June 28, 2024, and July 9, 2024

ANDA Number(s) | 213748

Review Number | 6

Applicant Name | MSN Laboratories Private 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 | None

Submission Received Date | May 2, 2024

Primary Labeling Reviewer | Angela Payne, RPh

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 Yes [ONo
Combined Insert/Outsert OYes ENo
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1

LABELING COMMENTS (C6)
1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT (C6)

The following comments have been identified by the Division of Labeling Review (DLR) based on
your submission(s) on May 2, 2024.

Prior to final approval, the proposed labeling should be clear and precise (grammar, spelling, and
formatting) for end users, and accurately reflect the Reference Listed Drug (RLD) information to
comply with FDA policies, laws, regulations (i.e., 21 CFR 314.94(a)(8)), official compendia, and
relevant guidance.

1. GENERAL COMMENT

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 patents 1) U.S. 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
(2) U.S. 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). The issues raised by that petition are under review by the agency
and FDA has not made a final decision on the issues the petition raises.
Nonetheless, in the interest of expediting processing of your ANDA in the event FDA
concludes that applicants may carve out protected labeling, with this communication
we are providing you with our current thinking about the labeling for your ANDA with
the uses protected by patents for which you have provided section viii statements
carved out of the label. These deficiency comments included in this
communication/email reflect only our current thinking on ANDA labeling were FDA to
determine that a labeling carve-out is possible, and this communication/email does
not represent a final decision by the agency on the issues raised in the pending
citizen petition. As such, 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 and Orange Book-listed patents.

2. PRESCRIBING INFORMATION

a. HIGHLIGHTS, DOSAGE AND ADMINISTRATION, 3rd bullet in RLD labeling,

(b)(4)

b. INDICATIONS AND USAGE, Section 1.1 Adult Heart Failure, 2nd paragraph revise
to read as follows:

Page 3

Page 25 of 157



"Left ventricular ejection fraction (LVEF) is a variable measure..." [Note- include
the wording for the acronym "LVEF".]

c. Geriatric Use, Section 8.5, Revise first paragraph to read as followe.‘ o \

| |||||| |

Geriatric Use

"There were 4,143 heart failure patients 65 years of age and older in
PARADIGM-HF [see Clinical Studies (14)]. Of the total number of sacubitril and
valsartan-treated patients, 2,087 (49.6%) were 65 years of age and older, while
786 (18.7%) were 75 years of age and older in PARADIGM-HF. No overall
differences in safety or effectiveness of sacubitril and valsartan have been
observed between patients 65 years of age and older and younger adult
patients."

No relevant pharmacokinetic differences...

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
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 (C6)
1.3 POST-APPROVAL REVISIONS (C6)

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

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.
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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:

o 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.

o 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.

Deliciency Cammenis

Eraatien Category
Cycle

Dafiiensy

3 OVERALL ASSESSMENT OF MATERIALS REVIEWED (C6

Table 1: Review Summary of Container Label and Carton Labeling

Final or Draft or - Submission .
NA Packaging Sizes Received Date Recommendation
Bottles of 60s and 180s for 24
Container Final mg/26 mg, 49 mg/51 mg and 10/30/2019 Satisfactory
97 mg/103 mg
Blister N/A N/A
Carton N/A N/A
Table 2: Review Summary of Prescribing Information and Patient Labeling
Final or Draft or o Submission :
NA Revision Date and/or Code Received Date Recommendation
Prescribing Information Draft Issued on: 4/2024 51212024 Revise
Medication Guide N/A N/A
Patient Information Draft Issued on: 4/2024 51212024 Satisfactory
Instructions for Use N/A N/A
SPL Data Elements
4 LABELING REVIEW INFORMATION(CS)
41 REGULATORY INFORMATION (C6)
Page 5
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Yes No
X O Are there any applicable issues in DLR's SharePoint Drug Facts ?
1. | Applicant
inT:ludes pediatric information in the proposed labeling. |
2 e
(b)(4)
(b)(4)
1
Page 6
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Yes

No

REVISED ENTRESTO CP DISCLAIMER LANGUAGE (to include language, so we can
communicate the current thinking on the carveout to applicants after OCC clearance)

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 patents 1) U.S. 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 (2) U.S. 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). The issues raised by that petition are under review by the agency and FDA has
not made a final decision on the issues the petition raises. Nonetheless, in the interest of
expediting processing of your ANDA in the event FDA concludes that applicants may carve
out protected labeling, with this communication we are providing you with our current
thinking about the labeling for your ANDA with the uses protected by patent s for which you
have provided section viii statement s carved out of the label. These deficiency

comments included in this communication/email reflect only our current thinking on ANDA
labeling were FDA to determine that a labeling carve-out is possible, and this
communication/email does not represent a final decision by the agency on the issues raised in
the pending citizen petition. As such, 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 and Orange Book-listed patents.

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

e CP, FDA 2022-P-2228- HFpEF and Modified dosing P/E petition. checked PAL
#20240624.

FOA 20235 Do AP O e e sy M) s o P
.|

EH
i

WAL
T e CORDAL s
concton Py Lk | oo o RO P Ll N ot v i, Lo |

C6-Labeling will be impacted. by the CP.

if

4.2 MODEL PRESCRIBING INFORMATION (C6)

Table 3: Review Model Labeling for Prescribing Information/Patient Labeling
(Check the box used as the Model Labeling)

BIMOST 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#/Supplementi# (S-000 if original): NDA207620 / S-025
Supplement Approval Date: 04/12/2024
Proprietary Name: Entresto

Page 7
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Table 3: Review Model Labeling for Prescribing Information/Patient Labeling
(Check the box used as the Model Labeling)

Established Name: Sacubitril and Valsartan Tablets
Description of Supplement:

NDA 218591
NDA 207620/S-025
NDA APPROVAL

Novartis Pharmaceuticals Corporation
Attention: Byron Griffith, PhD

Senior Global Program Regulatory Manager
One Health Plaza

Building 337

East Hanover, New Jersey 07936-1080

Dear Dr. Griffith:

Please refer to your new drug application (NDA) and your supplemental new drug
application {sNDA) dated June 14, 2023, received, June 14, 2023 and your
amendments, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic
Act (FDCA) for:

= Entresto Sprinkle (sacubitrilfvalsartan) oral pellets
» Entresto (sacubitril/valsartan) tablets

This NDA and sNDA provide for the use of Entresto (sacubitril/valsartan) tablets and
oral pellets 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.

Link: https://darrts.fda.gov/darrts/ViewDocument?documentld=080140af8073a990

COIMOST RECENTLY APPROVED ANDA MODEL LABELING

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

(0)(4)

3. OTHER IMPORTANT INFORMATION:

(b)(4)
* Supplements 14 to 15 (CMC supplements): N/A for labeling.

Reviewer Assessment:

Deficiency

No
Deficiency

O

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

Reviewer Comments:

C6 Assessment on 6/28/2024:

Proposed labeling| i

(b)(4)
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» The Indications and Usage section was discussed internally and with feedback from OND, DLR has

(b4

Deficiency Comments:

* RLD/S-022, S-021, and| -~ jJare CMC only, pending supplements.

4.3 PATENTS AND EXCLUSIVITIES (C6

The Orange Book was searched on 06/28/2024.
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.)

Table 4: Impact of Model Labeling Patents on ANDA Labeling

Patent

Date of

Page 31 of 157

Patent Patent Use Code Patent Labeling
Strengthe | FatentNumbar Expiration Clza?e Definition Certification g:;egltsg;': Impact
TREATING
CHRONIC HEART
FAILURE WITH
REDUCED
EJECTION
FRACTION IN
PATIENTS NOT
24 mg; 26 TAKING AN ACE
mg, 49 INHIBITOR OR
mg;51 mg, 11058667 05/09/2036 U-3170 | AN ARB OR viii 12/22/12021 | Carve-out
97 mg;103 PREVIOUSLY
mg TAKING LOW
DOSES OF
THESE AGENTS,
BY TITRATING
UP FROM HALF
THE USUALLY
RECOMMENDED
STARTING DOSE
TREATMENT OF
240,45 HEART FAILURE
g, 42 WITH
mg;51 mg, 11135192 08/22/2033 U-3084 PRESERVED viii 12/22/12021 | Carve-out
97 mg;103
g EJECTION
FRACTION
24 mg; 26
mg, 49
mg;51mg, | 7468390*PED | 05/27/2024 \Y 03/23/2020 Expired
97 mg;103
mg
24 mg;26
mg, 49 8101659 01/15/2025 \% 03/23/2020 None
mg;51 mg,
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Table 4: Impact of Model Labeling Patents on ANDA Labeling

Strengths

Patent Number

Patent
Expiration

Patent
Use
Code

Patent Use Code
Definition

Patent
Certification

Date of
Patent Cert
Submission

Labeling
Impact

97 mg;103
mg

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

8101659*PED

07/15/2025

03/23/2020

None

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

8877938

06/27/2027

03/23/2020

None

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

8877938*PED

1112712027

03/23/2020

None

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

9388134

11/08/2026

U-1723

TREATMENT OF
HEART FAILURE

03/23/2020

None

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

9388134*PED

05/08/2027

03/23/2020

None

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

9517226

08/22/2033

U-3084

TREATMENT OF
HEART FAILURE
WITH
PRESERVED
EJECTION
FRACTION

viii

1212212021

Carve-out

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

9937143

08/22/2033

U-3084

TREATMENT OF
HEART FAILURE
WITH
PRESERVED
EJECTION
FRACTION

viii

1212212021

Carve-out

Table 5 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.
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Table 5: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling

Exclusivity Exclusivity Exclusivity Code Exclusivity ExDTte .°f.t Labeling
Strengths Code Expiration Definition Statement S el Impact
ubmission
With respect to
the exclusivity
code M-82
expiring on
February 16,
LABELING 2024. The

24 mg;26 mg, REVISIONS proposed

49 mg;51 mg, M-82 02/16/2024 RELATED TO |abeling for the 12/22/2021 Carve-out

97 mg;103 mg CLINICAL MSN product

STUDIES does not
include
information
associated with
the M-82
exclusivity,
Reviewer Assessment:
: 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 |abeling.

Reviewer Comments:

?6-Assessment on 6/28/2024: \

* M-82 (while expired and remaiﬁs in the OB) should remain carved out because M-82 Clinical Studies approved
under S-018 (Paragon and Paramount) | Applicant previously
addressed M-82 with a carve out. In addition, S-025 (just approved) also updates section 8.5 (Geriatrics) with
Paragon study information. Section 8.5 (Geriatric) should be revised as indicated below under section 5.4 in this
review.

(b){4)

Proposed labeling submitted 5/2/2024 is inadequate for minor carveout information. In addition, See updated
7.9.2024 CP disclaimer language under section 5.4 in this review.

Deficiency Comments:
Deficiency # 1
Created in C5
General Comments (b) (4)
Response / Assessment: a.
b.

Page 11
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Deficiency # 2
Created in C5

General Comments

Response / Assessment:

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 patents 1)
U.S. 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 (2) U.S. 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). In this
complete response letter, we have included only comments that are
unrelated to the citizen petition issues (FDA-2022-P-2228). Per Section
XI, paragraph E of the GDUFA Reauthorization Performance Goals and
Program Enhancements Fiscal Years 2023-2027 (“GDUFA III
Commitment Letter”), a response that addresses all other issues unrelated
to the citizen petition is still considered a complete response. Since the
citizen petition raises labeling issues that would delay only part of a
complete response, we are including only comments unrelated to the
pending citizen petition until a citizen response has been

finalized. 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 and Orange Book-listed patents.

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
ANDASs 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
(PSG) on sacubitril and valsartan oral tablets to recommend API 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 API in the RLD; and further revise the PSG 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.

Adequate in the 5/2/2024 submission. See updated 7.9.2024 CP disclaimer
language under section 5.4 in this review.

4.4 UNITED STATES PHARMACOPEIA (USP) (C6)

Page 12
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The USP was searched on 07/01/2024.

Table 6: USP
Packaging and
Monograph Title (N/JAif | Storage/Labeling
YESOrip Date 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 K 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 X ORGANIC IMPURITIES: Drug product meets USP acceptance criteria for organic impurities.
O X ASSAY: Drug product meets USP acceptance criteria for assay.
Reviewer Comments:
None
Deficiency Comments:
45 MODEL CONTAINER LABELS (C6)
Model container/carton/blister labels (Source: Drugs@FDA; SUPP-018 approved on 2/16/2021)
= NDC 0078-0659-20 | Usull Dosage: e scrbig il e
Sto e at 2°C025°C 68F W ITF)
S m— iy
S = O SO, | e
| — - l@q)tis:alﬂqsuﬂdmemh
gE oamal28 dudwm:;ns FamaSph
% — Tors Avunit, 0068, Bty
| — Rx only x&,""’ﬁg’;ﬁm "
N — 60 Tablets i
(]
— 1-8B8-ENTRESTO (1-888-368-1378)
o th NOVARTIS © Novartis -
300055108 US Ek
W= NDC 0078-0659-67 Usaual Dosage: See p escrbing o maton]
O — st a5
= — 9 Eﬁ&s&" &”ﬁﬁ'ﬁ:ﬂ?&w
00  m— P otect f om maistore.
6 — mﬁ;ﬂammmmmm
= iy sumtod
| i — Rxonly %m:;;u‘j %ﬂm*m'
%Z 10 e ww Ent esl;i com
- — | m—xﬂmmu-m 3687378)
300055109 UJ %
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WA |

@ Entresto- |
(saathitrillvalssran) |
Tabletn i

~

<
N

6 |||i]2-£!.!]|0-9£00

Store at 20°C 1o 25°C 68°F to 77°F)
wxcursions pormitted between 15°C
and 30°C (S5°F and 86°F) (see USP
Cont olled Room Tempe ature).
Protect from moisty e.

Neep hisand 3 |d ugs ootof he each
wfchid en.

Mid. by: Novartis Fa ma S.p.A.

Tor @ Annunziata, 80058, ltaly

th NOVARTIS

180 Tablots ot esto com

Rx only Dist. by: Novartis Phamacesticals Com.
East Hanover, NJ 07936
80 Tablets | vyt espcom
= 1-888-ENTRESTO (1-888 368-7378) |
) NOVARTIS  ©MNowaris
L 300055110 US @
|
W= NDC0078-0777-67 | Usual Dasage: See p escr bing info maticn|
O — Store ot 26°C 0 25°C 68F 10 77
) — m; and 3°C (S°F and B6F) e USP
oo — ~ Cont olled Room Tempe ature].
| P otect! om moisty 8.
O mm— Keep his and aid ugs outof he reach
—_— * |oichiden
- — Mid. by: Novartis Fa ma S.p.A.
- — m Tor & Annunziata, 80058, taly
| == Dist, by: Novartis Pha maceuticals Corp.
oo ——  Ruony East Hanover, M) 07535
N —
—
B~

1-888-ENTRESTO (1-888 368-7378) |

© Novaris
300035111 US E

=

;z- NDC 0078-0696-20 |~ Usual Dosage: See prescriing info mation.
O * Store at 20°C o 25°C (66°F o 77°F);
N  excursions permitied between 15°C
= 9 Entrestor 1 e srcors s sm e use
o= tablets .~ Controlied Room Temperature].
o = * Protect from maisture.
o =  Woep i nd al s outof he reach
o= - ';‘Eniuam
fa—— EITTRUEEINY | | M by: Novartis Farma Sp A
] fhmMmﬂnwmjﬁ
i Rx only | Dist by: Novartis Pha maceuticals Cor.
60 Tablets j.Em Hanover, NI 07336
| www Entresto.com
T —— T TR
U NOVARTIS @ powarts
\ sl L
| = NEOR. i Usual Do
- NDC 0078-0696-67 knmnm
o 2 = au‘:”m»mmﬂlr;%
et ey between
o — » Entresto | a0d J°C (S5°F and 06°F)(s00 USP
] (sacubitril/valsartan) Immmrw
o= tablets hd:““"‘ ‘w "
g — m- -
, — 97mg/103mg e e
N—= Dist by:Novarts Pha macesticals Co p.
— Rx only East Havover, N 07936
(-]
180 Tablets B S ENTRESO (188836778
th novaRTIS © Novartis r !
annssizus (R

5 ASSESSMENT OF ANDA LABELING AND LABELS (C6)

51 QUALITY INFORMATION (DRUG PRODUCT MOU & BIOPHARMACEUTICS) (C6)

5.1.

—_

DRUG PRODUCT REVIEW (C6)
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Insert screenshot of Labeling portion from drug product review if completed:

Drug Product Review complete,

8/9/2023 DP Assessment: Adequate
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 Mo

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 notneeded

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

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)
i} |s the information accurate? i Yes [ ] No
If "No," explain.
i) Are the storage conditions acceptable? [ 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.

For solid oral drug products, only: drug product length(s) of commercial
batch(es):

ANDA Strength Length (MM) Imprint Code

24 mg/ 26 mg 10.00 x 4.00 one side debossed with 'M'
and other side debossed
with 'S1'

49 mg/ 51 mg 13.00 x 5.10 one side debossed with 'M'
and other side debossed
with 'S2"

97 mg/ 103 mg 15.00 x 5.90 one side debossed with 'M'
and other side debossed
with 'S3"

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
N/A
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5.1.2 DESCRIPTION (C6)

Table 7: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section

Model Labeling

The tablet inactive 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).

(Assessor’s 7/9/2024 note: RLD S/025 is combined with pellets (new dosage form)
not being offered and omitted by the ANDA sponsor).

Previous ANDA Labeling

o

The tablet inactive ingredients are colloidal silicon dioxide, crospovidone,
croscarmellose sodium, magnesium stearate, microcrystalline cellulose and talc.
The film-coat inactive ingredients are hypromellose, titanium dioxide, macrogol,
talc and iron oxide red. The film-coat for the 24 mg of sacubitril and 26 mg of
valsartan tablet and 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 also contains iron oxide yellow.

Current ANDA Labeling

Cé:

The tablet inactive ingredients are colloidal silicon dioxide, crospovidone,
croscarmellose sodium, magnesium stearate, microcrystalline cellulose and talc.
The film-coat inactive ingredients are hypromellose, titanium dioxide, macrogol,
talc and iron oxide red. The film-coat for the 24 mg of sacubitril and 26 mg of
valsartan tablet and 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 also contains iron oxide yellow.

Reviewers Assessment: No changes noted.

513 HOW SUPPLIED/STORAGE AND HANDLING (C)

Table 8: Comparison of Model Labeling to ANDA Labeling

Model Labeling

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 as described below.

Tablet Color Debossment NDC # 0078-XXXX-XX
Sacubitril/Valsartan “NVR”and | Bottle of 60 Bottle of 180
24 mg/26 mg Violet white | LZ 0659-20 0659-67

49 mg/S1 mg Pale vellow | L1 0777-20 077767

97 mg/103 mg Light pink L1l 0696-20 0696-67

Page 16
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Table 8: Comparison of Model Labeling to ANDA Labeling

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

Previous ANDA Labeling

C5:

Sacubitril/valsartan tablets are available as unscored, oval shaped, 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 as described below.

Tablet Calor Dehossment NI # 69539- X XN XX
Sacubitril/'Valsartan "M and Bottle of 60 Bofile of 180
24 mg/26 mg Purple 51 166-60 166-18
49 mg/51 mg Light 52 167-60 167-18
yellow
97 mg/103 mg Light S3 168-60 168-18
pink

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

Reviewers Assessment from C5:
Acceptable: No changes noted. We do note that the RLD has a slightly different

Storace temnerature | e ‘

o) \the DP assessor found this

adequate. Refer to the HOW SUPPLIED section of their review in section 5.1.1
above.

Current ANDA Labeling

Cé6:

Sacubitril/valsartan tablets are available as unscored, oval shaped, 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 as described below.

Tablet Calor Debossment NDC # 69530-XXN-XX
Sacubitril/Valsartan "M and Bottle of 60 Bottle of 180
24 mg/26 mg Purple s1 166-60 166-18
49 mg/51 mg Lizht 52 167-60 167-18
yellow
97 mg/103 mg Light §3 168-60 168-18
pink

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

Reviewer's Assessment: No changes noted.

5.1.4 MANUFACTURER, DISTRIBUTOR, AND/OR PACKER (C6)
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Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements

Previous ANDA Labeling

Name and Address on
ANDA Prescribing
Information

Manufactured by:

MSN Laboratories Private Limited
Telangana — 509 228,

INDIA

Distributed by:

MSN Pharmaceuticals Inc.
Piscataway, NJ 08854 -3714
Issued on: 12/2022

Current ANDA Labeling

Manufactured by:
MSN Laboratories Private Limited
Telangana — 509 228,

INDIA
Name and Address on
ANDA Prescribing Distributed by:
Information MSN Pharmaceuticals Inc.
Piscataway, NJ 08854 -3714
Issued on 4/2024
Reviewers Assessment: No changes noted except for updated revision date.
Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements
Manufactured by Manufactured for Distributed by Distributed for

5.2 CONTAINER LABEL (FOR BLISTERS GO TO UNIT-DOSE BLISTERS) (C6)

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 K 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.
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 X Dosage statement.
O K NDC number: prominence, linear bar code, and its orientation.
O B Expiration date and lot number (or placeholder).
O K Equivalency statement (product strength).
O K Medication Guide Pharmacist instructions [21 CFR 208.24(d)].
O = Controlled Substance Symbol.
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. No
Deficiency Deficiency
O X Image of drug product represents the true size, color, and imprint.
O X Yellow #5 (tartrazine) warning statement is properly displayed.
O X Alcohol is properly listed [21 CFR 201.10(d)(2)].
O X Latex warning statement is properly displayed [21 CFR 801.437.].
O B 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 X 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:
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.
0O = 210a1n:l(f_?]cturerfDistributorfPackager statement is acceptable [21 CFR 201.1(h)(5) or (6) or 21 CFR
A
O X T’amper evident (controlled substances) requirements are met.
0O X 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 label statements (21 CFR 201.15 and 21 CFR 201.100 ). Please
enter Reviewer/Deficiency Comments if you select Deficiency.
Reviewer Comments:
The 10/30/2019 container labels were determined adequate. Those labels will be attached to this review for
completeness.
Deficiency Comments:

5.3 PRESCRIBING INFORMATION (C6)

Reviewer Assessment:

Deficiency

No
Deficiency

HIGHLIGHTS:

O

DG

Contact information for applicant and FDA are listed correctly.

O

Revision date appears at the end of HIGHLIGHTS section (PLR) or end of prescribing information
(non-PLR).

DESCRIPTION/INACTIVE INGREDIENTS:

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

O

Chulfite (21 CFR 201.22)
OYellow #5 (Tartrazine) (21 CER 201.20

[Phenylalanine/aspartame (21 CFR 201.21)
[Matex (21 CFR 801.437).

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

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

[Bluten statement is appropriately stated.

O (OO0

Dosage form, pharmacologic/therapeutic class, and route of administration properly listed [21 CFR
201.57(c)(12)(1)(B)] and[21 CFR 201.57(c)(12)()(E)].

HOW SUPPLIED/STORAGE and HANDLING/MANUFACTURER:

O

| All submitted labels and labeling are consistent with the HOW SUPPLIED section.
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. No

Deficiancy Deficiency

O & 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 X NDC numbers are present.

0 X 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.

0 & 210a1n:l(f_?]cturerfDistributorfPackager statement is acceptable [ 21 CFR 201.1(h)(5) or (6) or 21 CFR

A(i)].
REGULATORY/OVERALL ASSESSMENT,

O X STIC requirements addressed appropriately,

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

O K Pregnancy registry information is appropriately included/excluded as required for the RLD.

= O Patent/exclusivity carve out is acceptable. Please enter Reviewer/Deficiency Comments if you select
Deficiency.

0O = Dosage formistrength carve out (RLD combined labeling): justification for retaining information for
safety/efficacy.

0O & I(:’resc;illjgﬁ information meets formatting requirements [21 CFR 201.57 (PLR) or 21 CFR 201.80

non- :

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:

C5 FTR: In the previous review, we noted that,

‘ B)i4)

i We found this acceptable.

RLD ANDA

(b)(4)

C6- 6/28/2024 Assessment: Inadequate

.| [
x

(b)(4)

Proposed Prescribing information submitted 5/2/2024 is inadequate. Additionally, the 7.9.2024 Policy CP
disclaimer language will be issued for inadequate assessment.
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Deficiency Comments:
Deficiency # 1

Created in C6

Prescribing Information

Response / Assessment:

HIGHLIGHTS, DOSAGE AND ADMINISTRATION, 3rd bullet in RLD
labeling,

(b)(4)

Deficiency # 2
Created in C6

Prescribing Information

Response / Assessment:

INDICATIONS AND USAGE, 1.1 Adult Heart Failure, 2nd paragraph
revise to read as follows:

"Left ventricular ejection fraction (LVEF) is a variable measure..." [Note-
include the wording for the acronym "LVEF".]

Deficiency # 3
Created in C6

Prescribing Information

Response / Assessment;

Geriatric Use, Section 8.5, Revise first paragraph to read as follows .. |

(BH4)

Geriatric Use

"There were 4,143 heart failure patients 65 years of age and older in
PARADIGM-HF [see Clinical Studies (14)]. Of the total number of
sacubitril and valsartan-treated patients, 2,087 (49.6%) were 65 years of
age and older, while 786 (18.7%) were 75 years of age and older in
PARADIGM-HF. No overall differences in safety or effectiveness of
sacubitril and valsartan have been observed between patients 65 years of
age and older and younger adult patients."

No relevant pharmacokinetic differences...

Deficiency # 4
Created in C6

General Comments

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 patents 1)
U.S. 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 (2) U.S. 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). The
issues raised by that petition are under review by the agency and FDA has
not made a final decision on the issues the petition raises. Nonetheless, in
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the interest of expediting processing of your ANDA in the event FDA
concludes that applicants may carve out protected labeling, with this
communication we are providing you with our current thinking about the
labeling for your ANDA with the uses protected by patent s for which you
have provided section viii statement s carved out of the label. These
deficiency comments included in this communication/email reflect only
our current thinking on ANDA labeling were FDA to determine that a
labeling carve-out is possible, and this communication/email does not
represent a final decision by the agency on the issues raised in the pending
citizen petition. As such, 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 and Orange Book-listed
patents.

Response / Assessment:

5.4 OTHER PATIENT LABELING (C6)

Reviewer Assessment:
. No
Deficiancy 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:

C6 Assessment on 6/28/2024- Adequate

‘ N4}

Deficiency Comments:

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 (smallflarge 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|ojojo{ojo|ojo|o

Other

Describe questions/issue(s) sent to and/for 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)
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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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Digitally signed by Burhan Nour
Date: 7/12/2024 12:20:00PM
GUID: 508da70600028ae6e75df33aa0f5b2ce

Digitally signed by Angela Payne
Date: 7/12/2024 06:19:44AM
GUID: 508da70600028ab611d2ba935d5074a6
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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 | March 7, 2024

ANDA Number(s) | 213748

Review Number | 5

Applicant Name | MSN Laboratories Private 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 | None

Submission Received Date | December 27, 2022

Primary Labeling Reviewer | Wan Lee

Secondary Labeling Reviewer | Betty Turner

Review Conclusion

O Acceptable - No Comments

O Acceptable - Include Post Approval Comments

B 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 ®No
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1

LABELING COMMENTS (C5)
1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT (C5)

The following comments have been identified by the Division of Labeling Review (DLR) based on
your submission(s) on December 27, 2022.

Prior to final approval, the proposed labeling should be clear and precise (grammar, spelling, and
formatting) for end users, and accurately reflect the Reference Listed Drug (RLD) information to
comply with FDA policies, laws, regulations (i.e., 21 CFR 314.94(a)(8)), official compendia, and
relevant guidance.

1. GENERAL COMMENTS

a.

(b)(4)

b. 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 patents 1) U.S. 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
(2) U.S. 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). In this complete response letter, we have included only comments
that are unrelated to the citizen petition issues (FDA-2022-P-2228). Per Section XI,
paragraph E of the GDUFA Reauthorization Performance Goals and Program
Enhancements Fiscal Years 2023-2027 (“GDUFA 1l Commitment Letter”), a
response that addresses all other issues unrelated to the citizen petition is still
considered a complete response. Since the citizen petition raises labeling issues
that would delay only part of a complete response, we are including only comments
unrelated to the pending citizen petition until a citizen response has been
finalized. 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 and Orange Book-listed patents.

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 (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 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 PSG to include
other criteria.
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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.

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
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 (C5)
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.
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.
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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 fo move all comments to the Post-Approval Revisions section or vice

versa from the Labeling Comments tab.

Deficimney Carmanes

Cremion Canagary
e

[—

w— [ s ] .

3 OVERALL ASSESSMENT OF MATERIALS REVIEWED (C5)

Table 1: Review Summary of Container Label and Carton Labeling

Final or Draft or : ; Submission -
NA Packaging Sizes Received Date Recommendation
24 mg/26 mg, 49 mg/51 mg
Container Final and 97 mg/103 mg (60s and 10/30/2019 Satisfactory
180s count bottles)
Blister N/A N/A
Carton N/A N/A
Table 2: Review Summary of Prescribing Information and Patient Labeling
Final or Draft or i3 Submission ;
NA Revision Date andl/or Code Received Date Recommendation
Prescribing Information Draft 1212022 1212712022 Revise
Medication Guide N/A N/A
Patient Information Draft 1212022 1212712022 Revise
Instructions for Use N/A N/A
SPL Data Elements
4 LABELING REVIEW INFORMATION(CS)
41 REGULATORY INFORMATION (C5)
Yes | No
B | O | Arethere any applicable issues in DLR's SharePoint Drug Facts ?
12/12/2021
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Yes | No |

3/11/2024 CP Disclaimer Language (Updated via email OGDP)

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 patents 1) U.S. Patent Nos. 9,517,226; 9,937,143;
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Yes | No

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
(2) U.S. 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). In this complete response letter, we
have included only comments that are unrelated to the citizen petition issues (FDA-2022-P-
2228). Per Section XI, paragraph E of the GDUFA Reauthorization Performance Goals and
Program Enhancements Fiscal Years 2023-2027 (“GDUFA 1Il Commitment Letter”), a response
that addresses all other issues unrelated to the citizen petition is still considered a complete
response. Since the citizen petition raises labeling issues that would delay only part of a complete
response, we are including only comments unrelated to the pending citizen petition until a citizen
response has been finalized. 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 and Orange Book-listed patents.

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 I'DA’s draft product-specific guidance (PSG) on sacubitril and valsartan oral
tablets to recommend API sameness be established by showing that the chemical structure of each
APl 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 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.

Since our review is inadequate, this will be added as a deficiency comment in our review.

B | O | Isthe drug product listed in the Policy Alert Tracker on OGD's SharePoint?

Patition requests that the FDWA refrain from approving an ANDA relying
on ENTRESTO NDA 207620 at least untd after the expiration of the 3-
yesar exciusivity in February 2024 Upon exparation of the 3-year
exclusivity penod, an ANDA applicant would be required to submit a
patent certificaion o the HFpEF Palents. For the reasons described
ahove, an ANDA applicant cannot submit & section viil statement and
tabaling that proposes to omit the patented use in HFpEF patients. In
addition, the approved labefing for ENTRESTO describes a modified
dosing regimen for patients who are not taking an angiotensin-
converting enzyme (ACE) inhibitor of an angiotansin Il receptor
FDA-2022-P- blocker (ARB), or who were previously taking low doses of these
CcP 27228 | Enfresio ESEIBEI vaisartan tablets agents. | 207620

Please contact Policy Lead for disclaimer language prior to issuing
CRL.

No CRL can be issued prior o contacting Policy Lead; Please conlact policy lead before approving any ANDA referencing
No Approval Aclions (TAAP) can be faken prior io Mo CCARMRL related to Mitrosamines can be issued Enfresio for de ion re patent- and ity-related
ting Poli i

ted Arl
prior to contacting Policy Lead labelinacarve-out issues. } 9‘13"2022._&9:;;&_

4.2 MODEL PRESCRIBING INFORMATION (C5

Table 3: Review Model Labeling for Prescribing Information/Patient Labeling
(Check the box used as the Model Labeling)

EIMOST RECENTLY APPROVED NDA MODEL LABELING
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Table 3: Review Model Labeling for Prescribing Information/Patient Labeling
(Check the box used as the Model Labeling)

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 and valsartan tablets

Description of Supplement:

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.

2/16/2021 RPM Review
Proposed Indication in original suppl I submission: to reduce ing heart failure
(total heart failure hospitalizations and urgent heart failure visits) in patients with chronic heart
failure and preserved ejection fraction

Amended Proposed Indication in original submission: to reduce worsening heart failure (total
heart failure hospitalizations and urgent heart failure visits) in patients with chronic heart failure and
preserved ejection fraction with left ventricular ejection fraction (LVEF) below normal

Final indication: 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

Entresto was also being studied in patients with preserved ejection fraction (HFpEF). The pivotal
trial known as PARAGON-HF was a double-blind randomized clinical trial comparing Entresto
200 mg BID to Valsartan 160 mg BID. Eligible patients had symptomatic HFpEF (NYHA class
II-1V) with LVEF > 45% requiring diuretics. Other entry criteria were left ventricular
hypertrophy (LVH) or left atrial enlargement (LAE), and elevated N-terminal-proB-type
natriuretic peptide (NT-proBNP). The primary efficacy endpoint was a composite of total (first
and recurrent) hospitalizations for heart failure and cardiovascular death. Secondary endpoints
were NYHA class, KCCQ, renal composite oulcome and all-cause mortality. The trial fell short
of meeting statistical significance, but the Division suggested that the data might support a new
claim. This supplement was submitted proposing a new indication to include HFpEF patients,

Link:

(If NDA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and if so,

https://panorama.fda.gov/document/preview?versionlD=653012c0022c4736e3bce382ed9128a9&ID=652f19fc0212ed0cOb4b 188

29b287311

COMOST RECENTLY APPROVED ANDA MODEL LABELING

X OTHER/TEMPLATE (e.g., Pending Supplements, BPCA, PREA, Carve-out):

(b)(4)

Most Recently APPROVED NDA:
NDA 207620/5-024 approved on 10/18/2023 (CMC Supplement specific to NDA - no impact on
subject ANDA)

(b)(4)

Reviewer Assessment:
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No

Deficiency Deficiency

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

Reviewer Comments:
The 12/12/2021 carve-out template was used as our model labeling.

e This model labeling uses the most current NDA labeling with Prescribing Information, S-018, that

4

e Note that the most recently approved supplement for the NDA, 207620/S-024, approved on
10/18/2023 provides for changes to the container labels that is specific to the NDA. No impact on the
subject ANDA.

(b)(4)

Deficiency Comments:

4.3 PATENTS AND EXCLUSIVITIES (C5)

The Orange Book was searched on 03/07/2024

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.)

Table 4: Impact of Model Labeling Patents on ANDA Labeling

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

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

viii

1212212021

Carve-out

24 mg; 26
mg, 49
mg;51 mg,

111356192

08/22/2033

U-3084

TREATMENT OF
HEART FAILURE
WITH

viii

1212212021

Carve-out
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Table 4: Impact of Model Labeling Patents on ANDA Labeling

Strengths

Patent Number

Patent
Expiration

Patent
Use
Code

Patent Use Code
Definition

Patent
Certification

Date of
Patent Cert
Submission

Labeling
Impact

97 mg;103
mg

PRESERVED
EJECTION
FRACTION

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

7468390*PED

05/27/2024

03/23/2020

None

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

8101659

01/15/2025

03/23/2020

None

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

8101659*PED

07/15/2025

03/23/2020

None

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

8877938

06/27/2027

03/23/2020

None

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

8877938*PED

1112712027

03/23/2020

None

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

9388134

11/08/2026

U-1723

TREATMENT OF
HEART FAILURE

03/23/2020

None

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

9388134*PED

05/08/2027

03/23/2020

None

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

9517226

08/22/2033

U-3084

TREATMENT OF
HEART FAILURE
WITH
PRESERVED
EJECTION
FRACTION

viii

1212212021

Carve-out

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

9937143

08/22/2033

U-3084

TREATMENT OF
HEART FAILURE
WITH
PRESERVED
EJECTION

viii

1212212021

Carve-out
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Table 4: Impact of Model Labeling Patents on ANDA Labeling

Patent Date of |
Strengths | Patent Number Paften.t Use Patent U?? Corde P.atent. Patent Cert Labeling
Expiration Definition Certification i Impact
Code Submission
FRACTION
Table 5 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.
Table 5: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling
Exclusivity Exclusivity Exclusivity Code | Exclusivity Exl:c':ttlesic\'l:ty Labeling
Strengths Code Expiration Definition Statement o Impact
Submission
With respect to
the exclusivity
code M-82
expiring on
February 16,
LABELING 2024, The
24 mg;26 mg, REVISIONS proposed
49 mg;51 mg, M-82 02/16/2024 RELATED TO labeling for the 1212212021 Expired
97 mg;103 mg CLINICAL MSN product
STUDIES does not
include
information
associated with
the M-82
exclusivity.
Reviewer Assessment:
. No
Deficiency Deficiency
| 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:
Page 11
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BH4}

(b)i4)

(b)(4)

In reference to the CP, the most current deficiency comment disclaimer language (dated 11/16/2022) was
drafted between ORP and DLR and will be conveyed to the applicant in this assessment since it remains
inadequate. Additionally, based on 4/3/2023 meeting with OGDP, it was determined that carving out Patent
Use Code U-3170 is an option based on current thinking from OND/ORP because deleting this information
will not leave the remaining non-protected use less safe or efficacious. Final confirmation from OGDP
discussions with ORP and DCN (email on 5/24/2023) confirmed that carve-out of Patent Use Code U-3170
(i.e., section 2.5) is an option.

**Note, currently we are waiting for OCC to provide feedback on our proposed template (e.g., inclusion of
the entire indication to align with the RLD).

Deficiency Comments:

Deficiency # 1 We note that on December 1, 2021, Novartis Pharmaceuticals Corporation
_ (Novartis ) submitted a citizen petition to FDA (Docket No. FDA-2021-P-
Created in C4 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 the 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 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 (PSG)
on sacubitril and valsartan oral tablets to recommend API sameness be
established by showing that the chemical structure of each APl in the
finished dosage form of a proposed generic is identical to the chemical
structure of each API 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

General Comments
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represent a final decision by the Agency on the issues raised in the pending
citizen petitions.

Response / Assessment: Response:
We acknowledge the agency’s comment.

Reviewer's Assessment:
Acceptable

Deficiency # 2

Created in C5

General Comments (b) (4)

Response / Assessment:
Deficiency # 3 We note that on September 12, 2022, Novartis Pharmaceuticals

_ Corporation (Novartis) submitted a citizen petition (Docket No. FDA-
Created in C5 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 patents 1)
U.S. 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 (2) U.S. 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). In this
complete response letter, we have included only comments that are
unrelated to the citizen petition issues (FDA-2022-P-2228). Per Section
XI, paragraph E of the GDUFA Reauthorization Performance Goals and
Program Enhancements Fiscal Years 2023-2027 (“GDUFA III
Commitment Letter”), a response that addresses all other issues unrelated
to the citizen petition is still considered a complete response. Since the
citizen petition raises labeling issues that would delay only part of a
complete response, we are including only comments unrelated to the
pending citizen petition until a citizen response has been

finalized. 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 and Orange Book-listed patents.

General Comments

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
ANDASs 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
(PSG) on sacubitril and valsartan oral tablets to recommend API 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
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Response / Assessment:

structure of each API in the RLD; and further revise the PSG 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.

4.4 UNITED STATES PHARMACOPEIA (USP) (C5)

The USP was searched on 03/08/2024

Deficiency Comments:

Table 6: USP
Packaging and
Monograph Title (N/Aif | Storage/Labelin
YESorNO Date nog mgnograp(h) Statengents (N!Agif
no monograph)
Currently Official No N/A N/A
Not Yet Official No _ N/A N/A
Reviewer Assessment:
Deficiency N.o
Deficiency
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 X ORGANIC IMPURITIES: Drug product meets USP acceptance criteria for organic impurities.

O X ASSAY: Drug product meets USP acceptance criteria for assay.

Reviewer Comments:

None

45 MODEL CONTAINER LABELS (C5

Model containeri/carton/blister labels (Source: Drugs@FDA; SUPP-018 approved on 2/16/2021 )

Page 60 of 157

Page 14



W= NDC 0078-0659-20 " Usual Dosage: See p escrbing info mation
Sto e at 20°Ct0 25°C 68°F to 77°F);
O sions permitted between 15°C
O = 4 and 30°C (59°F and 86°F) [see USP
N — Entresto® Controlied Room Tempe aturel.
— (sacubitril/valsartan) :
OIO — tablets « P otectf om moisture.
W— Keep his and al d ugs out of the each
g —] of child en.
—_— Mfd. Novartis Fa ma S.p.A.
:3 — 24my/26mg Tor e Annunziatz, 80058, tay
I = Rx onl Dist. by Novartis Pha maceuticals Corp.
N — 8 9=y EastHano er, ) 07936
_ 1-88B-ENTRESTO (1-888-368-7378)
o0 ) NOVARTIS © Novartis

1 L H

300055108 US :

=

W= NDC 0078-0659-67 - Usual Dosage: See p escribing info mation.
Sto e at 20°C to 25°C 6B8°F to 77°F);
g_ F Entrestor excursions permitted between 15°C
~]  —  (sagubltril/valsartan) gﬂm mmmusp
00 — . P otectf om moisture.
| — Keep hisandalld ugsoutof he each
g ] of child en.
v — 24mg/26mg M. by: No_artis Fa ma S.p A
O | m— Tor e Annunziata, 80058, ltaly
| —— Rx only Dist. by: No artis Pha maceuticals Corp.
o —— 180 Tablets East Hanover, NJ 07936
=~ www.Ent esto com
= 1-888-ENTRESTO (1-888 368-7378)
w U> NOVARTIS ©No artis "
. -
300055109 US
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[l

S\

NDC 0078-0777-20

'® Entrestos |
(sacubltrilivalsartan)|
tablets

49mg/51mg

Rx only
60 Tablets

Usual Dosage: See p escr bing info mation
Store at 20°C to 25°C 68°F to 77°F);
excursions permitted between 15°C
and 30°C (59°F and 86°F) [see USP
Cont olled Room Tempe ature].
Protect from moistu e.

Keep hisand ald ugsoutof he each
of chid en.

Mfd. by: Novartis Fa ma S.p.A.
Tor e Annunziata, 80058, Italy

 Dist. by: Novartis Pharmaceuticals Corp.
| East Hanover, NJ 07936

| www.Ent esto com

6 (02-4220-8200

U NOVARTIS

* 1-888-ENTRESTO (1-888 368-7378)

© Novartis

300055110 US %

N(
7 19—zzzo—szoci 2

NDC 0078-0777-67

&f Entresto® |
(sacubitril/valsartan)
tablets |

49mg/51mg

Rx only
180 Tablets

' Usual Dosage: See p escr bing info mation

U, NOVARTIS

" 1-888-ENTRESTO (1-888 368-7378)

Store at 20°C to 25°C 68°F to 77°F);
excursions permitted between 15°C
and 30°C (59°F and 86°F) [see USP
Cont olled Room Tempe ature].

P otectf om moistu e.

Keep his and all d ugs out of he reach
ofchld en.

Mfd. by: Novartis Fa ma S.p.A.

Tor e Annunziata, 80058, Italy

Dist. by: Novartis Pha maceuticals Corp.
East Hanover, NJ 07936

www.Ent esto com

© Novartis

300055111 US @

/
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2

= iee]
NDC 0078-0696-20 ' Usual Dosage: See prescribing info mation.
S — Store at 20°C to 25°C (68°F to 77°F);
N == &) Entrestor excursions permitted between 15°C
T = 7 Gacubinivasanan) | and 30° (59°F and 86°F) [oe USP
O m— tablers ' Controlled Room Temperature].
%E ' Protect from moisture.
o — ' Keep this and all drugs out of the reach
N == of child en.
(e ——— E?mg!lﬂEmg Mid by: Novartis Farma S p A.
— Torre Annunziata, 80058, ftaly
= Rx only Dist by: Novartis Pha maceuticals Corp.
60 Tablets | East Hanover, NJ 07936
| www.Entresto.com
1-888-ENTRESTO (1-838-368-7378)
(b NOVARTIS @ Novatis
- 300055120 US @
(o= NDC0078-0696.67 | Vi
See p esc ibing info mation.
g__ E t e t0® squrcm;s:mm;
-q — \ n r excursions Peol'l'lllﬂ n
I e and 30°C (59°F and 86°F) [see USP
°|° —— (sacubitril/valsartan) Controlled Room Temperature).
O  — IEDHEIS Protect from moisture.
% ——— Kfeecg‘lgis and all d ugs out of he each
| 01 chilaren.
N — )
— Mfd by: Novartis Fa ma S pA.
g — 97mg/103mg Torre Annuniat, 80058, Haly
~N— Dist by: Novartis Pha maceuticals Co p.
Rx only Fast Hanover, N 07936
oo www Entresto com
180 Tablets 1-888-ENTRESTO (1-888-368-7378)
b NOVARTIS © Novariis
300055112 U [ﬂ

5 ASSESSMENT OF ANDA LABELING AND LABELS (C5)

5.1

QUALITY INFORMATION (DRUG PRODUCT MOU & BIOPHARMACEUTICS) (C5)

on

A4

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

8/9/2023 DP Assessment: Adequate
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)?

[lYes [ INo []Statement notneeded

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? ] 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
X N/A (NOT OTC or Controlled Substance)

If “No.” explain.
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For solid oral drug products, only: drug product length(s) of commercial

batch(es):
ANDA Strength Length (MM) Imprint Code
24 mg/ 26 mg 10.00 x 4.00 one side debossed with 'M'
and other side debossed
with 'S1'
49 mg/ 51 mg 13.00 x 5.10 one side debossed with 'M'
and other side debossed
with 'S2"
97 mg/ 103 mg 15.00 x 5.90 one side debossed with 'M'

and other side debossed
with 'S3"

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

N/A

4/20/2021 DP Assessment: Inadequate-Minor
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R REGIONAL INFORMATION
1.14 Labeling

Labeling & Prescribing Information

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

Is the information accurate? [ Yes [Z No
If “No,” explain.

Is the drug product subject of a USP monograph? [[] Yes [ No

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

[ yves [EnNo [0 Statement not needed

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

HOW SUPFPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)
i) Is the information accurate? [ Yes [ No

If “No,” explain.
i) Are the storage conditions acceptable? [ Yes [0 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
roducts or Controlled Substance (Cll — CIV) products? [0 yes [ No
N/A (NOT OTC or Controlied Substance)

If “No,” explain.
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For solid oral drug products, only: drug product length(s) of commercial

batch(es):
ANDA Strength Length (MM) Imprint Code
24 mg/ 26 mg 10.00 X 4.00 one side debossed with 'M'
and other side debossed
with 'S1'
49 mg/ 51 mg 13.00 X 5.10 one side debossed with 'M'
and other side debossed
with 'S2"
97 mg/ 103 mg 15.00 X 5.90 one side debossed with 'M'
and other side debossed
with 'S3"

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

5.1.2 DESCRIPTION (C5)

Table 7: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section

Model Labeling

The tablet inactive 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).

Previous ANDA Labeling

The tablet inactive ingredients are colloidal silicon dioxide, crospovidone,
croscarmellose sodium, magnesium stearate, microcrystalline cellulose and talc.
The film-coat inactive ingredients are hypromellose, titanium dioxide, macrogol,
talc and iron oxide red. The film-coat for the 24 mg of sacubitril and 26 mg of
valsartan tablet and 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 also contains iron oxide yellow.

Current ANDA Labeling

The tablet inactive ingredients are colloidal silicon dioxide, crospovidone,
croscarmellose sodium, magnesium stearate, microcrystalline cellulose and talc.
The film-coat inactive ingredients are hypromellose, titanium dioxide, macrogol,
talc and iron oxide red. The film-coat for the 24 mg of sacubitril and 26 mg of
valsartan tablet and 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
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Table 7: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section

valsartan tablet also contains iron oxide yellow.

Reviewers Assessment:
Acceptable: No changes noted.

5.1.3 HOW SUPPLIED/STORAGE AND HANDLING (C5)

Table 8: Comparison of Model Labeling to ANDA Labeling

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 as described below.

Tablet Color Debossment NDC # 0078-XXXX-XX

Sacubitril/Valsartan “NVR”and | Bottle of 60 Bottle of 180
Model Labeling

24 mg/26 mg Violet white | LZ 0659-20 0659-67

49 mg/51 mg Pale yellow | L1 0777-20 0777-67

97 mg/103 mg Light pink L1l 0696-20 0696-67

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

Sacubitril/valsartan tablets are available as unscored, oval shaped, 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 as described below.

Tablet Color Debossment NDC 4 69539-XXN-XX
Sacubitnl/Valsartan M amd Bottle of 60 Bottle of 180
Previous ANDA Label ing 24 mg/26 mg Purple s1 166-60 166-18
49 mp/51 mg Light 52 167-60 167-18
yellow
97 mp/103 mg Laght s3 168-60 168-18
pmk

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

Sacubitril/valsartan tablets are available as unscored, oval shaped, 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 as described below.

Tablet Color Debossment NDC # 69539-XXX-XX
Current ANDA La beling Sacubitril/ Valsartan "M and Bottle of 60 | Botile of 150
24 mgil6 mg Purple s1 166-60 166-18
49 mg/51 mg Light s2 167-60 167-18
yellow
97 mg/103 mg Light s3 168-60 168-18
pink
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Table 8: Comparison of Model Labeling to ANDA Labeling

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

Reviewers Assessment:

Acceptable: No changes noted. We do note that the RLD has a slightly different
storage temperature.| ......

| /Additionally, the DP assessor found this
adequate. Refer to the HOW SUPPLIED section of their review in section 5.1.1

above.

5.1.4 MANUFACTURER, DISTRIBUTOR, AND/OR PACKER (C5)

Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements

Previous ANDA Labeling

Name and Address on
ANDA Prescribing
Information

Manufactured by:

MSN Laboratories Private Limited
Telangana — 509 228,

INDIA

Distributed by:

MSN Pharmaceuticals Inc.
Piscataway, NJ 08854 -3714
Issued on: 12/2021

Current ANDA Labeling

Name and Address on
ANDA Prescribing
Information

Manufactured by:

MSN Laboratories Private Limited
Telangana — 509 228,

INDIA

Distributed by:

MSN Pharmaceuticals Inc.
Piscataway, NJ 08854 -3714
Issued on: 12/2022

Reviewers Assessment:

Acceptable: No changes noted except for updated revision date.

Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements

Manufactured by

Manufactured for Distributed by

Distributed for

5.2 CONTAINER LABEL (FOR BLISTERS GO TO UNIT-DOSE BLISTERS) (C5)

Reviewer Assessment:
Deficiency N_o
Deficiency
0 X Container meets the too small exemption [ 21 CER 201.10(i)]. Please enter Reviewer/Deficiency
Comments if you select Deficiency.
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Deficiency Comments:

- No
Deficiency Deficiency
ESTABLISHED/PROPRIETARY NAME and STRENGTH:
O X 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.
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 X Dosage statement.
O = 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.
| X Image of drug product represents the true size, color, and imprint.
O X 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.].
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 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:
0 = Storageldispensing statement is consistent with the How Supplied section of the insert/RLD/USP.
Please enter Reviewer/Deficiency Comments if you select Deficiency.
O = I'2¢10a1n:|;a;]cturermistributon'Packager statement is acceptable [21 CFR 201.1(h)(5) or (6) or 21 CFR
().
| X Tamper 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 label statements (21 CFR 201.15 and 21 CFR 201.100 ). Please
enter Reviewer/Deficiency Comments if you select Deficiency.
Reviewer Comments:
The 10/30/2019 container labels were determined adequate. Those labels will be attached to this review for
completeness.

5.3 PRESCRIBING INFORMATION (C5)

Reviewer Assessment:

Deficiency

No
Deficiency

HIGHLIGHTS:

O

Contact information for applicant and FDA are listed correctly.

O

Revision date appears at the end of HIGHLIGHTS section (PLR) or end of prescribing information
(non-PLR).
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No

Deficiency Deficiency

DESCRIPTION/INACTIVE INGREDIENTS:

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

CBulfite (21 CFR 201.22)

D = Yellow #5 (Tartrazine) (21 CER 201.20)
[®Phenylalanine/aspartame (21 CFR 201.21)
atex (21 CFR 801.437).
O X Alcohol is properly listed [ 21 CFR 201.10(d)(2)].
O X Gluten statement is appropriately stated.
O X Sterile product statement [ 21 CFR 201.57(c)(12)()(D) ]
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)(i)(E)].

HOW SUPPLIED/STORAGE and HANDLING/MANUFACTURER!

O X All submitted labels and labeling are consistent with the HOW SUPPLIED section.

0 = Physica_l description (e.g. scoring, polor, imprint, c_apsule gize, nozzle tip, cap color) of the finished
product in the HOW SUPPLIED section are appropriately displayed.

| X NDC numbers are present.

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

0 = Stor_‘age or di_s_pensing stateme_nt is acceptable o(_)mpared to the RLD/USP monograph. Please enter
Reviewer/Deficiency Comments if you select Deficiency.

| X "Discard unused portion" for single-dose products,

O = l2\*1031n:|;?]cturermistributon‘Packager statement is acceptable [ 21 CFR 201.1(h)(5) or (6) or 21 CFR

().
REGULATORY/OVERALL ASSESSMENT:

O X STIC requirements addressed appropriately.

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

O X Pregnancy registry information is appropriately included/excluded as required for the RLD.

O = Ea?er]ﬂexclusivity carve out is acceptable. Please enter Reviewer/Deficiency Comments if you select

eficiency.

0 = (Presclzr)illfgl)? information meets formatting requirements [21 CFR 201.57 (PLR) or 21 CFR 201.80
non- ;

= O Prescribing Information is the same as the_model labeling, eo_xoept for differel_'lc_:es allowed under 21 CFR
314.94(a)(8). Please enter Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:

(b)(4)
RLD ANDA

(b)(4)
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Deficiency Comments:
Deficiency # 1

Created in C4

Prescribing Information

HIGHLIGHTS:

i. Indications and Usage: Revise to read, "to reduce the risk of
cardiovascular death and hospitalization for heart failure in adult patients
with chronic heart failure and reduced ejection fraction (1.1).".

(b)(4)
Response / Assessment: Response:
1. We acknowledge agency’s comment. In accordance to the agency
comment, we have revised to read, "to reduce the risk of cardiovascular
death and hospitalization for heart failure in adult patients with chronic
heart failure and reduced ejection fraction (1.1).” In Indications and Usage
under HIGHLIGHTS of PRESCRIBING INFORMATION.
(b)(4)
Reviewer's Assessment:
Acceptable based on the thinking at the time.
Deficiency # 2 INDICATIONS AND USAGE:

Created in C4

Prescribing Information

Response / Assessment:

Deficiency # 3
Created in C4

Prescribing Information

i. Revise to read, "Sacubitril and valsartan is indicated to reduce the risk of
cardiovascular death and hospitalization for heart failure in adult patients
with chronic heart failure and reduced ejection fraction.".

ii. Retain the sentence, "LVEF is a variable measure, so use clinical
judgment in deciding whom to treat [see Clinical Studies (14.1)].".
Response:

1. We acknowledge agency’s comment. In accordance to the agency
comment, we have revised to read, "Sacubitril and valsartan is indicated to
reduce the risk of cardiovascular death and hospitalization for

heart failure in adult patients with chronic heart failure and reduced
ejection fraction" in INDICATIONS AND USAGE under PRESCRIBING
INFORMATION.

ii. We acknowledge agency’s comment. In accordance to the agency
comment, we have retained the sentence, "LVEF is a variable measure, so
use clinical judgment in deciding whom to treat [see Clinical Studies
(14.1)]" in INDICATIONS AND USAGE under PRESCRIBING
INFORMATION.

Reviewer's Assessment:
Acceptable based on the thinking at the time.

(b)(4)
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Response / Assessment:

Response:

(b)(4)

Reviewer's Assessment:

Acceptable
Deficiency # 4
Created in C4 (b)(4)
Prescribing Information
Response / Assessment: Response:

(b)(4)

Reviewer's Assessment:
Acceptable

54 OTHER PATIENT LABELING (C5)

Reviewer Assessment:
i No
Deficlency 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:

Deficiency Comments:
Deficiency # 1

Created in C4

Patient Information Leaflet
Response / Assessment:

With the expiration of the exclusivities, NPP and M-82 expired 4/1/2023 and 2/16/2024, respectively,
information will now need to be retained. Refer to section 4.2 above and deficiency comment associated with
the retention of information and removal of disclaimers due to the expiration of the exclusivities.

At the end of the list of inactive ingredients, include, "Prepared sacubitril
and valsartan oral suspension also contains Ora-Sweet SF® and Ora-
Plus.®". Additionally, include the disclaimer, "All brand names listed are
the registered trademarks of their respective owners. ".

Response:

We acknowledge agency’s comment. In accordance to the agency
comment, we have included "Prepared sacubitril and valsartan oral
suspension also contains Ora-Sweet SF® and Ora-Plus.®". Additionally,
included the disclaimer, "All brand names listed are the registered
trademarks of their respective owners” at the end of the list of inactive
ingredients in PATIENT INFORMATION LEAFLET.

Reviewer's Assessment:
Acceptable
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6 COMMENTS/CONSULTS FOR OTHER DISCIPLINES (C5
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 (i.e. solid or semi-solid mass in stool)
Other

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)

O|o|ojojofojojoja|o

Reviewer Comments:

(0)(4)

Deficiency Comments:
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2 Betty

5/ Turner

Digitally signed by Wan Lee
Date: 3/19/2024 09:34:14AM
GUID: 582a2cfa001b51dba58dfaf180bcd09a

Digitally signed by Betty Turner
Date: 3/19/2024 10:59:06AM
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 | 4/04/2022

ANDA Number(s) | 213748

Review Number | 4

Applicant Name | MSN Laboratories Private 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 | None

Submission Received Date | December 22, 2021

Primary Labeling Reviewer | Wan Lee

Secondary Labeling Reviewer | Betty Turner

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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Page 2

Page 77 of 157




1 LABELING COMMENTS (C4)
1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT (C4)

Labeling deficiencies based on your submission received December 22, 2021 :

1. GENERAL COMMENTS
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 the 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 demonstrate active
pharmaceutical ingredient (APIl) 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 API
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.

2. PRESCRIBING INFORMATION
a. HIGHLIGHTS:
i. Indications and Usage: Revise to read, "to reduce the risk of cardiovascular
death and hospitalization for heart failure in adult patients with chronic heart
failure and reduced ejection fraction (1.1).".

ii.
(b)(4)

b. INDICATIONS AND USAGE:

i. Revise to read, "Sacubitril and valsartan is indicated to reduce the risk of
cardiovascular death and hospitalization for heart failure in adult patients with
chronic heart failure and reduced ejection fraction.".

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

¢ (b)(4)
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3. PATIENT INFORMATION LEAFLET
At the end of the list of inactive ingredients, include, "Prepared sacubitril and valsartan oral
suspension also contains Ora-Sweet SF® and Ora-Plus.®". Additionally, include the
disclaimer, "All brand names listed are the registered trademarks of their respective
owners. ".

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
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:

¢ 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
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numerals that differ due to some reviews being completed under past practices.

o 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.

Daficlancy Commans:
owation il
e

3 OVERALL ASSESSMENT OF MATERIALS REVIEWED (C4

Table 1: Review Summary of Container Label and Carton Labeling

Final or Draft or T Submission :
NA Packaging Sizes Received Date Recommendation
24 mg/26 mg, 49 mg/51 mg
Container Final and 97 mg/103 mg (60s and 10/30/2019 Satisfactory
180s count bottles)
Blister N/A N/A
Carton N/A N/A
Table 2: Review Summary of Prescribing Information and Patient Labeling
Final or Draft or o Submission ;
NA Revision Date and/or Code Received Date Recommendation
Prescribing Information Draft 12/2021 1212212021 Revise
Medication Guide N/A N/A
Patient Information Draft 12/2021 1212212021 Revise
Instructions for Use N/A N/A
SPL Data Elements
4 LABELING REVIEW INFORMATION(C4)
41 REGULATORY INFORMATION (C4
Yes No
X O Are there any applicable issues in DLR's SharePoint Drug Facts ?
12/12/2021
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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 3: Review Model Labeling for Prescribing Information/Patient Labeling

(Check the box used as the Model Labeling)

&I 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

Established Name: sacubitril and valsartan tablets

Description of Supplement;

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.

2/16/2021 RPM Review

Proposed Indication in original supplemental submission: to reduce worsening heart failure
(total heart failure hospitalizations and urgent heart failure visits) in patients with chronic heart
failure and preserved ejection fraction

Amended Proposed Indication in original submission: to reduce worsening heart failure (1otal
heart failure hospitalizations and urgent heart failure visits) in patients with chronic heart failure and
preserved ejection fraction with left ventricular ejection fraction (LVEF) below normal

Final indication: to reduce the risk of cardiov lar death and hospitalization for heart failure
in adult patients with chronic heart failure. Benefits are most clearly evident in patients with left
ventricular ¢jection fraction (LVEF) below normal.

LVEF is a variable measure, so use clinical judgment in deciding whom to treat

Entresto was also being studied in patients with preserved ejection fraction (HFpEF). The pivotal
trial known as PARAGON-HF was a double-blind randomized clinical trial comparing Entresto
200 mg BID to Valsartan 160 mg BID. Eligible patients had symptomatic HFpEF (NYHA class
II-1V) with LVEF > 45% requiring diuretics. Other entry criteria were left ventricular
hypertrophy (LVH) or left atrial enlargement (LAE), and elevated N-terminal-proB-type
natriuretic peptide (NT-proBNP). The primary efficacy endpoint was a composite of total (first
and recurrent) hospitalizations for heart failure and cardiovascular death. Secondary endpoints
were NYHA class, KCCQ, renal composite outcome and all-cause mortality. The trial fell short
of meeting statistical significance, but the Division suggested that the data might support a new
claim. This supplement was submitted proposing a new indication to include HFpEF patients.

Link: https://palantir.fda.gov/workspace/hubble/externallobject/v0/fda-

communication?pk communication=4747255 4336977 090140af805d2738 NDA207620 3091789

COMOST RECENTLY APPROVED ANDA MODEL LABELING

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

(0)(4)

Reviewer Assessment:

Deficiency

No
Deficiency

O

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

Reviewer Comments:

(b)(4)
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(B4}

Deficiency Comments:

43 PATENTS AND EXCLUSIVITIES (C4

The Orange Book was searched on 04/04/2022

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.)

Page 83 of 157

Table 4: Impact of Model Labeling Patents on ANDA Labeling
Patent Date of .
Patent Patent Use Code Patent Labeling
sirengthe | FatentNumbar Expiration éj - Definition Certification Paten.t C'ert Impact
ode Submission
TREATING
CHRONIC HEART
FAILURE WITH
REDUCED
EJECTION
FRACTION IN
PATIENTS NOT
24 mg;26 TAKING AN ACE
mg, 49 INHIBITOR OR
mg;51 mg, 11058667 05/09/2036 U-3170 AN ARB OR viii 1212212021 | Carve-out
97 mg; 103 PREVIOUSLY
mg TAKING LOW
DOSES OF
THESE AGENTS,
BY TITRATING
UP FROM HALF
THE USUALLY
RECOMMENDED
STARTING DOSE
TREATMENT OF
2;3"9436 HEART FAILURE
mg5tmg, | 11135192 | 082202083 | U084 | oo vii 12222021 | Carve-out
97 mg; 103
g EJECTION
FRACTION
24 mg;26
mg, 49
mg;51 mg, 7468390 1112712023 \% 03/23/2020 None
97 mg; 103
mg
24 mg;26
mg, 49
mg;51 mg, | 7468390*PED | 05/27/2024 \Y 03/23/2020 None
97 mg; 103
mg
24 mg;26
g, 49 8101659 01/15/2025 \% 03/23/2020 N
_ one
mg;51 mg,
97 mg; 103
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Table 4: Impact of Model Labeling Patents on ANDA Labeling

Strengths

Patent Pfjt::t Patent Use Code Patent
Expiration Code Definition Certification

Patent Number

Date of
Patent Cert
Submission

Labeling
Impact

mg

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

8101659"PED [ 07/15/2025 v

03/23/2020

None

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

8404744 01/14/2023 \

03/23/2020

None

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

8404744*PED | 07/14/2023 \

03/23/2020

None

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

TREATMENT OF
8796331 01/14/2023 U-1723 HEART FAILURE vV

03/23/2020

None

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

8796331"PED | 07/14/2023 %

03/23/2020

None

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

8877938 06/27/2027 Y

03/23/2020

None

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

8877938"PED | 11/27/2027 \

03/23/2020

None

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

TREATMENT OF
9388134 11/08/2026 U-1723 HEART FAILURE \

03/23/2020

None

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

9388134"PED | 05/08/2027 vV

03/23/2020

None

24 mg;26
mg, 49
mg;51 mg,

TREATMENT OF
9517226 08/22/2033 U-3084 | HEART FAILURE viii
WITH

1212212021

Carve-out
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Table 4: Impact of Model Labeling Patents on ANDA Labeling
Patent Date of :
Strengths | Patent Number ExPa.ten.t Use Fatten U?? Code P.atent. Patent Cert Laoeling
piration C Definition Certification S Impact
ode Submission
97 mg;103 PRESERVED
mg EJECTION
FRACTION
, TREATMENT OF
2409.25 HEART FAILURE
mg, 49 WITH
mg;51 mg, 9937143 08/22/2033 U-3084 PRESERVED vili 1212212021 Carve-out
g 1S EJECTION
g FRACTION
Table 5 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.
Table 5: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling
Exclusivi i s G Date of :
clusivity Exclusivity Exclusivity Code Exclusivity Exclusivit Labeling
Strengths Code Expiration Definition Statement Submissi y Impact
ubmission
With respect to
the exclusivity
code "NPP
*PED" expiring
on April 01,
2023. The.
d
24mg;26 mg, NEW PATIENT | Iabeling for the
;1? mg-,51 mg, NPP 10/01/2022 POPULATION MSN product 12/22/2021 Carve-out
mg;103 mg q
oes not
include
information
associated
with the
NPP*PED
exclusivity.
With respect to
the exclusivity
code "NPP
*PED" expiring
on April 01,
24 mg;26 mg, NEW PATIENT 2023. The.
49mg51mg, | NPPPED 04/01/2023 PEFLLETION, proiosed 121221201 | Carve-out
97 mg:103 mg PEDIATRIC labeling for the
EXCLUSIVITY MSN product
does not
include
information
associated
with the
Page 10
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Table 5: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling

Strengths

Exclusivity
Code

Exclusivity
Expiration

Exclusivity Code
Definition

Exclusivity
Statement

Date of
Exclusivity
Submission

Labeling
Impact

NPP*PED
exclusivity.

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

M-82

02/16/2024

LABELING
REVISIONS
RELATED TO
CLINICAL
STUDIES

With respect to
the exclusivity
code M-82
expiring on
February 16,
2024. The
proposed
labeling for the
MSN product
does not
include
information
associated
with the M-82
exclusivity.

1212212021

Carve-out

Reviewer Assessment:

Deficiency

Deficiency

No

O R

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.

| Reviewer Comments:

(0)(4)

Deficiency # 1

Created in C4

Deficiency Comments:

General Comments

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

Page 86 of 157
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Response / Assessment:

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 the 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 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 (PSG)
on sacubitril and valsartan oral tablets to recommend API 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 API 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.

4.4 UNITED STATES PHARMACOPEIA (USP) (C4)

The USP was searched on 04/04/2022

Table 6: USP
Packaging and
Monograph Title (NJAif | Storage/Labeling
1ES0rHD Date no monograph) Statements (N/A if
no monograph)
Currently Official N/A N/A
Not Yet Official N/A N/A
Reviewer Assessment:
Deficiency Ne
Deficiency
O 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 X ORGANIC IMPURITIES: Drug product meets USP acceptance criteria for organic impurities.
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Deficiency Comments:

. No
Deficiency Deficiency
O = ASSAY: Drug product meets USP acceptance criteria for assay.
Reviewer Comments:

45 MODEL CONTAINER LABELS (C4)

Model container/carton/blister labels (Source: DARRTS; SUPP-017 approved on 9/10/2020 )

Lol NDC 0073065020 | Usaal Dosage: See prescribing ndomation
——— . Store al 20°C o 25°C (B°F o TT°F);
S S
S— | (®Fh
N = {’ Entresto” ' poom Tenperainl
o sapubraisamta) | proec fom moisre
é J— Hesp tis and all dugs out of e reach
— el chidren
S )
T —— 19 M. by: Lek Pharmaceuticals d.d
"3 — i|,,m|5zs,m
TR B
N — 1 :
(o | 60 Tablets i Enresio.com
_— | |-GE8-ENTRESTO (1-888-368-7378)
[ > NOVARTIS © Novartis
1879358 US “lllll I"
= NDC 0078-0659-67 | Usual Dasage: See prescribing information.
] Store at 20°C 10 25°C (B8°F 1o TT°F);
= * excursions permitted 15°C 1o 30°C
3 — o Entresto’ | (s¢Fu86F) (see USP Contralied
—] {sscubitrilfalsartsn) | ooy Tomperatare].
Co === i  Protec from meistre.
| — | Keep tis and aldrugs out f the each
e——— ek chidren.
— 24ma/26 Mid, by Lek Pharmaceuticals d..
— e
| == Rx ' Dist. by: Novartts Pharmaceuticals Com.
o —— m“:'m | EastHanover, NJ 07936
N — | www Entresto.com
—= 1-888-ENTRESTO (1-888-368-7378)
w (> NOVARTIS  ©Mowars
E= T | 7111
W= NDC 0078-0777-20 Usual Dosage: See prescribing information.
Store 31 20°C 10 25°C (68°F o T7°F);
Y excursions permitied 15°C1o 30°C
o=@ Entrestor 1 (108 se 5P Cntlled
B S g
= Protect from maisture.
C|:) e :epmmummwmm
'\]= children.
— | Mid. by: Lek Pharmaceuticals d.d.
3 E— Ljubljana 1526, Stovenia
N — y East Hanover, N 07936
O 60 Tablets o Entresto com
— 1-B88-ENTRESTO (1-888-368-7378)
0 ) NOVARTIS © Novarts
1879776 U Il lIJ“ I ”
W= NDC 0078-0777-67 || Usual Dosage: See prescriving information.
I Store at 20°C 1o 25°C (8°F bo T7°F);
8 e ) Entrestos | tacarsions pemitted 1510 30°C
c:o = | Protect from maisture.
O S—— ﬂﬁlqﬂsﬂalmudhm
-q_ I. m
~N —/—— ] | Wi by Lok Pharmaceuticas 4.
3= s s
S | Dist. by: Movartis Pharmaceticals Corp.
e l—— &"’:’m | EastHanver, 107536
~N -
T : 1-883-ENTRESTO (1-883-368-7378)
-~ U NOVARTIS gy
1879793 US “ Il m | I |

Page 88 of 157

Page 13



£
N

NDC 0078-0696-20

U I|¢|’.9-96‘§“0-9£UU

| 1879829 US

<2 Entresto° T e ot

. Usual Dosage: See prescribing information.

— * Store at 20°C o 25°C (68°F b0 7T°F);
OEEEEN _ Entresto: | Scusionspemitted 15C1030°C
3 e — * (5°F o 86°F) Isee USP Controlied
— tablats * Room Temperature].
(f-' —_— Protectfrom moisture.
g — E:u_usmlmanumm
o .‘ng."mﬂmq | M. by: Lek Phammacuticats d d.
o = L 125, S
| — Rx only *Dis.by: Novrtis Pharmacesticals Corp.
N — 60 Tablets " East Hanover, NJ 07936
L — * www Entresto.com
= 1-B88-ENTRESTO (1-888-366-7378)
Gl th NovarTIS © Novartis
1879824 US IIM!
r |
w=  Usmal
NDC 0078-0696-67 &m T
_ Store sl 10 25°C (BEFho TT°F);

(sacubitril/valsartan) Ao Tomprt.

tablets

I Keep this and all drugs out of e reach
of hideen.
g
Rx on', | & mwm
180 Tablets T v s
U NOVARTIS Showmb

LT

5 ASSESSMENT OF ANDA LABELING AND LABELS (C4)

51 QUALITY INFORMATION (DRUG PRODUCT MOU & BIOPHARMACEUTICS) (C4)
511 DRUG PRODUCT REVIEW (C4)
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Insert screenshot of Labeling portion from drug product review if completed:

Drug Product Review complete

Pre-CRL assessment. Post CRL assessment still pending. However, there are no labeling issues identified.
4/20/2021 DP Assessment: Inadequate-Minor

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

IT *No," explain.

Is the drug product subject of a USP monograph? ] Yes @ No

IT “Yes,” does labeling have accurate USP statement in the DESCRIPTION (for

Rx) or Other Information section of DRUG FACTS (for OTC)?

[ yes [EnNo [0 statement not needed

ITNO, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)

i) Is the information accurate? [ Yes [@ No

If “No," explain.

i)  Are the storage conditions acceptable? [ Yes [ No

IT"No,” explain.

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

Is tamper evident feature provided in the container/closure for the OTC
roducis or Controlied Substance (Cll — CIV) products? B yes [ No
N/A (NOT OTC or Controlled Substance)

IT "No," explain.

For solid oral drug products, only: drug product length(s) of commercial

batch(es):
ANDA Strength Length (MM) Imprint Code
24 mg/ 26 mg 10.00 x 4.00 one side debossed with "M’
and other side debossed
with 'S1'
43 mg/ 51 mg 13.00x5.10 one side debossed with 'M'
and other side debossed
with 'S2"
97 mg/ 103 mg 15.00 x 5.90 one side debossed with 'M'
and other side debossed
with 'S3"

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

5.1.2 DESCRIPTION (C4)
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Table 7: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section

The tablet inactive 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).

Model Labeling

The tablet inactive ingredients are colloidal silicon dioxide, crospovidone,
croscarmellose sodium, magnesium stearate, microcrystalline cellulose and talc.
The film-coat inactive ingredients are hypromellose, titanium dioxide, macrogol,
Previous ANDA Labeling talc and iron oxide red. The film-coat for the 24 mg of sacubitril and 26 mg of
valsartan tablet and 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 also contains iron oxide yellow.

The tablet inactive ingredients are colloidal silicon dioxide, crospovidone,
croscarmellose sodium, magnesium stearate, microcrystalline cellulose and talc.
The film-coat inactive ingredients are hypromellose, titanium dioxide, macrogol,
talc and iron oxide red. The film-coat for the 24 mg of sacubitril and 26 mg of
valsartan tablet and 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 also contains iron oxide yellow.

Current ANDA Labeling

Reviewers Assessment:
Acceptable: No changes noted.

5.1.3 HOW SUPPLIED/STORAGE AND HANDLING (C4)

Table 8: Comparison of Model Labeling to ANDA Labeling

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 as described below.

Tablet Color Debossment NDC i 0078-XXXX-XX

Sacubitril/Valsartan “NVR"and | Bottle of 60 Bottle of 180
Model Labeling

24 mg/26 mg Violet white | LZ 0659-20 0659-67

49 mg/51 mg Pale yellow | L1 0777-20 0777-67

97 mg/103 mg Light pink | L11 0696-20 0696-67

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

Sacubitril/valsartan tablets are available as unscored, oval shaped, 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 as described below.

Previous ANDA Labeling
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Table 8: Comparison of Model Labeling to ANDA Labeling

Tablet Color Debossment NDC # 69539-XXX-XX
Sacubitril/Valsartan "M and Bottle of 60 Bottle of 180
24 mg/26 mg Purple S1 166-60 166-18
49 mg/51 me Light s2 167-60 167-18
yellow
97 mg/103 mg Light 53 168-60 168-18
pink

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

Current ANDA Labeling

Sacubitril/valsartan tablets are available as unscored, oval shaped, 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 as described below.

Tablet Cuolor Debossment NDC # 69530 XXX XX

Sacubitril/Valsartan “M” and Bottle of 60 Bottle of 180

24 mg/26 mg Purple s1 166-60 166-13

49 mg/51 mg Light §2 167-60 16718
yellow

97 mg/103 mg ]I;;il.l 53 168-60 168-18

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

Reviewers Assessment:
Acceptable: No changes noted. We do note that the RLD has a slightly different
storage temperature. |

(b)(4)

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

Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements

Previous ANDA Labeling

Name and Address on
ANDA Prescribing
Information

Manufactured by:

MSN Laboratories Private Limited
Telangana — 509 228,

INDIA

Distributed by:

MSN Pharmaceuticals Inc.
Piscataway, NJ 08854 -3714
Issued on: 03/2021

Current ANDA Labeling

Name and Address on

| Manufactured by:
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Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements

ANDA Prescribing
Information

MSN Laboratories Private Limited
Telangana — 509 228,
INDIA

Distributed by:

MSN Pharmaceuticals Inc.
Piscataway, NJ 08854 -3714
Issued on: 12/2021

Reviewers Assessment:
Acceptable: No changes noted.

Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements

Manufactured by

Manufactured for Distributed by Distributed for

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

Reviewer Assessment:
Deficiency N.O
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 lettering 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 X Dosage statement,
O R 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 = Medication Guide Pharmacist instructions [21 CFR 208.24(d)].
O = Controlled Substance Symbol.
O X Image of drug product represents the true size, color, and imprint.
O X Yellow #5 (tartrazine) warning statement is properly displayed.
O X Alcohol is properly listed [21 CFR 201.10(d)(2)].
O X Latex warning statement is properly displayed [21 CFR 801.437.].
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 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:
= 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
201.13)].
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. No

Deficiency Deficiency

O = Tamper evident (controlled substances) requirements are met.
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:

0 = 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:

The 10/30/2019 container labels were determined adequate. Those labels will be attached to this review for
completeness.

Deficiency Comments:

5.3 PRESCRIBING INFORMATION (C4)

Reviewer Assessment:
No
Deficiency
HIGHLIGHTS:
O X 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)

Yellow #5 (Tartrazine) (21 CFR 201.20)
[Phenylalanine/aspartame (21 CFR 201.21)
Matex (21 CER 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
201.1(1)].

HOW SUPPLIED/STORAGE and HANDLING/MANUFACTURER:

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. Please

Deficiency

O
=

H

O|[@;|f o) oo oo ool oo
R R | R IHRRSNR R (R

4

Oojo|o
X (=

X
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Deficiency Deﬁ';li: ncy
enter Reviewer/Deficiency Comments if you select Deficiency.
O = Patgr)t!exclusivity carve out is acceptable. Please enter Reviewer/Deficiency Comments if you select
Deficiency.
= O Prescribing Information is the same as the_ model |abeling, e?(cept for differenges allowed under 21 CFR
314.94(a)(8). Please enter Reviewer/Deficiency Comments if you select Deficiency.
| Reviewer Comments:

(0)(4)

Deficiency Comments:

Deficiency # 1 HIGHLIGHTS:
_ i. Indications and Usage: Revise to read, "to reduce the risk of
Created in C4 cardiovascular death and hospitalization for heart failure in adult patients

with chronic heart failure and reduced ejection fraction (1.1).".

Prescribing Information

(b)(4)
Response / Assessment;
Deficiency # 2 INDICATIONS AND USAGE:
_ i. Revise to read, "Sacubitril and valsartan is indicated to reduce the risk of
Created in C4 cardiovascular death and hospitalization for heart failure in adult patients

with chronic heart failure and reduced ejection fraction.”.
ii. Retain the sentence, "LVEF is a variable measure, so use clinical
judgment in deciding whom to treat [see Clinical Studies (14.1)].".

Prescribing Information

Response / Assessment;

Deficiency # 3
Created in C4

(b)(4)

Prescribing Information
Response / Assessment:

Deficiency # 4

Created in C4 (b)(4)

Prescribing Information
Response / Assessment:

5.4 OTHER PATIENT LABELING (C4)
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Reviewer Assessment:

Deficiency his
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:

Deficiency Comments:

Deficiency # 1 At the end of the list of inactive ingredients, include, "Prepared sacubitril
and valsartan oral suspension also contains Ora-Sweet SF® and Ora-
Plus.®". Additionally, include the disclaimer, "All brand names listed are
the registered trademarks of their respective owners. ".

Created in C4

Patient Information Leaflet
Response / Assessment:

6 COMMENTS/CONSULTS FOR OTHER DISCIPLINES (C4)

Alabeling 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 (i.e. solid or semi-solid mass in stool)

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)

O|Ojo(ojo|o(ojoo|a

Reviewer Comments:

(b)(4)

Deficiency Comments:
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2 Betty

5/ Turner

Digitally signed by Wan Lee
Date: 4/26/2022 03:52:23PM
GUID: 582a2cfa001b51dba58dfaf180bcd09a

Digitally signed by Betty Turner
Date: 4/27/2022 08:42:08AM
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 | April 19, 2021

ANDA Number(s) | 213748

Review Number | 3

Applicant Name | MSN Laboratories Private Limited

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

Proposed Proprietary Name | NA

Submission Received Date | March 17, 2021 (Labeling Amendment — RLD Update)

Primary Labeling Reviewer | Wan Lee, PharmD

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
[] Major Deficiency’ — Refer to Labeling Deficiencies and Comments for Letter to Applicant
TTheme - 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 & 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 based on your submission received March 17, 2021:

GENERAL COMMENT

(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 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 (add date)

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.

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.
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1.3 POST APPROVAL REVISIONS

These comments will be addressed post approval (in the first labeling supplement review).
Click here to enter text.
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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:
Regulatory History
A Major CR was issued on 6/8/2020 with deficiencies in Quality, Biopharmaceutics, and Facility.

OTHER DISCIPLINE REVIEWS
3/10/2021 Biopharmaceutics Assessment — Adequate

3/16/2021 Drug Quality Recommendation — CR — Minor

Submission(s) Assessed Document Date Discipline(s) Affected
CRO1 8/19/2020 Quality
Amendment-Response to DRL 212712020 Quality
Original 7/8/2019 All
Labeling-Response to Discipline 10/30/2019 Labeling
Review Letter”

*Preparation of oral suspension added in label to be in line with RLD, but no supporting quality
information provided

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? i Yes [ No
If “No,” explain.

Is the drug product subject of a USP monograph? [l Yes & No

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

Elyes [EINo [ 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? [ Yes [B] No
If “No,” explain.
iy  Are the storage conditions acceptable? i 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
roducts or Controlled Substance (Cll — CIV) products? [] Yes [ No
N/A (NOT OTC or Controlled Substance)

If “No,” explain.
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For solid oral drug products, only: drug product length(s) of commercial

batch(es):
ANDA Strength Length (MM) Imprint Code
24 mg/ 26 mg 10.00 x 4.00 one side debossed with 'M'
and other side debossed
with 'S1'
49 mg/ 51 mg 13.00x 5.10 one side debossed with 'M'
and other side debossed
with 'S2"
97 mg/ 103 mg 15.00 x 5.90 one side debossed with 'M'
and other side debossed
with 'S3"

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

3/16/2021 Facilities Assessment — Inadequate - Minor
List Submissions being assessed (Table):

| Document Description (SD #) . Date Received
Original Submission, Seq. 0000 (1) 07/08/2019
CMC Amendment (Response to DRL), Seq. 0005 (6) 02/27/2020

| CMC Amendment (Response to CRL), Seq. 0007 (8); Amend-8 |  08/19/2020
CMC Amendment (Response to IR), Seq. 0008 (9) 08/28/2020

Note: Seq. 0001 (2), 0002 (3), 0003 (4), 0004 (5), and 0006 (7) are not CMC related submissions.

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:

The container labels from the October 30, 2019 submission were determined acceptable. Those labels will be
attached to this review for completeness.

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].
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Reviewer Comments:
Drug Facts

(b)(4)

In this amendment, the Applicant provided revised labeling in accordance to the BPCA carve-out template.

3. LABELING REVIEW INFORMATION AND REVIEWER ASSESSMENT

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

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

If Yes, please explain.

T LT 7 TSI AL TV TR E e BT T T T T =7
Revisa FOA's Draft ragarding oral tablets io recommend that AP
\sameness be astablished by showing that the chemical structure of aach active ingrediant in the finishad
dosagn form of & propossd generc is dentical to the chemical structure of each active ingradient in tha

ce FOA-2019-P-1853 Entresio sacubitrl; valsartan tablats LD, including all lonks bonds; (3] Further raviss the Draft Guidance 1o inchide BE and PK mquirsments 207620

Mo Approval Actions (TA/AP) can be taken prior | Al disciplines can confinue communications (CRL, IR/IDRL);
to contacting Policy Lead GC should contact Policy if related to CP

419/2019 Lauren Ciurca

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

Table 1: Review Model Labeling
(Check the box used as the Model Labeling)

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): 207620/S-018
Supplement Approval Date: 2/16/2021

Proprietary Name: Entresto

Established Name: Sacubitril and Valsartan Tablets
Description of Supplement:

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.

2/16/2021 RPM Review

Proposed Indication in original supplemental submission: to reduce worsening heart failure
(total heart failure hospitalizations and urgent heart failure visits) in patients with chronic heart
failure and preserved ejection fraction

Amended Proposed Indication in original submission: to reduce worsening heart failure (total
heart failure hospitalizations and urgent heart failure visits) in patients with chronic heart failure and
preserved ejection fraction with left veniricular ejection fraction (LVEF) below normal

Final indication: to reduce the risk of cardiovascular death and hospitalization for heart failure
in adult patients with chronic heart failure. Benefits are most clearly evident i patients with left
ventricular ¢jection fraction (LVEF) below normal.

LVEF is a variable measure, so use clinical judgment in deciding whom to treat

Entresto was also being studied in patients with preserved ejection fraction (HFpEF). The pivotal
trial known as PARAGON-HF was a double-blind randomized clinical trial comparing Entresto
200 mg BID to Valsartan 160 mg BID. Eligible patients had symptomatic HFpEF (NYHA class
II-IV) with LVEF > 45% requiring diuretics. Other entry criteria were left ventricular
hypertrophy (LVH) or left atrial enlargement (LAE), and elevated N-terminal-proB-type
natriuretic peptide (NT-proBNP). The primary efficacy endpoint was a composite of total (first
and recurrent) hospitalizations for heart failure and cardiovascular death. Secondary endpoints
were NYHA class, KCCQ, renal composite outcome and all-cause mortality. The trial fell short
of meeting statistical significance, but the Division suggested that the data might support a new
claim. This supplement was submitted proposing a new indication to include HFpEF patients.

[CIMOST 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:
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Table 1: Review Model Labeling
(Check the box used as the Model Labeling)
| DXI TEMPLATE (e.a.. BPCA. PREA, Carve-out):

(b)(4)
[] OTHER (Describe): Click here to enter text.

Reviewer Assessment:

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

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? NO

Reviewer Comments:

(0)(4)

3.3 MODEL CONTAINER LABELS
Model container/carton/blister labels [Source: DARRTS; SUPP-017 approved on 9/10/2020]

4 X
W= NDC 0078-0659-20 Usual Dosage: See prescribing information. | "\
Store at 20°C to 25°C (68°F to 71°F);
O excursions permitted 15°C fo 30°C
3 = @ Entrestor | ET 08 iseeUSP Controled
————A N & Room Temperature]. b
00 =— {:ahfaurhslmllvalsamn}. Prokect o oletie
| — Heep tis and alldnugs outofthe reach \ /
g — of chldren. \\
— Mfd. by: Lek Pharmaceuticals d.d. X
O — GAULTRELEY | (s 156, Snen
| = Rxonly et
I st anover, / \\
O D= G0 Tablets s
1-888-ENTRESTO (1-888-368-7378) o/ \
oo b NOVARTIS © Novartis
1879358 US | | |
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29-6590-8200

[a——
(e =]

--..._ls

(Xl

(%)

=}

L]

—

o

24mg/26mg

Rx only
180 Tablets

Mfd. by: Lek Pharmaceuticals d.d.
Ljubljana 1526, Slovenia

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

- www.Entresto.com

) NOVARTIS

1-888-ENTRESTO (1-888-368-7378)
© Novartis

4 N
W= NDC 0078-0659-67 Usual Dosage: See prescribing information. |

Store at 20°C to 25°C (68°F to 77°F);

_ ' excursions permitted 15°C to 30°C

& Entresto® = (sgFto86°F) [see USP Controlled

Eggf;l;lmmaisanam Room Tamperatl!ra].

Protect from moisture.
Keep this and all drugs out of the reach
of children.

HHH I

\. X
W= NDC 0078-0777-20 Usual Dosage: See prescribing information. \ /
Store at 20°C to 25°C (68°F to 77°F);
- excursions permitted 15°C to 30°C
3 — {Eagl’gl{[ﬁ%?n:m. (59°F to 86°F) [see USP Controlled
— | Room Temperature].
(— tabl
00  mmm— ik Protect from moisture.
é = Keep this and all drugs out of the reach
\l= of children. \ 2
— Md. by: Lek Pharmaceuticals d.d. X
:l‘ co— 43mg/51mg Ljubljana 1526, Slovenia
| — Bx cui Dist. by: Novartis Pharmaceuticals Corp.
N X only East Hanover, N) 07936
O — 60 Tablets www Entresto.com
" 1-888-ENTRESTO (1-888-368-7378)
N U> NOVARTIS © Novartis
1879776 US
\_ X
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[ N
A NDC 0078-0777-67 Usual Dosage: See prescribing information. |
CJ= Store at 20°C to 25°C (68°F to 77°F);

= g ; Entrestoo excursions Pﬂmlmed 15°Cto 30°C
9] — " (sacubitrilfvalsartan)  (59°F to 86°F) [see USP Controlled
00 [ tablets Room Temperature].
. Prom from moisture.
- — Keep this and all drugs out of the reach
~N— of children.
~N — Md. by: Lek Pharmaceuticals d.d.
~N —— RENEEE [ 156 Soven
| = Dist. by: Novartis Pharmaceuticals Co
Rxonl ist. by: Novartis Pharmaceuticals Corp.
3 —— 1 Ta‘;"ets East Hanover, NJ 07936
——— _ www.Entresto.com
P— 1-888-ENTRESTO (1-888-368-7378)
»~ b NOVARTIS g povartis ‘
1879793 US
b
/ | | /]
W= NDC 0078-0696-20 Usual Dosage: See prescribing information. /
Store at 20°C to 25°C (68°F to 77°F);
=} ' Entrectoe | @cursions pernitted 15°Ct0 30°C
O —_— 5 [sanummu\tmsanam ! {59°F tﬂ 36°F) [Sae USP Contl‘olled
~N ——— fablers Room Temperature].
Clb — Protect from moisture.
o = Keep this and all drugs out of the reach
O~ —— ‘of children.
Vo I — 97mg/103mg Mfd. by: Lek Pharmaceuticals d.d.
O\ — 'Ljubljana 1526, Slovenia
| — Rx only Dist. by: Novartis Pharmaceuticals Corp.
N e 60 Tablets East Hanover, NJ 07936
=  www_Entresto.com
1-888-ENTRESTO (1-888-368-7378)
w ) NOVARTIS © Novartis
1879824 US \

\. X
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=
>

Sl B J Usual Dosage:
NDC 0078-0696-67 See prescribing information.
S — Ent tos Sored A0 25 GEFOTTD; ||
— excursions perm °Cto
o — Nresto (59°F to 86°F) [see USP Controlled |
I (sacubitril/valsartan) Room Temperaturel
— Protect from moisture.
O _=—— tablets
(o r——————— Keep this and all drugs out of the reach
Y  — ofchidren /
— Mfd. by: Lek Pharmaceuticals d.d.
r_;\ 97 m g I ] U3 mg Ljubljana 1526, Slovenia /
~ Dist. by: Novartis Pharmaceuticals Corp.
Rx only East Hanover, N 07936 /\
o wiw_Entresto.com \
180 Tablets 1-888-ENTRESTO (1-688-368-7378) |
b NOVARTIS © Novartis \

| 187982905 uum ! ! ! \

3.4 UNITED STATES PHARMACOPEIA (USP)
The USP was searched on 4/19/2021.

Table 2: United States Pharmacopeia (USP)
; Packaging and Storage/Labeling
YES or NO Date (NAM;':'?:E:OT':I: h) Statements
grap (NA if no monograph)
Currently Official NO NA NA
Not Yet Official NO NA NA NA
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:
None

3.5 PATENTS AND EXCLUSIVITIES

The Orange Book was searched on 4/19/2021.

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)

Table 3: Impact of Model Labeling Patents on ANDA Labeling
Date of Labeling Impact
Patent Patent Patent i Patent
B Patent Use Code Definition b Patent Cert | (enter Carve-out
Number Expiration | Use Code Certification Submission or None)
7468390 11/27/2023 v 3/23/20 None
7468390*PED| 05/27/2024
8101659 01/14/2023 v 3/23/20 None
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Table 3: Impact of Model Labeling Patents on ANDA Labeling
8101659*PED| 07/14/2023
8404744 01/14/2023 1\ 3123720 None
8404744*PED| 07/14/2023
8796331 01/14/2023 U-1723 TREATMENT OF HEART FAILURE v 3/23/20 None
8796331*PED| 07/14/2023
8877938 05/2712027 1% 3/23/20 None
8877938*PED| 11/27/2027
0388134 11/08/2026 U-1723 TREATMENT OF HEART FAILURE 1% 3/23/20 None
0388134*PED| 05/08/2027
TREATMENT OF HEART FAILURE WITH
9617226 08/22/2033 | U-3084 PRESERVED EJECTION FRACTION
TREATMENT OF HEART FAILURE WITH
0937143 08/22/2033 | U-3084 PRESERVED EJECTION FRACTION
Reviewer Assessment:
Is the applicant’s “patent carve out” acceptable? NA

Reviewer Comments:

(b)(4)

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

Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling
Labeling
- . Date of Impact
Exc;;:::nty ?cl;:::‘ig? Exclusivity Code Definition Exclusivity Statement Exclusivity (enter
B Submission | Carve-out
or None)
MSN Laboratories Private Ltd commits not to market this
NCE *PED¥ |01/07/2021 NEW CHEMICAL ENTITY product until the expiration of 3/23/2020 None
NCE*PED exclusivity.
NPP 10/01/2022| NEW PATIENT POPULATION With respect to the exclusivity code "NPP *PED"
expiring on April 01, 2023. The.
proposed labeling for the MSN product does notinclude| 3/23/2020 | Carve-out
NPP*PED exclusivity.
LABELING REVISIONS RELATED : :
s 021167202416 cLINICAL STUDIES
* Expired
Reviewer Assessment:

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

Reviewer Comments:

(b)(4)
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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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(b)(4)

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:

Are there changes to the inactives in the DESCRIPTION section or Inactive Ingredients (OTC)? NO

Are there changes to the dosage form description(s) or package size(s) in HOW SUPPLIED or package
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.

Table 5: Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC)

Previous Labeling Review

Currently Proposed

Assessment

The tablet inactive ingredients are colloidal
ilicon dioxide, crospovidone, croscarmellose
dium, magnesium stearate, microcrystalline
llulose and talc. The film-coat inactive
ngredients are hypromellose, titanium dioxide,
acrogol, talc and iron oxide red. The film-coat
or the 24 mg of sacubitril and 26 mg of
alsartan tablet and 97 mg of sacubitril and 103
g of valsartan tablet also contains iron oxide
lack. The film-coat for the 49 mg of sacubitril
nd 51 mg of valsartan tablet also contains iron
xide yellow.

The tablet inactive ingredients are colloidal
silicon dioxide, crospovidone, croscarmellose
sodium, magnesium stearate, microcrystalline

cellulose and talc. The film-coat inactive
ngredients are hypromellose, titanium dioxide,

acrogol, talc and iron oxide red. The film-coat
or the 24 mg of sacubitril and 26 mg of
alsartan tablet and 97 mg of sacubitril and 103

g of valsartan tablet also contains iron oxide
lack. The film-coat for the 49 mg of sacubitril
nd 51 mg of valsartan tablet also contains iron
xide yellow.

Acceptable:
No changes noted.
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Table 6: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products

Previous Labeling Review Currently Proposed Assessment

Sacubitrilfvalsartan tablets are available as unscored, oval  [Sacubitrilfivalsartan tablets are available as unscored, oval
haped, biconvex, film-coated tablets, containing 24 mg of Egaped, biconvey, film-coated tablets, containing 24 mg of
cubitril and 26 mg of valsartan; 43 mg of sacubitril and 51 [sacubitril and 26 mg of valsartan; 49 mg of sacubitril and 51
mg of valsartan; and 97 mg of sacubitril and 103 mg of Img of valsartan; and 97 mg of sacubitril and 103 mg of
valsartan. All strengths are packaged in bottles as described [valsartan. All strengths are packaged in bottles as described

below. pelow.
Tablet Color Debossment NDC # 69530 NNN-NX Tabiet Color Debossment NDC 7 G9530-XXX-XX
Sarba it e— Boitleof60 | Botle of 180 Sacubitril Valsartan "M and Botfle of 60 | Botfle of 180 Accepta ble:
24 mg/26 mg Purple s1 1 6660 166-18 24 mp26 mg Purple 51 166-60 166=18 NO changes nOted<
49 mg/51 mg Light 52 167=60 167-18 49 mg/51 mg Laght 52 167-60 167-18
yellow yellow
97 mg/103 mg Light 53 1 6E-6 168-18 97 mg/103 mg L_ighr 83 168-60 168-18
pink pink

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

Table 7: Manufacturer/Distributor/Packer Statements

Previous Labeling Review Currently Proposed Assessment
anufactured by: anufactured by:
SN Laboratories Private Limited SN Laboratories Private Limited
elangana — 509 228, Telangana — 509 228,
INDIA INDIA Acceptable:
No changes noted.
istributed by: Distributed by:
SN Pharmaceuticals Inc. SN Pharmaceuticals Inc.
Piscataway, NJ 08854 -3714 Piscataway, NJ 08854 -3714

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:
None
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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.

Table 8: Review Summary of Container Label and Carton Labeling
Final or Draft or NA Packaging Sizes Rse::l:iT::lsll;a:e Recommendation
24 mg/26 mg, 49 mg/51 mg and
Container Final 97 mg/103 mg 10/30/2019 Satisfactory
(60s and 180s count bottles)
Blister NA
Carton NA
(Other - specify) NA
Table 9 Review Summary of Prescribing Information and Patient Labeling
Final or Draft or NA Revision Date andl/or Code RSUD.MISSIDH Recommendation
eceived Date

Prescribing Information Draft 312021 311712021 Revise
Medication Guide NA
Patient Information Draft 312021 3/17/2021 Revise
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2 Betty

5/ Turner

Digitally signed by Wan Lee
Date: 4/19/2021 01:43:59PM
GUID: 582a2cfa001b51dba58dfaf180bcd09a

Digitally signed by Betty Turner
Date: 4/19/2021 05:05:45PM
GUID: 508da70600028acef381be737{7836a9
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*##* This document contains proprietary information that cannot be released to the public.*#+V-23

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 | April 9, 2020

ANDA Number(s) | 213748

Review Number | 2

Applicant Name | MSN Laboratories Private 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

March 3, 2020 (Revised labeling BPCA template)
Submission Received Date
October 30, 2019 (Response to Labeling DRL)

Primary Labeling Reviewer | Wan Lee, PharmD

Secondary Labeling Reviewer | Refer to signature page

Review Conclusion

X ACCEPTABLE — No Comments
[] 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 yYes [ No
Combined Insert/Outsert [ ] Yes [X] No (If yes, indicate ANDA number)
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1. LABELING COMMENTS

]

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
submissions received October 30, 2019 and March 3, 2020.
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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.

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.

—
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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:
The below comments are from the labeling review C1 based on the submission dated July 8, 2019.

1. GENERAL COMMENTS

(0)(4)

2. CONTAINER LABEL

a. We note that the RLD does not contain a Medication Guide but rather a Patient Information
leaflet. We also note that in your submission, you have provided a similar document.

(b(4)

b. Revise the | > statement to read “Each film-coated tablet
contains XX mg of sacubitril and XX mg of valsartan.”| .. |

c. We recommend revising your storage statement to read, “Store at 25°C (77°F); excursions

permitted between 15°C to 30°C (59°F to 86°F) [see USP Controlled Room Temperature].

Protect from moisture.” (note revise “to” to “between”).

Response:
We acknowledge the reviewer comments (2.a, 2.b and 2.c). In accordance to the reviewer’s

recommendations, we have revised container labels. The revised container labels and annotated

Reviewer Comments:
This is acceptable and this is consistent with their PL.

3. PRESCRIBING INFORMATION

5|Page

a. There should not be white space between “HIGHLIGHTS OF PRESCRIBING

INFORMATION” and the Highlights statement.
b. HIGHLIGHTS and FULL PRESCRIBING INFORMATION: In the boxed warning, revise
|  to the drug product, “sacubitril and valsartan tablets”.

(b)(4)
d. DOSAGE FORMS AND STRENGTHS: To align with the RLD, we recommend including
“unscored” as a characteristic of the drug product.
e. USE IN SPECIFIC POPULATIONS, Lactation: In the last sentence of the “Data” subsection,
ensure there is a space between “of valsartan”.
f. HOW SUPPLIED:
i. To align with the RLD, we recommend including “unscored” as a characteristic of the
drug product.
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ii. We recommend revising your storage statement to read, “Store at 25°C (77°F);
excursions permitted between 15°C to 30°C (59°F to 86°F) [see USP Controlled Room

Temperature].”. Retain all other information.
Response:
We acknowledge the reviewer comment. In accordance to the reviewer’s recommendations [3.a, 3.b,
3.¢c,3.d, 3.e and 3.f (i, 11)] Prescribing Information has been updated.

Reviewer Comments:
This is acceptable.

4. PATIENT INFORMATION

a. We recommend revising your established name to “Sacubitril and Valsartan Tablets” to be
consistent throughout your labeling.

b. Revise your proposed pronunciation of the non-proprietary name to conform to the phonetic
pronunciation in the current USP Dictionary of USAN and International Drug Names (sak ue
bi tril and val sar’ tan).

c. To separate each section, we recommend using boxes or white space for easy readability.

Please refer to RLD.

d. 1
¢ (b)(4)

Response:

We acknowledge the reviewer comment. In accordance to the reviewer’s recommendations (4.a, 4.b, 4.¢
and 4.d Patient information 1s updated.

r

Reviewer Comments:
This is acceptable.

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:
None

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].
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Reviewer Comments:
Drug Facts:

(b)(4)

3. LABELING REVIEW INFORMATION AND REVIEWER ASSESSMENT

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

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

If Yes, please explain.

FDAto: (1) Require ANDAs that ref ENTRESTO to demonstrate AP|
sameness; (2) Revise FDA's Draft Guic qarding A
tablets to that API be i by ing that the
structura of each active ingredient in the finlshed dosage form of a proposed genaenc is
[ | to the chemi of each active ingredient in the RLD, including all ionic
cP |FDA-2019-P-1893 | Entresto I sacubitril; valsartan tablets bonds; (3) Further revise the Draft Guidance to include BE and PK requirements. | 207620

oral

All disciplines can cominue communications
{CRL, R/DRL);
CC should contact Policy if related to CP

No Approval Actions (AP/TA) can be
taken prior to contacting Policy Lead

M
41192019 | BurnsRath

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

Table 1: Review Model Labeling
(Check the box used as the Model Labeling)

[ IMOST 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/S-013

Supplement Approval Date: October 1, 2019

Proprietary Name: Entresto

Established Name: sacubitril/valsartan 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

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:
Supplement-016 (CMC CBE-30); Approved 2/20/2020:

(b)(4)

[IMOST 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:

D<I TEMPLATE (e.a.. BPCA. PREA. Carve-out):

(b)(4)

[] OTHER (Describe): Click here to enter text.

Reviewer Assessment:

Is the Prescribing Information or Drug Facts Labeling (OTC) same as the model labeling, except for differences
allowed under 21 CFR 314.94(a)(8)? YES

Are the specific requirements for format met under 21 CER 201.57(new) or 201.80(old), or 201.66 (OTC)? YES
Does the Model Labeling have combined insert labeling for multiple dosage forms? NO

Reviewer Comments:
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(b)(4)

3.3 MODEL CONTAINER LABELS

Model container/carton/blister labels [Source: DARRTS; CMC SUPPL-16; approved 2/20/2020]

24 mg/26 mg tablet Container Labels

/ | N
= e Usual Dosage: See prescibing information.
oo™ Som a2 o 57 68F b TT)
excursions permitted 15°C to 30°C
o I(!ﬁoth? 86°F) [usan }ISP Controlled
Entrestoo m Temperature].
"~ (sacublirilvalsartan)  Protect from moisture.
tablats Keep this and all drugs out of the reach
of children.
ot tuig P
24mg/26mg 637461 Singapore )
% g;a: Nowr?Js Ol;lggacmcais Comp.
Rx only 0,
www.Entresto.com
28 Tablets 1-888-ENTRESTO (1-888-368-7378)
' ©Novartis 0078-9659-50
U5 NOVARTIS
1825772 LSS |
\ F
F —— 3
= NDC 0078-0659-20 Usual Dosage: See prescribing information!
Store at 20°C to 25°C (68°F to 77°F);
O excursions permitted 15°C to 30°C
SR
T EEm e | Predimmin
Keep this and all drugs out of the reach
g= of children.
—_— Mid. by: Novarfis Singapore Pharmaceutical
tg — GUNEEI | yondactuingPee 1o, 637461 Sngzpor
|  —— Rx ol Dist. by: Novartis Pharmaceuticals Corp.
N — y East Hanover, N 07936
| _ 1-888-ENTRESTO (1-888-368-7378)
0o b NOVARTIS © Novartis
1826195 US
\ y,
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W= NDC 0078-0659-67 Usual Dosage: See prescribing information.
Store at 20°C to 25°C (68°F to 77°F);
o excursions permitted 15°C to 30°C
o &fF Entresto® | (5e°F 1o86°F) fsee USP Controlled
~ mﬂ""m * Room Temperature].
0o Protect from moisture.
| Keep this and all drugs outofthe reach
g of children.
Mid. by: Novartis Singapore Pharmaceutical
\\3 Mmuht:ctuﬁng Pte. lﬂﬁ? 637461 Singapore
{ Rx only gﬁhﬁwmatﬁg?;nﬁmuﬁcab Corp.
o — Ver,
N\ — 100 Tatvers www_Entresto.com
] —— 1-888-ENTRESTO (1-888-368-7378)
w (> NOVARTIS © Novartis
182619705 II—I—I—I—IJ

49 mg/51 mg tablet Container Labels

[ i )
ici Usual Dosage: See prescribing information.
e |
excursions permitted 15°C to 30°C
N 4 m Temperature].
: mﬁ?ﬁtﬁm mmmMm

tablets ’ Keep this and all drugs out of the reach

ﬁ“ﬁ” Novartis Singapore
. OY: |

Phamaceutical Manufacturing Pte. Ltd.,

43mg/51mg 637461 Singapore
Dist. by: Novartis Pharmaceuticals Corp.
East Hanover, NJ 07936

Rx only www.Entresto.com
1-888-ENTRESTO (1-888-368-7378)

i abins . ©Novartis 0078-9777-50

U> NOVARTIS
1826194 USS I_””_I_I
R
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T

¥/

e
oo
i
o
—
S
| —
o

W= 1 NpC 0078-0777-20 Usual Dosage: See prescribing information.
Store at 20°C to 25°C (68°F to 77°F);
O — & excursions permitted 15°C to 30°C
O ) Eg.tnrrﬁto‘ (59°F to 86°F) [see USP Controlled
S — | Room Temperature
oo E Protect from moisture.
é’ Keep this and all drugs out of the reach
N —— of chirn.
— Mfd. by: Novartis Singapore Pharmaceutical
N = | KELEBLER  VanacuingPte Ld, 63461 Sreapor
| — Dist. by: Novartis Pharmaceuticals Corp.
E—— I East Hanover, N 07036
O m— 60 Tablets www.Entresto.com
1-888-ENTRESTO (1-888-368-7378)
0 (> NOVARTIS  ©Noats
1826198 US
A
 _ |
W= NDC 0078-0777-67 Usual Dosage: See prescribing information
Store at 20°C to 25°C (68°F to 77°F);
L4 excursions permitted 15°C to 30°C
v E.';'.‘FEF.,EHM. (59°F to 86°F) [see USP Controlled
tablets Room Temperature].
Protect from moisture.

49ma/5img

Rxonly
180 Tablets

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

Mid. by: Novartis Singapore Pharmaceutical
Manufacturing Pte. Ltd., 637461 Singapore
Dist. by: Novartis Pharmaceuticals Corp.
East Hanover, NJ 07936
‘www.Entresto.com

& NovARTIS

__© Novartis

1-888-ENTRESTO (1-888-368-7378)
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97 mg/103 mg tablet Container Labels

( |
= NDC 0078-0696-20 Usual Dosage: See prescribing information,
E Store at 20°C to 25°C (68°F to 77°F);
Ko ” -excursions permitted 15°C to 30°C
F ENresto® F et t8er isee SP Conroled
tablers Room Temperature].
Protect from moisture.
I Keep this and all drugs out of the reach
of children.
97mg/103mg Mfd. by: Novartis Singapore Pharmaceutical
Manufacturing Pte. Ltd., 637461 Singapore
| Rx only Dist. by: Novartis Pharmaceuticals Corp.
60 Tablets East Hanover, NJ 07936
. www.Entresto.com
1-888-ENTRESTO (1-888-368-7378)
b NOVARTIS  ohNovar
826201
L

'8 .
= i o Usual Dosage:

ﬁ NDC 0078 0696 67 See prescribing information.
8: -, E t t ® Store at 20°C to ﬁ;ﬁ gsﬁﬂgthggo‘;ﬂ:
— excursions perm 0

= TR n r .eS O (59°F to 86°F) [see USP Controlled
: (sacubitril /valsartan) oo Tnperatre]
-k tablets o MO
o Keep this and all drugs out of the reach
g — of children.
E Mid. by: Novartis Singapore
o —— 97mg/103mg Phamaceutical Manufactuing e Ltd.
A e 637461 Singapore
_— Rx Ollly Dist. by: Novartis Pharmaceuticals Corp.
00 East Hanover, NJ 07936
180 Tablets i Enfesto.com
1-888-ENTRESTO (1-888-368-7378)
(b NovARTIS @ Novartis
1826202US |

.

Model container/carton/blister labels [Source: DARRTS; ANRPT-3; submitted 8/30/2018]
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1

(ss0g 3un3unag orx or)
s1ageL 001
fpoxy

gz /3wy

$18|qel (UeJIeS[eA/|1IIqNOES)
«0)SajU3 &

SE-E50-8L00 00N

Usual Dosage: See prescribing information.
Store at 25°C (77°F); excursions permitted to

15°Cto 30°C (59°F to B6°F), [see USP controlled
room temperature]. Profect from moisture.

NDC 0078-0659-35

This package is for in-institution use only,
s contents are NOT CHILD-RESISTANT.
Do not distribute for household use.

QEntresto~

(sacubitril/valsartan) fablets

Kaap this and all drugs out of the reach of childran. — =
2 2dmg/ 26 mg
Mfd. by: Novartis Singapora Pharmaceutical a
Manufacturing Pte. Lid. B
Singapore _E
Dist. by: Novartis Pharmacauticals Carp. " E PACKAGENOT CHILD-RESISTANT
B N = & IN-INSTITUTION USE ONLY
www.Entresto.com 2 =
1.981-ENTRESTO (1 488.368.7578) = S)
Eo = g Rx only
9 .m = 5 100 Tablets
lllllj”ll I!l g E_g £ (10 x 10 Count Unit Dose)
E = .
% 0o78-0659-35 2 8 32 = -
v [+] o sz,
S Novartis 120752 USH 2 w g ]
o U NOVARTIS

GTIN: (0300780858352
EXP/LOT
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(9s0q 3N} 0T X O1)
S}qEL00T
foxy

SI8]qe (UeliesieA/|iignaes)
L0]SaNUI Y

SE-LL0-8L00DON

Usual Dosage: Ses prescribing information.

Store at 25°C (77°F); excursions permitted to
15°C to 30°C (59°F to B6°F), [sen USP control led
room temperature]. Protect from moisture.

This package is for in-institution use only,
8s contents are NOT CHILD-RESISTANT.
Do not distribute for housshold use.

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

Mid, bry: Novartis Singapore Pharmaceutical
Manufacturing Pte. Ltd.
637461 Singapore

Dist. by: Movartis Pharmaceutical s Corp.
East Hanover, NJ 07936

www.Entresto.com
1-288-ENTRESTO (1-888-368-7378)

4 llon-!!n-z!l 3

© Novartis 120753 USH

NDC 0078-0777-35

(sacubitril/valsartan) tablets

QEntresto™

20
v
)

o
=5
=5

Rxonly 100 Tablets (10 x 10 Court Unit Dose)

NDC 0078-0777-35

@QEntresto™

(sacubiril/valsartan) tablets

49mg /51 mg

PACKAGE NOT CHILD-RESISTANT
IN-INSTITUTION USEONLY

Rx only
100 Tablets
(10 x10 Court Unit Dose)

Gl

Shown achul see.

U NOVARTIS

GTIN: DO3DOTBO77 7353
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(es0q 3un Juno) O X 0D

32181 00T
foxy

W goT/duwig

§18|qe! (uelies|ea/jiuignaes)

.0JSaNUTQ

GE-9690-8.400 JON

Usual Dosage: See prescribing information.

Stora at 25°C (77°F); excursions permitted to
15°C to 30°C (58°F to 86°F), [see USP controlled
room temperature]. Protect from moisture.

Do not distributs for housshold use.

This peciage is for in-institution use only,
s contents are NOT CHILD-RESISTANT.

NDC 0078069635

@Entresto~

(sacubitrilfvalsartan) tablets

Keap this snd all drugs out of the reach of childran.
Mid. by: Novartis Singapore Pharmacauical g 97mg/ 103 mg
Manufacwring Pin. Lid. =
£374E1 Singapara £
Dist by: Novartis Pharmaceuhosls
Fotr g} . 2 E PACKAGE NOT CHILD-RESISTANT
e Eirlonors = g IN-INSTITUTION USE ONLY
1-888-ENTRESTO (1-888.368-7378) A “é a
= Rxanly
" e} = £ 100 Tablets
l!l!!l""lj“ gg 3 g (10 x10 Count Unit Dose)
E =
t Bo78-0696-23 7 -EE > il
@ Novarfis 120754 USH =] § ~ -E Shown achml sire.
g Ll = &
° th NOVARTIS
GTIN: 0300780808357
EXPROT

3.4 UNITED STATES PHARMACOPEIA (USP)

The USP was searched on 4/9/2020.

_— Monograph Title Packaging and Storage/Labeling
or NO (NA if no monograph) Statements
(NA if no monograph)
Currently Official NO NA NA
Not Yet Official NO NA NA
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:
None
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3.5 PATENTS AND EXCLUSIVITIES

The Orange Book was searched on 4/9/2020.

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)

Table 3: Impact of Model Labeling Patents on ANDA Labeling
Date of Labeling Impact
Patent Patent Patent - Patent
e Patent Use Code Definition T Patent Cert | (enter Carve-out
Number Expiration | Use Code Certification Subhilesion ( or None)
7468390 2023-11-27 \Y; 3/23/20 None
7468390*PED| 2024-05-27
8877938 | 2027-05-27 [\ 3/23/20 None
8877938*PED| 2027-11-27
8796331 2023-01-14 U-1723 TREATMENT OF HEART FAILURE 1\ 3/23/20 None
8796331*PED| 2023-07-14
8404744 | 2023-01-14 [\ 3/23/20 None
8404744*PED| 2023-07-14
9388134 | 2026-11-08 U-1723 TREATMENT OF HEART FAILURE [\ 3/23/20 None
9388134*PED| 2027-05-08
8101659 2023-01-14 [\ 3/23/20 None
8101659*PED| 2023-07-14
Reviewer Assessment:
Is the applicant’s “patent carve out” acceptable? NA

Reviewer Comments:

None

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

Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling
- - Date of Labeling Impact
Exclusivity | Exclusivity | o, . civity Code Definition Exclusivity Statement Exclusivity | (enter Carve-out
Code Expiration 3
Submission or None)
MSN Laboratories Private Ltd commits not to
NCE 71712020 market this product until the expiration of the 7/8/2019 None
; ; above exclusivity.
Wew: Chenical Exily MSN Laboratories Private Ltd commits not to
NCE *PED 11712021 market this product until the expiration of 3/3/2020 None
NCE*PED exclusivity.
With respect to the exclusivity code "NPP *PED"
NEF 1Bilinz expiring on April 01, 2023. The.
New Patient Population proposed labeling for the MSN product does not 3/3/2020 Carve-out
i include infermation associated with the
NPP*PED | 4/1/2023 NPP*PED exclusivity.
Reviewer Assessment:

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

Reviewer Comments:

16|Page

Page 131 of 157




The Applicant revised their labeling accordingly to the BPCA model template that was provided to them. They
stated that they plan on carving-out the NPP *PED exclusivity. Since the NPP and NPP *PED are associated,
we interpret that the NPP exclusivity will be addressed the same way as the NPP *PED exclusivity.

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:

Are there changes to the inactives in the DESCRIPTION section or Inactive Ingredients (OTC)? NO
Are there changes to the dosage form description(s) or package size(s) in HOW SUPPLIED or package
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.

Table 5: Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC)

Previous Labeling Review Currently Proposed Assessment

Sacubitrl and valsartan tablets are available as film-costed tablets for oral adnunistrati Sacubitril and val tablets are lable as fil ated tablets for oml administration,
containing 24 mg of sacubitril and 26 mg of valsartan; 49 mg of sacubitril and 51 mg of valsartan; | contaming 24 mg of sucubitril and 26 mg of valsartan: 49 mg of sacubitn] and 51 mg of valsartan;
and 97 mg of sacubitril and 103 mg of valsartan. The tablet inactive ingredients are colloidal | and 97 mg of sacubitril and 103 mg of valsartan. The tablet inactive ingredients are colloidal Acceptable:
silicon dioxide, crospovidone, llose sodium, fum stearate. microcrystalline | silicon dioxide, crospovidone, llose sodium, magnesium stearate, wstalli
cellulose and tale. The film-coat innctive ingredients are hypromellose, titanium dioxide, | cellulose and tale. The fil innctive di are | 11 titonium  dioxade, NO noted Changes.
macrogol, tale and iron oxide red. The film-coat for the 24 mg of sacubitril and 26 mg of | macrogol. tale and iron oxide red. The film-coat for the 24 mg of sacubitril and 26 mg of
valsartan tablet and 97 mg of sacubitril and 103 mg of valsartan tablet also contains iron oxide | valsartan tablet and 97 mg of sacubitril and 103 mg of valsartan tablet also contains iron oxide
black, The film-coat for the 49 mg of sacubitnl and 31 mg of valsartan tablet also contains iron | black. The film-coat for the 49 mg of sacubitril and 51 mg of valsartan tablet also contains iron
oxide vellow. oxide yellow,

Table 6: Gnm_p‘aﬁson of HOW SUPPLIED Section or Packaging Sizes for OTC Products

Previous Labeling Review Currently Proposed Assessment

Sacubitril valsartan tablets are available as wnseored, oval shuped, biconves, flm-coated tablets,
contaming 24 mg of sacubitril and 26 mg of valssran: 49 mg of sacubitril and 51 mg of valsartan;
and 97 mg of sacubitril and 103 mg of valsartan, All sirengths are packaged in botiles as

deseribed below.
Tublet | Colar | T— NI # R KXN- XX
| Sacibiril Valsartan M and | Botleof 60 | Banle of 5D Acceplable
Hugtswe | P st B Revised as requested.
(b) (4) 19 mp$1 mp !1.@1\1 5 16740 16718
| yeliow
| 9% pug 105 myg | Light 5] 1RG0 16818
| piak
Store 0t 25°C (T7°F), excursions penmitied between 15°C to 30°C (39°F 1o 86°F) [see USP
C lled Room Temy 1, Protect fi i

Table 7: Manufacturer/Distributor/Packer Statements
Previous Labeling Review Currently Proposed Assessment
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Table 7: Manufacturer/Distributor/Packer Statements

Manufactured by:

Telangana — 509 228,
INDIA

Distributed by:

MSN Pharmaceuticals Inc.
Piscataway, NJ 08854 -3714

MSN Laboratories Private Limited

Manufactured by:

MSN Laboratories Private Limited
Telangana — 509 228,

INDIA

Distributed by:

MSN Pharmaceuticals Inc.
Piscataway, NJ 08854 -3714

Acceptable:
No noted changes.

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:
None

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.

Table 8: Review Summary of Container Label and Carton Labeling

Final or Draft or NA Packaging Sizes Riz:iT:lsll; ail " Recommendation
24 mg/26 mg, 43 mg/51 mg and
Container Final 97 mg/103 mg 10/30/2019 Satisfactory
(60s and 180s count bottles)
Blister NA
Carton NA
(Other - specify) NA
Table 9 Review Summary of Prescribing Information and Patient Labeling

Final or Draft or NA Revision Date and/or Code Riz:iT:lsllJo ail A Recommendation
Prescribing Information Draft 32020 3/3/2020 Satisfactory
Medication Guide NA
Patient Information Draft 312020 3/3/2020 Satisfactory
SPL Data Elements 312020 3/3/2020 Satisfactory
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2 Betty

5/ Turner

Digitally signed by Wan Lee
Date: 4/23/2020 06:59:03AM
GUID: 582a2cfa001b51dba58dfaf180bcd09a

Digitally signed by Betty Turner
Date: 4/23/2020 07:39:29AM
GUID: 508da70600028acef381be737f7836a9
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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 | September 9, 2019

ANDA Number(s) | 213748

Review Number | 1

Applicant Name | MSN Laboratories Private 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 | Wan Lee, PharmD

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
(] 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/Outsert [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 September 9, 2019, based on your submission received
July 8, 2019:

1. GENERAL COMMENTS
We note that the most current model labeling approved for your proposed drug product is not
being used according to 21 CFR 314.94(8)(iv). Refer to Drugs@FDA: FDA Approved Drug
Products, NDA 207620/S-013 approved on October 1, 2019, and revise accordingly.

2. CONTAINER LABEL
a. We note that the RLD does not contain a Medication Guide but rather a Patient
Information leaflet. We also note that in your submission, you have provided a similar
document. "

b. Revise the b E}ltement to read “Each film-coated

tablet contains XX mg of sacubitril and XX mg of valsartan.” (note hyphen).

c. We recommend revising your storage statement to read, “Store at 25°C (77°F);
excursions permitted between 15°C to 30°C (59°F to 86°F) [see USP Controlled Room
Temperature]. Protect from moisture.” (note revise “to” to “between”).

3. PRESCRIBING INFORMATION
a. There should not be white space between “HIGHLIGHTS OF PRESCRIBING

INFORMATION” and the Highlights statement.
b. HIGHLIGHTS and FULL PRESCRIBING INFORMATION: In the boxed warning, revise
| i to the drug product, “sacubitril and valsartan tablets”.

C.

(b)(4)

d. DOSAGE FORMS AND STRENGTHS: To align with the RLD, we recommend
including “unscored” as a characteristic of the drug product.
e. USE IN SPECIFIC POPULATIONS, Lactation: In the last sentence of the “Data”
subsection, ensure there is a space between “of valsartan”.
f. HOW SUPPLIED:
i. To align with the RLD, we recommend including “unscored” as a characteristic of
the drug product.
ii. We recommend revising your storage statement to read, “Store at 25°C (77°F);
excursions permitted between 15°C to 30°C (59°F to 86°F) [see USP Controlled
Room Temperature].”. Retain all other information.

4. PATIENT INFORMATION
a. We recommend revising your established name to “Sacubitril and Valsartan Tablets” to
be consistent throughout your labeling.
b. Revise your proposed pronunciation of the non-proprietary name to conform to the
phonetic pronunciation in the current USP Dictionary of USAN and International Drug
Names (sak ue' bi tril and val sar' tan).
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c. To separate each section, we recommend using boxes or white space for easy
readability. Please refer to RLD.
d.

(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 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.

Il

2. LABELING REVIEW INFORMATION

2.1 REGULATORY INFORMATION
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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.

Requests FDA to: (1) Require ANDAs that reference ENTRESTO to demonstrale AP| sameness;
(2) Revise FDA's Draft Guid: fing sacubitrilival oral tablets to

recommend that APl sameness be established by showing that the chemical structure of each
active Ingredient in the finished dosage form of a proposed genedc Is identical to the chemical
structure of each active ingredient in the RLD, including all jonic bonds; (3) Furher revise the
cP |FDA-2019-P-1893 | Entrasio | __sacubitril, valsartan tablets | Draft Guidances to include BE and PK requiramants. | 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)

Table 1: Review Model Labeling for Prescribing Information, Patient Labeling, or Drug Facts Labeling (OTC)
(Check the box used as the Model Labeling)
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/S-013
Supplement Approval Date: October 1, 2019

Proprietary Name: Entresto

Established Name: sacubitril/valsartan 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
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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Table 1: Review Model Labeling for Prescribing Information, Patient Labeling, or Drug Facts Labeling (OTC)
(Check the box used as the Model Labeling)

OTHER IMPORTANT INFORMATION:

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

(b)(4)

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

Supplement 9 to 12 (CMC supplements): APPROVED (CR supplement 11)
No submission of labels; no impact on labeling.

[] 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 text.

[C] OTHER (Describe):

2.2.2 MODEL CONTAINER LABELS

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

sual Dosage: See prescribing mfonnahoﬁ

= | NDC 0078-0659-67
= 4 Entre sto® armitto 1016° (a30°C (50°F 10 B6F)
mo ~ [see USP controlled room temperature]
29 (sacubitril/valsartan) rotect from moisture.
= ; v 1ablets e s andall drugsaut o e reh
9 _
S O . Novartis Si ;
v 24mg/26mg facuing o L 637461 Sngapars
21 Rx onl ist. by: Novartis Pharmaceuticals Corp.
2 o y ast Hanover, NJ 07936
e N 180 Tablets Entresto.com
1-888-ENTRESTO (1-888-368-7378)
() NOVARTIS artis 121253 US /)
= 4
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- Physician Sample E‘;lal [iogsazgg;e f;smbmgimomon\
= Not for Sale ermitted o 15°C to 30°C (9°F to 86°F),
® Lsee USP controlled room temperature].
Entre Sto rotect from moisture.
(sacubitril/valsarran) [ gy

tablets

24mg/26mg

Rxonly 28 Tablets

U NOVARTIS

|
fd. by: Novartis Singapore Pharmaceutical
anufacturing Pte. Ltd., 637461 Singapore

ist. by: Novartis Pharmaceuticals Corp.
East Hanover, NJ 07936
.Entresto.com
-888-ENTRESTO (1-888-368-7378)

©Novartis _0078-9655-50 121137 USS //

g 7

1O71/dX3 "' o=

80265908200€00 ‘NILD
{ 02-6590-8200 &

| Entrestoe

NDC 0078-0659-20

(sacubitril/valsartan)
tablets

24mg/26mg

Rx only
60 Tablets

b NOVARTIS

sual Dosage: See prescribing irifonna'iim\\'
tore at 25°C (77°F); excursions
ermitted to 15°C to 30°C (59°F to 86°F),

seae USP controlled room temperature].
otect from moisture.

ep this and all drugs out of the reach
f children.

fd. by- Novartis Singapore Pharmaceutical
anufacturing Pte. Ltd., 637461 Singapore

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

Entresto.com
-888-ENTRESTO (1-888-368-7378)

 Novartis 121252 US /
/
Z
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8200

B ool

¥.9...08200€00 ‘NILD
2220

NDC 0078-0777-67

'# Entrestoe
(sacubitril/valsartan)

fablets

43mg/51mg

Rx only
180 Tablets

29

i

U NOVARTIS

“‘-\\\

S ST
tore at 25°C (77°F); excursions
ermitted to 15°C to 30°C (59°F to 86°F),
see USP controlled room temperature].
otect from moisture.

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

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

ist. by: Novartis Pharmaceuticals Corp.
ast Hanover, N} 07936

w.Entresto.com
1-888-ENTRESTO (1-888-368-7378)

© Novartis 12125508 )
e
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Physician Sample
Not for Sale

QEntrestoe

(sacubitril/valsartan)

tablets

49mg/51mg
Rxonly 28 Tablets

U NOVARTIS

ual Dosage: See prescnbinginformation\\

tore at 25°C (77°F); excursions

rmitted to 15°C to 30°C (59°F to 86°F),
see USP controlled room temperature].
rotect from moisture.

eep this and all drugs out of the reach
children.

fd. by: Novartis Singapore Pharmaceutical
anufacturing Pte. Ltd., 637461 Singapore
ist. by: Novartis Pharmaceuticals Corp.
Hanover, NJ 07536

.Entresto.com
-888-ENTRESTO (1-888-368-7378)

Novartis  0078-9777-50 121138 USS /

107VdX3

Usual Dosage: See prescribing infmmatiui;\ !

= NDC 0078-0777-20 |

i Store at 25°C (17°F); excursions

- ® permitted to 15°C to 30°C (59°F to 86°F)
= E E ntrEStO Esee USP controlled room temperature].
2 o (sacubitril/valsartan) hmmm moisture.
< N eep this and all drugs out of the reach
§ E tﬂblﬂls of children.

~ Mfd. by: Novartis Singapore Pharmaceutical
SN 49m Q, ol mg Manufacturing Pte. Ltd., 637461 Singapore
g T" Dist. by: Novartis Pharmaceuticals Corp.
3 L\, Rx only East Hanover, N) 07936
2 o 60 Tablets www.Entresto.com

!_ = 21-888- ENTRESTO (1-888-368-7378)

; | th NOVARTIS ©Novartis 121254 US /),

_.-//

10VdX3
8/996908200£00 :NILO

0 00wl e

NDC 0078-0696-67

Entresto°
¥ (sacubitril/valsartan)
tablefs

97mg/103mg

Rx only
180 Tablets

U> NOVARTIS

Usual Dosage:
ee prescribing information.

tore at 25°C (17°F); excursions
ermitted to 15°C to 30°C

59°F to 86°F), [see USP controlled
oom temperature].

rotect from moisture.

E

eep this and all drugs out of the reach
children.

fd. by: Novartis Singapore
harmaceutical Manufacturing Pte. Ltd
37461 Singapore

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

ww.Entresto.com
-B888-ENTRESTO (1-888-368-7378)

s wss ) )

Page 142 of 157




£0296908£00€00 ‘NILD

Entresto°
(sacubitril/valsartan)
tablefs

97mo/103mg

Rx only
60 Tablets

U> NOVARTIS

sual Dosage: See prescribing hhmﬁoﬂ:\
re at 25°C (77°F); excursions

ermitted to 15°C to 30°C (59°F to 86°F),
see USP controlled room temperature]
rotect from moisture.

p this and all drugs out of the reach
children.

. by: Novartis Singapore Pharmaceutical
anufacturing Pte. Ltd., 637461 Singapore
ist. by: Novartis Pharmaceuticals Corp.
Hanover, NJ 07936

w Entresto.com
-888-ENTRESTO (1-888-368-7378)

Model container/carton/blister labels (Source: DARRTS; ANRPT-3 submitted 8/30/2018)

)

(asoq yun unog o1 x o1)
SPIqeL 00T
Ajuo xy

swgz /3w
$18]qe] (UeLIeS|BA/|LIHONTES)

.01Sa.NUJ &

GE-G580-8/00 JON

Usual Dosage: See prescribing information.

Store at 25°C (77°F); excursions permitied to
15°C to 30°C (55°F to B6°F), [see USP controlled
room temperature]. Protect from maisture.

Thes package 1s for In-Institution use only,
a5 contents are NOT CHILD-RESISTANT.
Do not distribute for household wse.

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

Mid. by: Novartis Singapare Pharmaceutiesl
Manufacturing Ple. Lid,

837461 Singapora

Dist. by: Novartis Pharmaceubcals Corp.
East Hanover, N1 07936

www_Entresto com

1-B88-ENTRESTO (1-888-368-7378)

§ O078-0659-35 2
© Nowartis 120752 USH

NDC 0078-0659- 35
QEntresto

(sacubitril/valsartan) tablets

NDC 0078-0659-35

QEntresto

24mg/26mg

PACKAGE NOT CHILD-RESISTANT
IN-INSTITUTION USE ONLY

Rx only
100 Tablets
(10 x 10 Count Unit Dose)

| T

Shown achust sire

Rxonly 100 Tablets (10x 10 CountUnit Dose)

(sacubitril/valsartan) rablets

> NOVARTIS

GTIN: DO3007S0658352
EXPLOT
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)

(2500300 WY 07 0D
SIEI0EL 00T
Aoy

AWTC /3w gl

818|qe! (uegiesieA/jungnaes)
«0}Salju3 &

SELLA0-R/D0 JON

caape: Son
Store at 25°C (77°F); excursions permitied i
15°C 10 30°C (59°F to B6°F), [see USP controlled
room temperature]. Protect from meisture.

Thiz packaps is for in-instrtution use only,
as comtenis are NOT CHILD-RESISTANT.
D not distribete for housshold me.

QEntresto™
(sacubitril/valsartan) tablets

Heep this and all druigs oul of the reach ol children.
3 49mg/51mg
. by: Movartis Singapors Pharmacsuticsl .
Manidacharing Ple. Lid !
BIT4GL Smgapore E
(i o M P ok G @ PACKAGE NOT CHILD-RESISTANT
Exst Hanower, NJ 07938 % =4 Lk
‘warw Entresto.com = ;
1-B88-ENTRESTO (1.838-368.7378) : = 2
= z Rx only
2 2 : 100Tblels
N shl | s
SE e
Y Oo78-0777-35 3 E EE B z m
©Noarts 1S3 USH B g < -
o U NOVARTIS
GTIN: DO3007BI7 77353
EXPAOT
=
(s yup) ey g x )
S0 001
Aoy
Bwg01 /3w g
S18]0e (repes(eA/|gnoes)
-01SaNU3 ¢
GE-CE0-2000 20N
Uil Dosage: Seb prescriding information, Gl i i
Store 2 35°C (77°F ), wxcursions permstied tn
ﬁh“mhm[.—-w“
S QEntresto
Koep ths il engs s o e ot o {sacubitrillvalsartan) tablers
o ———— E 97mg /103 mg
S :
it by: Moartie Phasimusceicale Carp. ™ At
e = g IN-INSTITUTION USE ONLY
ww Exizesizcom = -
1-EE3-ENTRESTO (1-888. 368 7178) i g a
5 2| e
LTI Bl ! e
¥ Uo7e-0696-35 7 E g
O Nowartie 120754 USH i § E ‘Showm ictial sim.
Q th NovARTIS
——
k2
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Model container/carton/blister labels (Source: DARRTS; ANRPT-1 submitted 8/30/2016)

T B | \
/ [ ::c::;s.nﬁse.m _ I 2 :t:‘r:;s-m&ﬂ-al Bl ( ] ::?};a.um.m ;l:n:;&-ﬂ??}'.ﬂ 1 Wi® %:1:3;1:::5-51 : 51&;&1}:%-& M
™ o b i resto™ = ntresto™
L L e £ L R —— ey
tablels = tabisls abiets tablets : S lablets
| 24mg/26mg 49mg/51mg 49mg/51mg 91 mg/103mg & 2 97mg/103mg
T, —— || | © Novatis 312488 © Novartis 312488 ||| | | @ Novaris 312490 ES © Novartis 312490 || |
N _'; ::c:‘l;n-usm.m = M Mri 'lxc.:;ami?-s; E :I:D:;!-U??T-m 1 ] Ef:;a-u::ﬁ-si : I . Enn{r:;s.u:nm 1
™ ™ 5 ™ ms ™ = asn‘.
memresnt-?nru = E:Hi?ﬁgml E E&Eu%ﬂamo {sacubitl/ alsartan) " (saubirl/ alsartzs)
tablats = abials G S tablefs S tablets
24mg/26mg 40mg/Slmg 49mg/S1mg 97mg/103mg |= S 97mg/103mg
LIl o Novaris 31288 E L 1 © Novartis 312488 g © Novartis 312488 ||| | | ONowis 140 GESS50 OMowrts 312480 L JL
e e e R R Birsie e el S ey
] .0659.61 [ | 6l [ P 0777 | wpCoO78-0696-51 |3 = wocors-06%6-81 | ||
| ;I::‘l?;a 0659-61 | ;:l:;ﬂ-ﬂ??? 3] %_ ::.D:;S 0777-61 El:i"s- ] ": El.‘ﬂ’!- Bl
™ B = - resto™ = < Entresto™
:Entmre?&m E &Eﬁ?&mb E E‘L%?wtg-m w?mm — im?tm
tablets E tabists g abiets {ablets 2] o lallets
24mg/26mg 3 49mg/Simg 5 49mg/51mg 97mg/103mg |8 5 87mg/103mg
| © Novartis 312488 | © Novartis 312489 © Novartls 312489 | | © Novartis 312490 |2 2 © Novarts 312490
11 0650-61 o= = 1 X 0777 1 | wocoore-0636-51 |5 5 Noe an78-0636-61
::c.:c;auﬁssal gc.ﬁ;wmsz :(I:.D:;EUT?TEI E“ . — ??y ,
e o . resto™ = = tntresto™
D B Eﬁmﬂm : =Ly g —— b
tablets = lebists 5 tablats :
24mg/26mg 49mg/51mg 49mg/51mg 97mg/103mg | = 97mg/103mg
| Novartis 312488 2 © Nowartis 312480 5 © Nowartis 312489 | || | LI © Mowts srze S ©Mowrts 312490 |||
R g, R el [ e e =
7| wecoors-0653-61 5 woc 0078-0777-61 NOE 0078-0777-61 [T7[] woecoo7s-0696-61 E_ WDCO07e-0696-81 | | [ |
Entrosto™ & Entr Enre Entresto™  S=== Entresto™
mﬁ‘nm = E:-llririhmml E'!.‘L%?.‘Em w?wm % {nmfn?nm
tablets = tabiets ahists 1 S tablats
| 24mg/26mg 49mg/51mg 49mg/51mg 97 mg/103mg S 97mg/103mg
\ LI o Novarts 312488 2] VLI o Nowrtis 312488 & © Novartis 312489 | | | | \ © Novartis 312490 © Novaris 312490 ||| | |
% \\_ / N o
2.3 UNITED STATES PHARMACOPEIA (USP)
The USP was searched on 9/9/2019.
Table 2: USP
: Packaging and Storage/Labeling
YES or NO Date Moriogriph Tite Statements
(NA if no monograph) ;
(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 10/9/2019.

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.)

Table 3: Impact of Model Labeling Patents on ANDA Labeling : __
Date of Labeling Impact
Patent Patent Patent s Patent
e Expiration | Use Code Patent Use Code Definition Certification s‘I"aten_t Cgrt (enter Carve-out
ubmission or None)

7468390 [ 2023-11-27 Y 7/8/2019 None
7468390*PED| 2024-05-27

8877938 [ 2027-05-27 v 7/8/2019 None
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Table 3: Impact of Model Labeling Patents on ANDA Labeling

8877938*PED| 2027-11-27

8796331 2023-01-14 U-1723

TREATMENT OF HEART FAILURE

v 7/8/2019 None

8796331*PED| 2023-07-14

8404744 | 2023-01-14

v 7/8/2019 None

8404744*PED| 2023-07-14

9388134 | 2026-11-08 U-1723

TREATMENT OF HEART FAILURE

v 7/8/2019 None

9388134*PED| 2027-05-08

8101659 | 2023-01-14

v 7/8/2019 None

8101659*PED| 2023-07-14

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

Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling

Exclusivity [ Exclusivity
Code Expiration

Exclusivity Code Definition

Date of Labeling Impact
Exclusivity | (enter Carve-out
Submission or None)

Exclusivity
Statement

NCE 2020-07-07

NEW CHEMICAL ENTITY

MSN
Laboratories
Private Ltd
commits not to

market this 7182019 None
product until the
expiration of the
above
exclusivity.

2.5 MANUFACTURER, DISTRIBUTOR, AND/OR PACKER

Table 5: Comparison of Manufacturer/Distributor/Packer Labeling Statements

Name and Address of ANDA
Manufacturer/Distributor/Packer Nameg::t:i:::?é:::nANDA
(Module 3.2.P.3)

Name and Address on ANDA
Prescribing Information

(b)(4)

Manufactured by:

MSN Laboratories Private Limited
Telangana — 509 228,

INDIA

Distributed by:

MSN Pharmaceuticals Inc.
Piscataway, NJ 08854 -3714

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:
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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:
a. We note that supplement-13 was approved on October 1, 2019. Therefore, at the time of this review,
the most current RLD labeling was not submitted by the applicant. We will ask that the applicant use
the last approved labeling. In addition, we note that supplement-13 is an efficacy supplement adding a
pediatric indication. Exclusivity was granted on September 26, 2019. Currently in the Orange Book,
there are additional pediatric extensions (6 months with no patent use codes attached to them). See

section 2.4.‘ o
o In the meantime, we will continue with our assessment with the current
submission.

a. See comments above.

3.1.1.1 RX: DESCRIPTION

Table 6: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section

ENTRESTOQ 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 hydroxypropyleellulose, crospovidone, magnesium siearate
Model Labeling | (vegetable origin), tale, 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 colloidal
silicon dioxide, crospovidone, croscarmellose sodium, magnesium stearate, microcrystalline
ANDA Labeling | cellulose and tale. The film-coat inactive ingredients are hypromellose, titanium dioxide,
macrogol, tale and iron oxide red. The film-coat for the 24 mg of sacubitril and 26 mg of
valsartan tablet and 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 also contains iron
oxide yellow.

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

Reviewer Comments:

None
3.1.1.2 RX: HOW SUPPLIED/STORAGE AND HANDLING
Table 7: Comparison of Model Labeling to ANDA Labeling
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 | Bottle of 60 Bottle of 180 Blister Packages of 100
A 24 mg/26 Violet | LZ -2 - -3
Model Labellng mg/26 mg w;;t: 0659-20 0659-67 0659-35
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.

ANDA Labeling

(0)(4)

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? NA

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

Reviewer Comments:
We will recommend including “unscored” as an identifying characteristic of the drug product to be consistent
with the RLD.

JES o Reowr s b, ENO 110 8o 313,
e
foretemr-

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? NO

Reviewer Comments:
See comments above.

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: YES
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): NO
Controlled substance symbol: NA
Usual Dosage statement: YES
Product strength equivalency statement: NA
NDC: YES

15|Page
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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? NO
Does any inactive ingredient require special warnings, precautions, or labeling statements? NO
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 CFR 201.100)? YES

Reviewer Comments:
a. We will ask the Applicant to revise the storage statement to be consistent with the container labels.
b.

(b)(4)

[y
™
s+ |
-
g
[¢]

Page 150 of 157



Page 151 of 157



\H||

18|Page

Page 152 of 157



3.3 CONTAINER/CLOSURE

Reviewer Assessment:

Describe container closure (e.g., 30s CRC, 100s non-CRC) 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
For ophthalmic products:
Does this ophthalmic product cap color match the American Academy of Ophthalmology (AAQ) 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: 60s and 180s: CRC

19|Page
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3.2.P.7.1 Summary of Container/Closure System

(0)(4)

——

3.5 STRUCTURED PRODUCT LABELING (SPL) DATA ELEMENTS
Was SPL submitted? YES
Table 11: ANDA Tablet/Capsule Size and Imprint
Tablet/Capsule ANDA Tablet/Capsule Size (mm) and imprint code ANDA Tablet/Capsule Size (mm) and imprint code
Strength from SPL (Cite source: e.g., Description and Composition of the
Drugin 3.2.P.1)
24 mg/26 mg 10 mm/ M;S1 10 mm/ M;S1
49 mg/51 mg 13mm/M;S2 13mm/M;S2
97 mg/103 mg 15 mm/M;S3 15 mm / M;S3
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:

Module 3.2.P.1

20|Page
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3.2.P.1 Description and Composition of the Drug Product

Table 1: Description of Dosage Form

Strength

Product Description

24 mg/ 26 mg

Purple colored, oval shaped, biconvex, film coated tablets one side debossed
with 'M' and other side debossed with 'S1'|

H} |

49 mg/51 mg

Light yellow to yellow colored, oval shaped, biconvex, film coated tablets one

i)

juijrossed with 'M' and other side debossed with 'S2'

97 mg/ 103 mg

Light pink to pink colored, oval shaped, biconvex, film coated tablets one side

debossed with 'M' and other side debossed with 'S3'

(Bt

@i

3.2.P.1 Description and Composition of the Drug Product [ Module 3: Quality

21|Page
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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:
None

5. SPECIAL CONSIDERATIONS

None

6. OVERALL ASSESSMENT OF MATERIALS REVIEWED

Table 12; Review Summary of Container Label and Carton Labeling

; ; : Submission ;
Final or Draft or NA Packaging Sizes Received Date Recommendation
24 mg/26 mg, 49 mg/51 mg and
Container Final 97 mg/103 mg July 8, 2019 Revise
(60s and 180s count bottles)
Blister NA
Carton NA
(Other - specify) NA
Table 13 Review Summary of Prescribing Information and Patient Labeling
Final or Draft or NA Revision Date andl/or Code Sub.mlssmn Recommendation
Received Date
Prescribing Information Draft July 2019 July 8, 2019 Revise
Medication Guide NA
Patient Information Draft July 2019 July 8, 2019 Revise
SPL Data Elements NA July 2019 July 8, 2019 Satisfactory
22|Page
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 213748

CHEMISTRY REVIEW(s)




ANDA Executive Summary

1. Application/Product Information

ANDA Number.

213748

Review Cycle #

05

Applicant Name

MSN Laboratories Private Limited

Drug Product Name

Sacubitril and Valsartan

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 97 mg and valsartan 103 mg x 2/day

Rx/OTC Dispensed

Rx

Proposed Indication

Sacubitril and valsartan tablet is indicated to reduce the risk
of cardiovascular death and hospitalization for heart failure
in patients with chronic heart failure| .. | and
reduced ejection fraction.

Drug Product

Refer to 3.2.P.1

Description
Co-packaged product N/A
information
Device information, if N/A

any:

Storage Temperature/
Conditions

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

Review Team

Discipline Primary Secondary

Behnam
Abdolalizadeh

Mayra Pineiro-

Drug Substance Sanchez

Page 1 of 2141




Drug Product/ Behnam Mayra Pineiro-
Labeling Abdolalizadeh Sanchez
Amit Kokate Jean Tang
Manufacturing R05: Vaikunth
Prabhu
Biopharmaceutics ~ |Ho-Pi Lin N/A
Microbiology (N/A N/A
Other (specify): (N/A N/A
Candice Cottle-Delisle
RBPM [ROS: Jennifer Nguyen
ATL Mayra Pineiro-Sanchez
Discipline ;
Consulted Recommendation Date

Consults

2. Submission Document(s) Reviewed

Submission(s) Assessed Documents Date Disciplines Affected
Original/Initial Submission | 07/08/2019 All
Labeling-response to DRL | 10/30/2019 Labeling
Quality/Response to 02/27/2020 Quality
Discipline Review Letter

Resubmission/After 08/19/2020 Quality

Action- Complete

Response

Quality/Response To 08/28/2020 Quality
Information Request

CR Response 02/09/2022 Quality

IR response 02/23/2022 Quality

CR Response 12/27/2022 Quality/Labeling
Quality/Response To 07/06/2023 Quality
Information Request

CR Response 05/02/2024 Quality/Labeling
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3. Related/Supporting Documents

a. DMFs:
Date
Item Assessor/
DMF # | Type Holder Status Assessment
Referenced Completed Comments
Il Sacubitril Adequate | 07/12/2023 | R05
and
Valsartan
Il Adequate | 02/09/2022
Il Adequate | 04/05/2022
\Y)
i b))
v (bl(4)
v
1] Refer to
| | 3.2.P.7
| |
b. Other Documents: IND, RLD, RS, Approved ANDA
Document Application Number Description
RLD NDA 207620 ENTRESTO®

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.)

Drug Substance Deficiencies

Drug Product Deficiencies

Labeling Deficiencies (Please contact OGD if you identify any Labeling
deficiencies with your comments)

Page 3 of 2141




Manufacturing Deficiencies
Biopharmaceutics Deficiencies
Microbiology Deficiencies

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)

Additional Commentis:

In addition to responding to the deficiencies presented above, please note and
acknowledge the following comment(s) in your response:

5. Basis for Recommendation

a. Summary of Rationale for Recommendation:

The ANDA submitted on the basis of NDA 207620 (RLD), ENTRESTO includes
sufficient information to assure the identity, strength, purity, and quality of the
drug product during the expiration dating period of 24 months. The applicant has
provided acceptable raw material, in-process, and finished product controls and
established an adequate dissolution specification (method and acceptance
criteria) for routine quality control of the finished product. The overall facility
assessment recommends approval and the labels have adequate quality
information. Applicant states categorical exclusion from the requirement of
Environmental Impact Analysis per 21 CFR 25.31. Therefore, from the quality
perspective, this ANDA is recommended for approval.

NDSRI-impacted ANDA? No

(b)(4)

b. Recommendation by Subdiscipline:

Drug Substance: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)
1.
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Drug Product: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)
1.

Quality Labeling: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)
1.

Manufacturing: ADEQUATE

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)

13

Microbiology: N/A

Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)

: 2

Environmental: N/A

Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)
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6. Life-Cycle Considerations
Established Conditions per ICH Q12: No
Comments:

Comparability Protocols (PACMP): No
Comments:

Additional Comments:
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RECOMMENDATION

[1 Complete Response-Major

[1 Complete Response-Minor

[] Discipline Review Letter (DRL)
[] Information Request—IR x Days
Approval

ANDA 213748 Assessment Cycle #04

Drug Product Name Sacubitril and Valsartan Tablets

USP Monograph [J Yes 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 Rx 0O ore

ANDA Applicant MSN Laboratories Private Limited

Drug Product Manufacturer Same as the Applicant

L1 Different from the Applicant (see below)

US agent, if applicable O NA (See Below)
MSN Pharmaceuticals Inc. 20 Duke Road, Piscataway, NJ
08854-3714

Proposed Indication Sacubitril and Valsartan Tablets indicated to reduce the risk of

cardiovascular death and hospitalization for heart failure in
patients with chronic heart failure il and
reduced ejection fraction.

Submission(s) Assessed Document Date Discipline(s) Affected
IR Response 7/6/2023 Quality
CR 03 12/27/2022 Quality
CR 02 2/9/2022 Quality
CR 01 8/19/2020 Quality
Amendment-Response to DRL 2/27/2020 Quality
Original 7/8/2019 All
Labeling-Response to Discipline 10/30/2019 Labeling
Review Letter*

*Preparation of oral suspension added in label to be in line with RLD, but no supporting quality
information provided

Original & DRL assessed by 1ry: Qiuxia Wang; QAL: Raghu Samy

Submission CR 01 and CR 02 assessed by B. Abdolalizadeh

Submission CR 03 assessed by B. Abdolalizadeh in review R04

Submission IR response assessed by B. Abdolalizadeh in review R04
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ADMINISTRATION
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ADMINISTRATION

U.S. FOOD & DRUG

1. RELATED/SUPPORTING DOCUMENTS

QUALITY ASSESMENT DATA SHEET

A. DMFs:
Date
DMF # | Type Holder Item Referenced Status Reviewed Comments
1] | Sacubitril and Valsartan | Adeguate, R05 | 07/12/2023 D. Yu
1] Adequate, R04 [ 02/09/2022 D. Yu
1l (b)(4) (b)4) Adequate, R05 | 04/05/2022 | D. Johnson
Other DMF: O N/A ® (See Below)
1}
]}
1]
i
]}
il
(b)(4)
Il
v
v
v
Other [

(b)i4}

B. OTHER DOCUMENTS: IND, RLD, RS, Ap,

proved ANDA

Document Application Number Brand Name Description
NDA 207620 ENTRESTO® Sacubitril and Valsartan Tab, 24/26, 49 /51, 97 /103
mg
2. CONSULTS
Discipline Status Recommendation Date Assessor
Biostatistics N/A
Pharmacology/Toxicology N/A
CDRH-ODE N/A
CDRH-OC N/A
Clinical N/A
Other N/A
OPQ-XOPQ-TEM-0002v01 Page 3 Effective Date: February 1, 2019
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(p2Y U.S. FOOD & DRUG

ADMINISTRATION

Review of Firm’s Response to Deficiencies
Review of Amendment Dated 7/6/2023

This amendment is in response to complete response letter was issued on June 29, 2023.

The following link is for the responses to CR deficiencies:

ANDA213748 (213748 - 0014 - (15) - 2023-07-06 - ORIG-1 /Multiple
Categories/Subcategories) - response-to-ir-0014

Comment 1:

(b)(4)

Applicant Response:

(b)(4)

Reviewer’s Comment adequate

Applicant has provided acceptable accuracy|

| in their provided method verification report.

OPQ-XOPQ-TEM-0002v01 Page 4 Effective Date: February 1, 2019
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ADMINISTRATION

U.S. FOOD & DRUG

Review of Firm’s Response to Deficiencies
Review of Amendment Dated 12/27/2022

This amendment is in response to complete response letter was issued on 05/02/2022.

The following link is for the responses to CR deficiencies:
\CDSESUBI\EVSPROD\anda213748\0013\m1\us\response-to-crl-0013.pdf

Comment 1:

(b)(4)

Applicant Response:

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.
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e
OLDP Assessment Team: 1ry: Qiuxia Wang; QAL.:
Raghu Samy

CHAPTER |: DRUG SUBSTANCE

IQA ANDA Assessment Guide Reference

Drug Substance Name | Sacubitril and Valsartan
DMF Number (If Applicable) | .. |
DMF Status Adequate
DMFHolder |
Overall Assessment Recommendation for DS: Adequate
Theme:
X N/A O Other (Requires Division Director Approval)
O DMF O Due to Consult
0 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.

Justification for Major from DMF review

Highlight Key Issues from Last Cycle and Their Resolution:

No Key issues with DS from last cycle review

Concise Description of Outstanding Issues:
N/A - No Deficiencies with DS in the ANDA

Select Number of Approved Comparability Protocols: 00

OPQ-XOPQ-TEM-0002v01 Page 30 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

ADMINISTRATION

S.1 GENERAL INFORMATION

Recommended
International
Nonproprietary Name
USAN

Chemical Name(s)

CAS Number
Therapeutic Category
Structure

Sacubitril and Valsartan

Sacubitril and Valsartan

Tri sodium ( 4-{[(1 S,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)[L,I'-biphenyl]-4-ylJmethyl }-L-valinate)
936623-90-4

To treat heart failure

CH;

)\,cod N

Molecular Formula CasHssNeOsNas
Molecular Weight 912.96
Description White to almost white powder.

(b)(4)

OPQ-XOPQ-TEM-0002v01 Page 31 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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(pZY U.S. FOOD & DRUG

ADMINISTRATION

DRUG SUBSTANCE LIST OF DEFICIENCIES:
N/A

OPQ-XOPQ-TEM-0002v01 Page 57 Effective Date: February 1, 2019
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ADMINISTRATION

U.S. FOOD & DRUG

CHAPTER II: DRUG PRODUCT
IQA ANDA Assessment Guide Reference

Overall Assessment Recommendation: Adequate
Theme:

= N/A O Unacceptable Analytical Methods

O Unqualified Impurity O Application Quality

0 New DP Baich O Pharmaceutical Equivalence

0 Product Design O Product Safety

[0 Other (Requires Division Director
O Failing Stability Data Approval)
[0 Application Completeness [0 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
CQAs Risk Comments LT Comments
Ranking Assessment
Cycle #

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): N/A

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: dissolution method and specifications are finalized with
Biopharmaceutics.

o Elemental impurity compliance with ICH Q3D — status: adequate

OPQ-XOPQ-TEM-0002v01 Page 58 Effective Date: February 1, 2019
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(p2Y U.S. FOOD & DRUG

ADMINISTRATION

e  Number of Comparability protocols included: 0

P.1 DESCRIPTION AND COMPOSITION

The quantitative composition and function of each excipient in the drug product is listed.

Microcrystalline Cellulose®*
[ w USP-NF
Crospovidone

i USP-NF

Croscarmellose Sodium
- USP-NF

Colloidal Silicon Dioxide
o USP-NF

Magnesium Stearate| ..
[ USP-NF

[EI0)

Maximum N
24 mg/ 49 mg/ 97 mg/ g Levels G Iﬁmi forf Oral
Ingredients Functions 26 mg % wiw | Slmg % Wiw 103 mg w:w (dosage per Adm;::s:r‘;tiou
(mg/tablet) (mg/tablet) (mg/tablet) unit)
(mg) (mg)
‘ (o4
Sacubitril and Valsartan** Active
ingredient

B

(b)(4)

[EH]

| i

Hypromellose

Titanium Dioxide

Macrogolf - |

| L]

|Biack Iron Oxide

‘ i3} [

(b)(4)

|Ir0n Oxide Yellow

| (]

(b)(4)

(B)(4)

OPQ-XOPQ-TEM-0002v01

Page 59
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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.




(pZY U.S. FOOD & DRUG

ADMINISTRATION

Methods Validation or Verification Package

Assessment: Adequate

Comparability Protocols

Assessment: Choose an item.
N/A

Lifecycle Management Considerations

DRUG PRODUCT LIST OF DEFICIENCIES)
N/A

OPQ-XOPQ-TEM-0002v01 Page 99 Effective Date: February 1, 2019
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(p2Y U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER Illl: ENVIRONMENTAL

R REGIONAL INFORMATION

Environmental
Assessment: Adequate
OPQ-XOPQ-TEM-0002v01 Page 100 Effective Date: February 1, 2019
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(p2Y U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER IV: LABELING

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? Xl 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
X N/A (NOT OTC or Controlled Substance)

If “No,” explain.

OPQ-XOPQ-TEM-0002v01 Page 101 Effective Date: February 1, 2019
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ADMINISTRATION

U.S. FOOD & DRUG

For solid oral drug products, only: drug product length(s) of commercial

batch(es):
ANDA Strength Length (MM) Imprint Code
24 mg/ 26 mg 10.00 x 4.00 one side debossed with 'M'
and other side debossed
with 'S1'
49 mg/ 51 mg 13.00 x 5.10 one side debossed with 'M'
and other side debossed
with 'S2"
97 mg/ 103 mg 15.00 x 5.90 one side debossed with 'M'
and other side debossed
with 'S3"

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

N/A

OPQ-XOPQ-TEM-0002v01

Page 102
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(pZY U.S. FOOD & DRUG

ADMINISTRATION

ATTACHMENT II: List of All Deficiencies
N/A

OPQ-XOPQ-TEM-0002v01 Page 103 Effective Date: February 1, 2019
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» Mayra Digitally signed by Mayra Pineiro Sanchez
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QUALITY ASSESSMENT

MANUFACTURING INTEGRATED ASSESSMENT

Application ID

ANDA 213748

Drug Product Name

Sacubitril and Valsartan Tablets

oy
A _code @
|
I »
. /\J\n,

CAS #:936623-90-4
Molecular Formula: C4gHssNeOsNas
Molecular Weight: 912.96 g/mol

Prioritization Factor: First Generic - Granted

Strengths

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

Dosage Form

Tablet

Administration Route

Oral

Indication

Sacubitril and valsartan tablet is indicated to reduce the risk
of cardiovascular death and hospitalization for heart failure
in patients with chronic heart failure | land
reduced ejection fraction.

Applicant Name

MSN Laboratories Private Limited

RLD Number

N207620
ENTRESTO

Reviewer’s Note:

Blue font refers to the current Amendment-19 (SD#19 received 05/02/2024)/review

cycle

Black font refers to the previous review cycles up to SD#14

I. Manufacturing Summary
Facility Assessment Recommendation: Adequate
Process Assessment Recommendation: Adequate

Assessment Summary:

(b)(4)
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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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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.




QUALITY ASSESSMENT

None

VI. Signature Block

Round# | Primary Secondary & | Date of Assessment | Facility
Name Other Names | Completion | Outcome OMIR
1 Jingbo Xiao Vaikunth S. 12/17/2019 [ IR TBD

09/03/2019 Prabhu

11/22/2019 09/05/2019
12/16/2019 12/12/2019
12/17/2019

2 Jingbo Xiao Vaikunth S. 5/27/2020 CR Major Withheld
03/04/2020 Prabhu

04/07/2020 03/19/2020
05/27/2020 04/07/2020

05/27/2020
3 Amit Kokate | Jean Tang 3/15/2021 CR Minor Approve
1/25/2021 2/1/2021
4 Amit Kokate | Jean Tang 3/29/2022 Adequate Approve
5 Amit Kokate | Jean Tang 2/6/2024 CR Major Withheld
6 Amit Kokate | Vaikunth 6/7/2024 Adequate Approve
05/22/2024 Prabhu
05/30/2024
Page 40 of 40
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Amit Digitally signed by Amit Kokate
Kokate Date: 6/07/2024 10:10:18AM
GUID: 5af0709d00c1864da90332c782219bbe

Vaikunth Digitally signed by Vaikunth Prabhu
Prabhu Date: 6/07/2024 10:13:32AM
GUID: 508da70600028a6e0679d7b5b0fd3db3
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OPQ/ONDP/Division of Biopharmaceutics

BIOPHARMACEUTICS ANDA REVIEW

Application No. ANDA 213748-ORIG-1
Applicant MSN Laboratories Private Ltd.
Product Name/Strength Sacubitril/Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg and 97
mg/103 mg
Dosage Form/ Route of | Tablets/Oral
Administration:
Indication
(b)(4)

07/07/2019 — Original Submission
02/ 27/2020 — IR Response
ENTRESTO® Tablets, 24mg/26mg,49mg/51mg & 97mg/103mg

Submission Date(s)

RLD/RS

(NDA# 207620)
Primary Reviewer Mathew John, Ph.D.
Secondary Reviewer Om Anand, Ph.D.
Recommendation Inadequate-Minor

Executive Summary: This Biopharmaceutics Review evaluates data supporting the adequacy of
the proposed dissolution method and acceptance criteria for the proposed drug product.

The proposed drug product, Sacubitril/Valsartan Tablets, | . |
sacubitril and valsartan.

The Applicant originally proposed to use| -
(b)(4)
o 'In the Original submission, the Applicant did not provide adequate data

demonstrating the suitability of the originally proposed dissolution mcthod| i

(b)(4)

In a response (dated 02/27/2020,) to IRs, the Applicant revised the dissolution method,| -

B4}

! FDA Recommended Dissolution Methods
2 \\cdsesub1\evsprod\anda213748\0005\m2\27-clin-sum\pivotal-cdp-report.pdf
1
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OPQ/ONDP/Division of Biopharmaceutics

drug product. The updated dissolution method and acceptance criterion submitted by the Applicant
are tabulated in Table 1 below.

Table 1: Updated dissolution method and acceptance criterion proposed by the Applicant

Method Proposed
uUsp Speed . Volume/Temp e
M Al
Source Ap I (RPMs) edium (mL/°C) &Fptqzﬁe
(b)(4)

The newly proposed dissolution method is acceptable. However, the proposed acceptance criterion
is] ..  |and not acceptable, therefore an IR will be sent to revise the dissolution acceptance
criteria to NL1- 1% (Q) in 20 minutes” [for both sacubitril and valsartan] for all strengths of the
drug product.

Biopharmaceutics Recommendation: The Biopharmaceutics recommendation for ANDA
213748 for the proposed Sacubitril/Valsartan Tablets, is pending due to the outstanding response
to the Information Request (IR) comment regarding the dissolution acceptance criterion.
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OPQ/ONDP/Division of Biopharmaceutics

Reviewer’s Assessment

1. Solubility:

> Formulaticm:\ oo

(b)(4)

3. Bioequivalence and PK Characteristics of the drugs: Tmax for sacubitril, LBQ657 (active
metabolite of sacubitril), and valsartan are 0.5 hours, 2 hours, and 1.5 hours, respectively. The
oral absolute bioavailability of sacubitril is estimated to be >60%. [Ref. Labeling]. The
Applicant performed in-vivo bioequivalence studies using the proposed test and the RS
products. The Applicant submitted bioequivalence study results were evaluated by the Division
of Bioequivalence / OGD and was deemed inadequate’.

4. Dissolution Method: In the original submission, the Applicant used the dissolution method

(0)(4)

In the response to the IRs, the Applicant accepted FDA’s recommendation |

(b)(4)

*\\cdsesub1\evsprod\ANDA213748\0000\m3\32-body-data\32s-drug-sub\sacu-vals-msn-life-sciences-pvt-1td\32s1-
gen-info

*\\cdsesubl\evsprod\anda213748\0000\m2\23-gos\gos-ds-word.doc
Shttps://panorama.fda.gov/document/preview?version|D=5df7d772007be5324bcd0016b30190648&ID=5de99fbb0

02c8bc85574b04e53bbcd21
5\\cdsesub1\evsprod\anda213748\0005\m1\us\1-2-cover-letters\response-to-drl-0005.pdf
7 \\cdsesub1\evsprod\anda213748\0005\m2\27-clin-sum\pivotal-cdp-report.pdf

3

Page 155 of 2141



6.

OPQ/ONDP/Division of Biopharmaceutics

..... ' Therefore, based on the totality of the

data and justifications prowded by the Applicant, the newly proposed dissolution method
(Basket/75 rpm) is acceptable.

Dissolution Acceptance Criterion: Using the new dissolution method, the dissolution data of
all batches of both sacubitril and valsartan in 24 mg/26 mg and 49 mg/51 mg Tablet strengths
show a‘ e % in The dissolution data for all batches
of 97/103 mg Tablet strength exhibit - % in 20 minutes®. The
Applicant proposed acceptance criterion is and therefore an IR will be sent to
the dissolution acceptance criteria as NLT D% (Q) in 20 minutes” [for both sacubitril
and valsartan] for all strengths of the drug product.

Dissolution Risk/Mitigation Assessment: Biopharmaceutics/dissolution risk is relatively

high because | . e

e | The dissolution method and acc-eptance criterion are set apbropriately

to mitigate the risk of the change in the drug product performance.

Additional Note:|

(b)(4)

||||||

the Applicant proposed dissolution method using USP Type-I basket method at

rotational speed of 75 rpm. This new method was found to be acceptable for the NDA and
therefore, 1) due to the limitations of the original method; and ii) due to the change in the
dissolution method followed by the NDA; the FDA dissolution database was updated with the
new dissolution method [900 mL of Phosphate Buffer, pH 6.8 using USP apparatus 1 (basket)
at 75 rpm].

8 \\cdsesub1\evsprod\anda213748\0005\m2\27-clin-sum\pivotal-cdp-report.pdf

4
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OPQ/ONDP/Division of Biopharmaceutics

LIST OF COMMENTS FOR THE INFORMATION REQUEST # 2

Based on the provided information and data, the proposed dissolution method [USP 1 (basket) at
75 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 a| .. dissolution
acceptance criterion and therefore the proposed acceptance criterion is not acceptable. Implement
the following dissolution acceptance criterion for all strengths of your proposed product, Sacubitril
and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg and 97/103 mg:

“NLT |:|% (Q) in 20 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.
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APPENDIX I

Information Request [dated 12/23/2019] and Response [dated 02/27/2020]

11

1il.

1. The proposed dissolution method‘ i

" is not acceptable at this stage because|

[0

i |The limited data/information

provided are not adequate to demonstrate the suitability/discriminating ability of the
proposed dissolution method for your proposed drug product. Please note that the
discriminating ability of the dissolution method should be investigated towards the critical
material attributes (CMAs), critical process parameters (CPPs) and critical formulation
variables (CFVs). In your response, justify the selection of the selected attributes /variables
and their levels for demonstrating the discriminating ability of the proposed dissolution
method. Described below are our recommendations with respect to proper investigation for
the discriminating ability of the proposed dissolution method:

Provide a list of CMAs, CPPs and CFVs affecting the dissolution and establish that your
method is discriminating towards those CMAs (including the drug substance particle size
distribution), CPPs and CFVs which affect dissolution. In general, the testing conducted to
demonstrate the discriminating ability of the dissolution method should compare the
dissolution profiles of the proposed drug product(target) and the formulations/product that
are intentionally manufactured with meaningful variations, i.e., aberrant formulations and
manufacturing conditions with * 10-20% change to the specification-ranges of these
variables for the most relevant CMA’s and CPPs.

In addition, if available, data can be submitted showing that the selected dissolution method
is able to reject batches that are not bioequivalent. Supportive dissolution data may also be
submitted showing that the selected dissolution method can detect the change(s) in the drug
product occurring during the accelerated and stressed conditions.

Provide 1) the manufacturing date, storage conditions and the age of the batches used in the
above studies, ii) the number of dosage units used to generate the dissolution data, iii)
complete dissolution data (individual, mean, cv%) in tabulated format, and iv) graphic
presentation for the mean dissolution data for each table.

The adequacy of the proposed dissolution acceptance criterion will be determined after the
accessing the above requested information.
The limited in dissolution data demonstrate that the dissolution of some units of the test

product remains incomplete using your proposed method, for example some units of Batch
#DT1812065 dissol ved % and a mean of| .. % at| .., . Explain
the root cause of the incomplete dissolution of the proposed drug product using your

proposed method. Support your explanation with appropriate data. Submit dissolution

6
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OPQ/ONDP/Division of Biopharmaceutics

[USP apparatus 2(paddle) at 50 rpm] profile data using the currently available long-term
stability batches. Indicate the age of the batch at the time of dissolution testing.

2. Note that the FDA dissolution
database[https://www.accessdata.fda.gov/scripts/cder/dissolution/dsp_SearchResults.cfm
] has been updated with a new dissolution method [900 mL of Phosphate Buffer, pH 6.8
using USP apparatus 1 (basket) at 75 rpm]. Please submit dissolution data [(N=12,
individual, mean, cv%)] for all your exhibits batches using this method.

| - | the dissolution of your proposed
drug product remains incomplete or you notice cone formation, then you may consider this
new FDA method for the quality control testing of your proposed drug product. If you
choose to do so, the please submit the information/data showing the
suitability/discriminating ability of the proposed dissolution method for your proposed
drug product, as per above recommendations regarding the demonstration of the
suitability/discriminating ability.

Applicant’s Response [dated 02/27/2020]:

The Applicant’s detailed response is available at the following link®:
The Applicant adopted the dissolution method currently available in the FDA dissolution data base

for this drug product as tabulated in Table 1. The Applicant has also submitted the comparative
dissolution profiles in section 2.7 of the submission as per the current dissolution method. The
Applicant has also studied the discriminative ability of the method| .. |

(b)(4)

Reviewer’s Assessment of the response: The Applicant proposed new dissolution method for the
proposed drug product is acceptable. However, the proposed dissolution acceptance criterion of D

| for all strengths of both Sacubitril and Valsartan is and

mlid}

therefore, the Applicant will be recommended to implement a dissolution acceptance
criterion (Please see IR # 2).

9 \\cdsesub1\evsprod\anda213748\0005\m1\us\1-2-cover-letters\response-to-drl-0005.pdf
i
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APPENDIX 11
Dissolution Profile Data

(0)(4)

Dissolution Profile of Bio-batch # DT1812070

120
100
80
60 —@— Sacubitril —@=—Valsartan
40
20

0 10 20 30 40 50
Axis Title

Figure 2: In vitro dissolution profile of drug product strength 97 mg / 103 mg biobatch #
DT1812070 using the current method in the FDA dissolution database (USP Apparatus 1/ 75
rpm)“

Dissolution Profile of Bio-batch # DT1812070
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10\\cdsesub1\evsprod\anda213748\0000\m2\27-clin-sum\pivotal-biosummary-tables-pdf.pdf
1 \\cdsesub1\evsprod\anda213748\0005\m2\27-clin-sum\pivotal-cdp-report.pdf
8
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Using the newly proposed dissolution method, the biobatch and all the exhibit batches shows) ..
drug release by 20 minutes. The submitted dissolution data supports a| .. |dissolution
acceptance criterion (refer IR #2) and will be communicated to the Applicant.
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OPQ/ONDP/Division of Biopharmaceutics

BIOPHARMACEUTICS ASSESSMENT

Application No. ANDA-213748-ORIG-1-AMEND-8

Submission Type Solicited Major Amendment

Applicant MSN LABORATORIES PRIVATE LIMITED

Product Name Sacubitril and Valsartan Tablets

Dosage Form/Strengths IR Tablet; 24 mg/26 mg, 49 mg/51 mg and 97mg/103 mg
Route of Administration | Oral

Indication

(0)(4)

Submission Date 8/19/20
Goal Date 4/18/2021
Primary Reviewer Ho-Pi Lin, Ph.D.
Secondary Reviewer N/A
Recommendation | ADEQUATE
EXECUTIVE SUMMARY

Background:

This amendment (#8) was submitted in response to the complete response (CR) letter issued on
6/8/2020 for the original submission. Previous assessment was documented in Panorama.'! The
assessment concluded inadequate was due to inadequate dissolution acceptance criterion.

Previous CR Comments

Based on the provided information and data, the proposed dissolution method [USP 1 (basket) at
75 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 aE dissolution
acceptance criterion and therefore the proposed acceptance criterion is not acceptable. Implement
the following dissolution acceptance criterion for all strengths of your proposed product,
Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg and 97/103 mg:

“NLT|- % (Q) in 20 minutes” [for both sacubitril and valsartan]

https://panorama.fda.gov/internal/document/preview ?versionID=5eac76cf01b56basc2cdbace37d44 2ec&ID=5dfd0f2d0014e7e09
2033c3228682dac

Page 1of 2

OPQ/ONDP/Division of Biopharmaceutics Supplement Template Version 1.0 — Effective Nov 12, 2019
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Q/ONDP/Division of Biopharmaceutics

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.

Biopharmaceutics Assessment:

The Applicant accepted’> and implemented® the recommended criterion. The response is

acceptable.

Recommendation:

This ANDA 213748 is recommended for approval from a biopharmaceutics perspective.

Approved disintegration method and acceptance criterion/criteria:

USP . Acceptance
Apparatus Speed ‘ Medium/Temperature criterion(a)
I (Basket) 75 rpm pH 6.8 phosphate Q= 1% in 20 minutes
buffer/37°C (Sacubitril &
900 ml Valsartan)

2 page 5 in file://Cdsesubl/evsprod/ANDA213748/0007/m1/us/1-2-cover-letters/response-to-crl-0007.pdf
3 file://Cdsesubl/evsprod/ANDA213748/0007/m3/32-body-data/32p-drug-prod/sac-visrtn-tab-msn-lab/32p5-contr-drug-

prod/32p51-spec/specifications.pdf

Page 2 of 2

OPQ/ONDP/Division of Biopharmaceutics Supplement Template Version 1.0 — Effective Nov 12, 2019
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ANDA Executive Summary

1. Application/Product Information

ANDA Number.

213748

Review Cycle #

05

Applicant Name

MSN Laboratories Private Limited

Drug Product Name

Sacubitril and Valsartan

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 97 mg and valsartan 103 mg x 2/day

Rx/OTC Dispensed

Rx

Proposed Indication

Sacubitril and valsartan tablet is indicated to reduce the risk
of cardiovascular death and hospitalization for heart failure
in patients with chronic heart failure | ) and
reduced ejection fraction.

Drug Product

Refer to 3.2.P.1

Description
Co-packaged product N/A
information
Device information, if N/A

any:

Storage Temperature/
Conditions

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

Review Team

Discipline Primary Secondary

Behnam
Abdolalizadeh

Mayra Pineiro-

Drug Substance Sanchez
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Drug Product/ Behnam Mayra Pineiro-
Labeling Abdolalizadeh Sanchez
Amit Kokate Jean Tang
Manufacturing R05: Vaikunth
Prabhu
Biopharmaceutics ~ |Ho-Pi Lin N/A
Microbiology (N/A N/A
Other (specify): (N/A N/A
Candice Cottle-Delisle
RBPM [ROS: Jennifer Nguyen
ATL Mayra Pineiro-Sanchez
Discipline ;
Consulted Recommendation Date

Consults

2. Submission Document(s) Reviewed

Submission(s) Assessed Documents Date Disciplines Affected
Original/Initial Submission | 07/08/2019 All
Labeling-response to DRL | 10/30/2019 Labeling
Quality/Response to 02/27/2020 Quality
Discipline Review Letter

Resubmission/After 08/19/2020 Quality

Action- Complete

Response

Quality/Response To 08/28/2020 Quality
Information Request

CR Response 02/09/2022 Quality

IR response 02/23/2022 Quality

CR Response 12/27/2022 Quality/Labeling
Quality/Response To 07/06/2023 Quality
Information Request

CR Response 05/02/2024 Quality/Labeling
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3. Related/Supporting Documents

a. DMFs:
Date
Item Assessor/
DMF # | Type Holder Status Assessment
Referenced Completed Comments
Il Sacubitril Adequate | 07/12/2023 | R05
and
Valsartan

Il Adequate | 02/09/2022

Il Adequate | 04/05/2022

\Y)
e (b4}

IV (b)i4)

v

1] Refer to

, 3.2.P.7
o |
b. Other Documents: IND, RLD, RS, Approved ANDA
Document Application Number Description

RLD NDA 207620 ENTRESTO®

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.)

Drug Substance Deficiencies

Drug Product Deficiencies

Labeling Deficiencies (Please contact OGD if you identify any Labeling
deficiencies with your comments)
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Manufacturing Deficiencies
Biopharmaceutics Deficiencies
Microbiology Deficiencies

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)

Additional Commentis:

In addition to responding to the deficiencies presented above, please note and
acknowledge the following comment(s) in your response:

5. Basis for Recommendation

a. Summary of Rationale for Recommendation:

The ANDA submitted on the basis of NDA 207620 (RLD), ENTRESTO includes
sufficient information to assure the identity, strength, purity, and quality of the
drug product during the expiration dating period of 24 months. The applicant has
provided acceptable raw material, in-process, and finished product controls and
established an adequate dissolution specification (method and acceptance
criteria) for routine quality control of the finished product. The overall facility
assessment recommends approval and the labels have adequate quality
information. Applicant states categorical exclusion from the requirement of
Environmental Impact Analysis per 21 CFR 25.31. Therefore, from the quality
perspective, this ANDA is recommended for approval.

(b)(4)

b. Recommendation by Subdiscipline:

Drug Substance: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)
1.
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Drug Product: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)
1.

Quality Labeling: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)
1.

Manufacturing: ADEQUATE

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)

13

Microbiology: N/A

Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)

: 2

Environmental: N/A

Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)
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6. Life-Cycle Considerations
Established Conditions per ICH Q12: No
Comments:

Comparability Protocols (PACMP): No
Comments:

Additional Comments:
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QUALITY ASSESSMENT

MANUFACTURING INTEGRATED ASSESSMENT

Application ID

ANDA 213748

Drug Product Name

Sacubitril and Valsartan Tablets

oy
A _code @
|
I »
. /\J\n,

CAS #:936623-90-4
Molecular Formula: C4gHssNeOsNas
Molecular Weight: 912.96 g/mol

Prioritization Factor: First Generic - Granted

Strengths

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

Dosage Form

Tablet

Administration Route

Oral

Indication

Sacubitril and valsartan tablet is indicated to reduce the risk
of cardiovascular death and hospitalization for heart failure
in patients with chronic heart failure and
reduced ejection fraction.

Applicant Name

MSN Laboratories Private Limited

RLD Number

N207620
ENTRESTO

Reviewer’s Note:

Blue font refers to the current Amendment-19 (SD#19 received 05/02/2024)/review

cycle

Black font refers to the previous review cycles up to SD#14

I. Manufacturing Summary
Facility Assessment Recommendation: Adequate
Process Assessment Recommendation: Adequate

Assessment Summary:

(b)(4)

Page 1 of 40

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.
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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.




QUALITY ASSESSMENT

None

VI. Signature Block

Round# | Primary Secondary & | Date of Assessment | Facility
Name Other Names | Completion | Outcome OMIR
1 Jingbo Xiao Vaikunth S. 12/17/2019 [ IR TBD

09/03/2019 Prabhu

11/22/2019 09/05/2019
12/16/2019 12/12/2019
12/17/2019

2 Jingbo Xiao Vaikunth S. 5/27/2020 CR Major Withheld
03/04/2020 Prabhu

04/07/2020 03/19/2020
05/27/2020 04/07/2020

05/27/2020
3 Amit Kokate | Jean Tang 3/15/2021 CR Minor Approve
1/25/2021 2/1/2021
4 Amit Kokate | Jean Tang 3/29/2022 Adequate Approve
5 Amit Kokate | Jean Tang 2/6/2024 CR Major Withheld
6 Amit Kokate | Vaikunth 6/7/2024 Adequate Approve
05/22/2024 Prabhu
05/30/2024
Page 40 of 40
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Amit Digitally signed by Amit Kokate
Kokate Date: 6/07/2024 10:10:18AM
GUID: 5af0709d00c1864da90332c782219bbe

Vaikunth Digitally signed by Vaikunth Prabhu
Prabhu Date: 6/07/2024 10:13:32AM
GUID: 508da70600028a6e0679d7b5b0fd3db3
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MEMORANDUM T O FILE- Facility Major to Minor Reclassification Request
OPQ/OPMA Assessors: Amit Kokate, Vaikunth Prabhu

ANDA No.Drug Name ANDA-213748-ORIG-1-AMEND-19

Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg /51
mg, and 97 mg/103 mg

Applicant MSN Laboratories Private Limited
Decision GRANTED
Date 5/22/2024

RESPONSE TO BE COMMUNICATED WITH THE APPLICANT:

Reason (s) for Denial: N/A

(b)(4)

Therefore, this Facility Major to Minor Reclassification Request is recommended to be granted

from OPMA’s perspective.
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Amit Digitally signed by Amit Kokate
Kokate Date: 5/31/2024 11:08:47AM
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Vaikunth Digitally signed by Vaikunth Prabhu
Prabhu Date: 5/31/2024 12:26:36PM
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ANDA Executive Summary

1. Application/Product Information

ANDA Number.

213748

Review Cycle #

04

Applicant Name

MSN Laboratories Private Limited

Drug Product Name

Sacubitril and Valsartan

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 97 mg and valsartan 103 mg x 2/day

Rx/OTC Dispensed

Rx

Proposed Indication

Sacubitril and valsartan tablet is indicated to reduce the risk
of cardiovascular death and hospitalization for heart failure
in patients with chronic heart failure| . ) and
reduced ejection fraction.

Drug Product

Refer to 3.2.P.1

Description
Co-packaged product N/A
information
Device information, if N/A

any:

Storage Temperature/
Conditions

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

Review Team

Discipline Primary Secondary

Behnam
Abdolalizadeh

Mayra Pineiro-

Drug Substance Sanchez
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Drug Product/ |Behnam Mayra Pineiro-
Labeling Abdolalizadeh Sanchez
Manufacturing Amit Kokate Jean Tang
Biopharmaceutics ~ |H0-Pi Lin N/A
Microbiology N/A N/A
Other (specify): N/A N/A
RBPM Candice Cottle-Delisle
ATL Mayra Pineiro-Sanchez
g:’sncsiﬁ:itgz Recommendation Date
Consults
2. Submission Document(s) Reviewed
Submission(s) Assessed Documents Date Disciplines Affected
Original/Initial Submission | 07/07/2019 All
Labeling-response to DRL | 10/30/2019 Labeling
Quality/Response to 2/27/2020 Quality
Discipline Review Letter
Resubmission/After 08/19/2020 Quality
Action- Complete
Response
Quality/Response To 08/28/2020 Quality
Information Request
CR Response 02/09/2022 Quality
IR response 02/23/2022 Quality
CR Response 12/27/2022 Quality/Labeling
Quality/Response To 07/06/2023 Quality
Information Request

3. Related/Supporting Documents
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a. DMFs:

Date
Iltem Assessor/
DMF # | Type Holder Status Assessment
Referenced Completed Comments
Il Sacubitril Adequate | 07/12/2023 | R05
and
Valsartan
Il Adequate | 02/09/2022
Il Adequate | 04/05/2022
v
(L] (bia)
IV (b)(4)
A\
1] Refer to
a.2.B.7
| |
b. Other Documents: IND, RLD, RS, Approved ANDA
Document Application Number Description
RLD NDA 207620 ENTRESTO®

4. Final Overall recommendation — Complete Response-Major-Facilities Only

Deficiencies (if applicable):

Overall Quality Deficiencies - Optional (Deficiencies that affect multiple sub-
disciplines; for subheadings use the format shown, for all deficiencies.)

1.

Drug Substance Deficiencies

1.

Drug Product Deficiencies

1.
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Labeling Deficiencies (Please contact OGD if you identify any Labeling
deficiencies with your comments)

1.

Manufacturing Deficiencies

(b)(4)

Biopharmaceutics Deficiencies
i

Microbiology Deficiencies
1.

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)
s,

Additional Commentis:

In addition to responding to the deficiencies presented above, please note and
acknowledge the following comment(s) in your response:

5. Basis for Recommendation

a. Summary of Rationale for Recommendation:
The ANDA submitted on the basis of NDA 207620 (RLD), ENTRESTO® is not
recommended for approval. A MAJOR CR is recommended due to facility

||||||

(b)(4)

b. Recommendation by Subdiscipline:

Page 220 of 2141



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)
1.

Quality Labeling: ADEQUATE

Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)
1.

Manufacturing: INADEQUATE-MAJOR-Facilities Only

Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)

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.

Biopharmaceutics: ADEQUATE

Provide justification(s) (for major deficiencies only):

(Click link to view Justification Statements)
1.

Microbiology: N/A
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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:
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[@eldl ouauTY AssESSMENT

MANUFACTURING INTEGRATED ASSESSMENT

Application ID ANDA 213748

Drug Product Name Sacubitril and Valsartan Tablets
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CAS #:936623-90-4
Molecular Formula: C4gHssNeOsNas
Molecular Weight: 912.96 g/mol

Prioritization Factor: First Generic - Granted

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

Dosage Form Tablet

Administration Route | Oral

Indication Sacubitril and valsartan tablet is indicated to reduce the risk
of cardiovascular death and hospitalization for heart failure
in patients with chronic heart failure | and
reduced ejection fraction.

Applicant Name MSN Laboratories Private Limited

RLD Number N207620
ENTRESTO

Reviewer’s Note:

Blue font refers to the current Amendment-14 (SD#14 received 12/27/2022)/review
cycle

Black font refers to the previous review cycles up to SD#12 (received 02/09/2022)

I. Manufacturing Summary
Facility Assessment Recommendation: Inadequate - Major
THEME: Inadequate Facility - cGMP| .
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.

Page 1 of 39
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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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QUALITY ASSESSMENT

List Submissions being assessed (Table):

Document Description (SD #) Date Received
Original Submission, Seq. 0000 (1) 07/08/2019
CMC Amendment (Response to DRL), Seq. 0005 (6) 02/27/2020
CMC Amendment (Response to CRL), Seq. 0007 (8); Amend-8 08/19/2020
CMC Amendment (Response to IR), Seq. 0008 (9) 08/28/2020
CMC Amendment (Response to CRL), Seq. 0011 (12) 02/09/2022

Page 3 of 39
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QUALITY ASSESSMENT

CMC Amendment (Response to IR), Seq. 0012 (13) 02/23/2022

CMC Amendment (Response to CR), Seq. 0013 (14) 12/27/2022

Note: Seq. 0001 (2), 0002 (3), 0003 (4), 0004 (5), 0006 (7), 0009 (10), 0010(11), 0014(15), 0015(16),
0016(17), 0017(18) are not CMC related submissions or do not contain OPMA related information.

Highlight Key Issues from Last Cycle and Their Resolution: See CR#1

(b)(4)

Concise Description of Outstanding Issues (List bullet points with key
information and update as needed):

(b)(4)

List Number of Comparability Protocols: None

1. Lifecycle Management Considerations

Post-approval inspection? | No

Lifecycle considerations | No

2. Facilities Table

Facility nan nsibilities and profi _
acility ame FEI Fle_spo sibilities and profile Status
and address code(s)
MSN Life sciences Private Limited
. Approve -
Unit-1l, Sy.No. 455/A,455/AA,455/E
and 455/EE Chandampet (Village), 3011543992 Bas;ﬂ o
Shankarampet-R (Mandal), Medak
District, Telangana, INDIA, 502255 (b) ( 4)
MSN Laboratories Private Limited No
(Research & Development) 3005075182 Evaluation
Necessary
Page 4 of 39
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QUALITY ASSESSMENT

Plot No. 12, Phase-IV, Sy.No. 119
to 140, 258, 275 to 280, Industria
Park, Pashamylaram (Village),

Patancheru (Mandal), Sanga reddy (b)(4)
district, Telangana, INDIA, 502307
MSN Laboratories Private Limited

Approve -
Sy. No. 317 & 320, 321, 322,323, Based on
604 & 605, Rudraram (Village), Asadn Previous
Patancheru (Mandal), Sangareddy (b) (4) History
District, Telangana, India, 502329
MSN Pharmachem Private Limited
Plot No.: 212/ A,B,C,D, Phase-ll, Approve -
IDA Pashamylaram, Based on
Pashamylaram (Village), 3006165229 Previous
Patancheru (Mandal), , (b)(4) History
Sangareddy District,, Telangana,,
India, 502 307

Update (Amendment-8):
Page 5 of 39
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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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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.




QUALITY ASSESSMENT

Outstanding Deficiencies Collation Table

(b)(4)
V1. Signature Block
Round# | Primary Secondary & | Date of Assessment | Facility
Name Other Names | Completion | Outcome OMIR
1 Jingbo Xiao Vaikunth S. 12/17/2019 | IR TBD
09/03/2019 Prabhu
11/22/2019 09/05/2019
12/16/2019 12/12/2019
12/17/2019
2 Jingbo Xiao Vaikunth S. 5/27/2020 CR Major Withheld
03/04/2020 Prabhu
04/07/2020 03/19/2020
05/27/2020 04/07/2020
05/27/2020
3 Amit Kokate | Jean Tang 3/15/2021 CR Minor Approve
1/25/2021 2/1/2021
4 Amit Kokate | Jean Tang 3/29/2022 Adequate Approve
5 Amit Kokate | Jean Tang 2/6/2024 CR Major Withheld
Page 39 of 39
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Amit Digitally signed by Amit Kokate
Kokate Date: 2/07/2024 09:27:34AM
GUID: 5af0709d00c1864da90332c782219bbe

Digitally signed by Jean Tang
Date: 2/07/2024 11:11:21AM
GUID: 502d1ab500002aff2e492acb1fd0d645
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ANDA Executive Summary

1. Application/Product Information

ANDA Number.

213748

Review Cycle #

04

Applicant Name

MSN Laboratories Private Limited

Drug Product Name

Sacubitril and Valsartan

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 97 mg and valsartan 103 mg x 2/day

Rx/OTC Dispensed

Rx

Proposed Indication

Sacubitril and valsartan tablet is indicated to reduce the risk
of cardiovascular death and hospitalization for heart fajlure

in patients with chronic heart failure and
reduced ejection fraction.

(bHE)

Drug Product

Refer to 3.2.P.1

Description
Co-packaged product N/A
information
Device information, if N/A

any:

Storage Temperature/
Conditions

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

Review Team

Discipline Primary Secondary

Behnam
Abdolalizadeh

Mayra Pineiro-

Drug Substance Sanchez
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Drug Product/ |Behnam Mayra Pineiro-
Labeling Abdolalizadeh Sanchez
Manufacturing Amit Kokate Jean Tang
Biopharmaceutics ~ |H0-Pi Lin N/A
Microbiology N/A N/A
Other (specify): N/A N/A
RBPM Candice Cottle-Delisle
ATL Mayra Pineiro-Sanchez
g:’sncsiﬁ:itgz Recommendation Date
Consults
2. Submission Document(s) Reviewed
Submission(s) Assessed Documents Date Disciplines Affected
Original/Initial Submission | 07/07/2019 All
Labeling-response to DRL | 10/30/2019 Labeling
Quality/Response to 2/27/2020 Quality
Discipline Review Letter
Resubmission/After 08/19/2020 Quality
Action- Complete
Response
Quality/Response To 08/28/2020 Quality
Information Request
CR Response 02/09/2022 Quality
IR response 02/23/2022 Quality
CR Response 12/27/2022 Quality/Labeling
Quality/Response To 07/06/2023 Quality
Information Request

3. Related/Supporting Documents

Page 265 of 2141




a. DMFs:

Date
Iltem Assessor/
DMF # | Type Holder Status Assessment
Referenced Completed Comments
Il Sacubitril Adequate | 07/12/2023 | R05
and
Valsartan
Il Adequate | 02/09/2022
Il Adequate | 04/05/2022
v
"""" (b)(d)
IV (b)(4)
A\
1] Refer to
a.2.B.7
b. Other Documents: IND, RLD, RS, Approved ANDA
Document Application Number Description
RLD NDA 207620 ENTRESTO®

4. Final Overall recommendation — Approval

Deficiencies (if applicable):

NONE

Overall Quality Deficiencies - Optional (Deficiencies that affect multiple sub-
disciplines; for subheadings use the format shown, for all deficiencies.)

1.

Drug Substance Deficiencies

1.

Drug Product Deficiencies
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Labeling Deficiencies (Please contact OGD if you identify any Labeling
deficiencies with your comments)

1.

Manufacturing Deficiencies
1.

Biopharmaceutics Deficiencies
1.

Microbiology Deficiencies
1;

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.

Additional Comments:

In addition to responding to the deficiencies presented above, please note and
acknowledge the following comment(s) in your response:

5. Basis for Recommendation

a. Summary of Rationale for Recommendation:

The ANDA submitted on the basis of NDA 207620 (RLD), ENTRESTO® includes
sufficient information to assure the identity, strength, purity, and quality of the
drug product during the expiration dating period of 24 months. The applicant has
provided acceptable raw material, in-process, and finished product controls and
established an adequate dissolution specification (method and acceptance
criteria) for routine quality control of the finished product. The overall facility
assessment recommends approval and the labels** have adequate quality
information. Therefore, from the quality perspective, this ANDA is recommended
for approval.

(b)(4)
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(b)(4)

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)

1.

Quality Labeling: ADEQUATE

Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)

¥

Manufacturing: ADEQUATE

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
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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:
OGD Policy Alert: YES (05SEP2023)

FDA-2021-P-1286 (NDA 207620)
Entresto sacubitril; valsartan tablets

Petition requests that the FDA refrain from approving an ANDA relying on ENTRESTO NDA
207620 at least until after the expiration of the 3-year exclusivity in February 2024. Upon
expiration of the 3-year exclusivity period, an ANDA applicant would be required to submit a
patent certification to the HFpEF Patents. ...an ANDA applicant cannot submit a section viii
statement and labeling that proposes to omit the patented use in HFpEF patients. Petition
response issued but the Agency is determining how to resolve any carve-out issues.

No Approval Actions (TA/AP) can be taken prior to contacting Policy Lead

No CRL can be issued prior to contacting Policy Lead;

{oH4}
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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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Mayra Digitally signed by Mayra Pineiro Sanchez
Pineiro Sanchez Date: 9/22/2023 03:56:26PM
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ANDA Executive Summary

1. Application/Product Information

ANDA Number.

213748

Review Cycle #

04

Applicant Name

MSN Laboratories Private Limited

Drug Product Name

Sacubitril and Valsartan

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 97 mg and valsartan 103 mg x 2/day

Rx/OTC Dispensed

Rx

Proposed Indication

Sacubitril and valsartan tablet is indicated to reduce the risk
of cardiovascular death and hospitalization for heart failure
in patients with chronic heart failure | | and
reduced ejection fraction.

Drug Product

Refer to 3.2.P.1

Description
Co-packaged product N/A
information
Device information, if N/A

any:

Storage Temperature/
Conditions

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

Review Team

Discipline Primary Secondary

Behnam
Abdolalizadeh

Mayra Pineiro-

Drug Substance Sanchez
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Drug Product/ |Behnam Mayra Pineiro-
Labeling Abdolalizadeh Sanchez
Manufacturing Amit Kokate Jean Tang
Biopharmaceutics ~ |H0-Pi Lin N/A
Microbiology N/A N/A
Other (specify): N/A N/A
RBPM Candice Cottle-Delisle
ATL Mayra Pineiro-Sanchez
g:’sncsiﬁ:itgz Recommendation Date
Consults
2. Submission Document(s) Reviewed
Submission(s) Assessed Documents Date Disciplines Affected
Original/Initial Submission | 07/07/2019 All
Labeling-response to DRL | 10/30/2019 Labeling
Quality/Response to 2/27/2020 Quality
Discipline Review Letter
Resubmission/After 08/19/2020 Quality
Action- Complete
Response
Quality/Response To 08/28/2020 Quality
Information Request
CR Response 02/09/2022 Quality
IR response 02/23/2022 Quality
CR Response 12/27/2022 Quality/Labeling
Quality/Response To 07/06/2023 Quality
Information Request

3. Related/Supporting Documents
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a. DMFs:

Date
ltem Assessor/
DMF # | Type Holder Status Assessment
Referenced Completed Comments
Il Sacubitril Adequate | 07/12/2023 | R05
and
Valsartan
Il Adequate | 02/09/2022
Il Adequate | 04/05/2022
v
b)) (b){4)
v (b))
A\
1] Refer to
a.2.B.7
N |
b. Other Documents: IND, RLD, RS, Approved ANDA
Document Application Number Description
RLD NDA 207620 ENTRESTO®

4. Final Overall recommendation — Approval

Deficiencies (if applicable):

NONE

Overall Quality Deficiencies - Optional (Deficiencies that affect multiple sub-
disciplines; for subheadings use the format shown, for all deficiencies.)

1.

Drug Substance Deficiencies

1.

Drug Product Deficiencies
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Labeling Deficiencies (Please contact OGD if you identify any Labeling
deficiencies with your comments)

1.

Manufacturing Deficiencies
1.

Biopharmaceutics Deficiencies
1.

Microbiology Deficiencies
1;

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.

Additional Comments:

In addition to responding to the deficiencies presented above, please note and
acknowledge the following comment(s) in your response:

5. Basis for Recommendation

a. Summary of Rationale for Recommendation:

The ANDA submitted on the basis of NDA 207620 (RLD), ENTRESTO® includes
sufficient information to assure the identity, strength, purity, and quality of the
drug product during the expiration dating period of 24 months. The applicant has
provided acceptable raw material, in-process, and finished product controls and
established an adequate dissolution specification (method and acceptance
criteria) for routine quality control of the finished product. The overall facility
assessment recommends approval and the labels** have adequate quality
information. Therefore, from the quality perspective, this ANDA is recommended
for approval.

(B)i4)
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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)

1.

Quality Labeling: ADEQUATE

Provide justification(s) (for major deficiencies only):
(Click link to view Justification Statements)

¥

Manufacturing: ADEQUATE

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
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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:
OGD Policy Alert: YES (05SEP2023)

FDA-2021-P-1286 (NDA 207620)
Entresto sacubitril; valsartan tablets

Petition requests that the FDA refrain from approving an ANDA relying on ENTRESTO NDA
207620 at least until after the expiration of the 3-year exclusivity in February 2024. Upon
expiration of the 3-year exclusivity period, an ANDA applicant would be required to submit a
patent certification to the HFpEF Patents. ...an ANDA applicant cannot submit a section viii
statement and labeling that proposes to omit the patented use in HFpEF patients. Petition
response issued but the Agency is determining how to resolve any carve-out issues.

No Approval Actions (TA/AP) can be taken prior to contacting Policy Lead

No CRL can be issued prior to contacting Policy Lead;

{B)(a}
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RECOMMENDATION

[1 Complete Response-Major

[1 Complete Response-Minor

[] Discipline Review Letter (DRL)
[] Information Request—IR x Days
Approval

ANDA 213748 Assessment Cycle #04

Drug Product Name Sacubitril and Valsartan Tablets

USP Monograph [J Yes 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 Rx 0O ore

ANDA Applicant MSN Laboratories Private Limited

Drug Product Manufacturer Same as the Applicant

L1 Different from the Applicant (see below)

US agent, if applicable O NA (See Below)
MSN Pharmaceuticals Inc. 20 Duke Road, Piscataway, NJ
08854-3714

Proposed Indication Sacubitril and Valsartan Tablets indicated to reduce the risk of
cardiovascular death and hospitalization for heart failure in
patients with chronic heart failure i and

reduced ejection fraction.

Submission(s) Assessed Document Date Discipline(s) Affected
IR Response 7/6/2023 Quality
CR 03 12/27/2022 Quality
CR 02 2/9/2022 Quality
CR 01 8/19/2020 Quality
Amendment-Response to DRL 2/27/2020 Quality
Original 7/8/2019 All
Labeling-Response to Discipline 10/30/2019 Labeling
Review Letter*

*Preparation of oral suspension added in label to be in line with RLD, but no supporting quality
information provided

Original & DRL assessed by 1ry: Qiuxia Wang; QAL: Raghu Samy

Submission CR 01 and CR 02 assessed by B. Abdolalizadeh

Submission CR 03 assessed by B. Abdolalizadeh in review R04

Submission IR response assessed by B. Abdolalizadeh in review R04
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U.S. FOOD & DRUG

QUALITY ASSESMENT DATA SHEET

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:
DMF # | Type Holder Item Referenced Status ReEizt:a d Comments
1] Sacubitril and Valsartan | Adequate, R05 | 07/12/2023 D. Yu
] Adeqguate, R04 | 02/09/2022 D. Yu
I (b)(4) 04 Adequate, R05 | 04/05/2022 | D. Johnson
Other DMF: 0 N/A ® (See Below)
1]
]
i
]
"""" I
1]
(b)(4)
]}
v
v
v
Other | |
[EHEY)
B. OTHER DOCUMENTS: IND, RLD, RS, Approved ANDA
Document Application Number Brand Name Description
NDA 207620 ENTRESTO® Sacubitril and Valsartan Tab, 24/26, 49 /51, 97 /103
mg
2. CONSULTS
Discipline Status Recommendation Date Assessor
Biostatistics N/A
Pharmacology/Toxicology N/A
CDRH-ODE N/A
CDRH-OC N/A
Clinical N/A
Other N/A
OPQ-XOPQ-TEM-0002v01 Page 3 Effective Date: February 1, 2019
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Review of Firm’s Response to Deficiencies
Review of Amendment Dated 7/6/2023

This amendment is in response to complete response letter was issued on June 29, 2023.

The following link is for the responses to CR deficiencies:

ANDA213748 (213748 - 0014 - (15) - 2023-07-06 - ORIG-1 /Multiple
Categories/Subcategories) - response-to-ir-0014

Comment 1:

Applicant Response:

Reviewer’s Comment adequate

OPQ-XOPQ-TEM-0002v01 Page 4 Effective Date: February 1, 2019
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e
OLDP Assessment Team: 1ry: Qiuxia Wang; QAL.:
Raghu Samy

CHAPTER |: DRUG SUBSTANCE

IQA ANDA Assessment Guide Reference

Drug Substance Name Sacubitril and Valsartan
DMF Number (If Applicable) | - |
DMF Status Adequate
DMF Holder | |
Overall Assessment Recommendation for DS: Adequate
Theme:

X N/A O Other (Requires Division Director Approval)

O DMF O Due to Consult

0 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.

Justification for Major from DMF review

Highlight Key Issues from Last Cycle and Their Resolution:

No Key issues with DS from last cycle review

Concise Description of Outstanding Issues:
N/A - No Deficiencies with DS in the ANDA

Select Number of Approved Comparability Protocols: 00

OPQ-XOPQ-TEM-0002v01 Page 30 Effective Date: February 1, 2019
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S.1 GENERAL INFORMATION

Recommended
International
Nonproprietary Name
USAN

Chemical Name(s)

CAS Number
Therapeutic Category
Structure

Sacubitril and Valsartan

Sacubitril and Valsartan

Tri sodium ( 4-{[(1 S,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)[L,I'-biphenyl]-4-ylJmethyl }-L-valinate)
936623-90-4

To treat heart failure

CH;

)\,cod N

Molecular Formula CasHssNeOsNas
Molecular Weight 912.96
Description White to almost white powder.

(0)(4)

OPQ-XOPQ-TEM-0002v01 Page 31 Effective Date: February 1, 2019
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(0)(4)

Assessment: Adequate

Deficiency in Review 1:

(b)(4)

o0 . (Satisfactorily
addressed in the amendment dated 2/27/2020)

Post-Approval Stability Protocol and Commitment

Assessment: Adequate

Refer to DMF review

R REGIONAL INFORMATION
Comparability Protocols X N/A 0 (See Below)

Assessment: Choose an item.

Lifecycle Management Considerations

OPQ-XOPQ-TEM-0002v01 Page 56 Effective Date: February 1, 2019
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DRUG SUBSTANCE LIST OF DEFICIENCIES:
N/A

OPQ-XOPQ-TEM-0002v01 Page 57 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

CHAPTER II: DRUG PRODUCT
IQA ANDA Assessment Guide Reference

Overall Assessment Recommendation: Adequate
Theme:

= N/A O Unacceptable Analytical Methods

O Unqualified Impurity O Application Quality

0 New DP Baich O Pharmaceutical Equivalence

0 Product Design O Product Safety

[0 Other (Requires Division Director
O Failing Stability Data Approval)
[0 Application Completeness [0 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
CQAs Risk Comments LT Comments
Ranking Assessment
Cycle #

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): N/A

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: dissolution method and specifications are finalized with
Biopharmaceutics.

o Elemental impurity compliance with ICH Q3D — status: adequate

OPQ-XOPQ-TEM-0002v01 Page 58 Effective Date: February 1, 2019
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e  Number of Comparability protocols included: 0

P.1 DESCRIPTION AND COMPOSITION

The quantitative composition and function of each excipient in the drug product is listed.

Microcrystalline Cellulose™*

= ) USP-NF

Crospovidone
e | USP-NF

Croscarmellose Sodium

= | USP-NF

idal Silicon Dioxide
4041 USP-NF

Tale[ .. )USP

Magnesium Stearate| .

[ o USP-NF

b4

Maximum S
24 mg/ 49 mg/ 97mgl | ,, Leves | 16 Ih'““i f"’fo"“l
Ingredients Functions 26mg | %ww | Slmg % wiw 103 mg w?'w (dosage per Ad nﬁ':jls:r‘; tion
(mg/tablet) (mg/tablet) (mg/tablet) unit) (mg)
(mg)
A
. | | | | | |
_— Active
ok
Sacubitril and Valsartan ingredient

(b)(4)

|Biack Iron Oxide

(b)(4)

Iron Oxide Yellow

Iron Oxide Red

(b)(4)

OPQ-XOPQ-TEM-0002v01

Page 59

Effective Date: February 1, 2019
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Maximum
24 mg/ 49 mg/ 97mg/ | o0 | Levess | TG TomitforOral
Ingredients Functions 26 mg % wiw [ 51 mg % wiw 103 mg wl:'w (dosage per Adminichation
(mg/tablet) (mg/tablet) (mg/tablet) unit) P
(mg)
Coated Tablet weight |  103.000 | 100.00 | 206.000 [100.00| 412.000 [100.00] - -
RLD Test Product
Microcrystalline Cellulose Microcrystalline Cellulose | w«
Crospovidone Crospovidone| -

Low-substituted hydroxypropyl Cellulose

Croscarmellose sodium

Colloidal silicon dioxide

Colloidal silicon dioxide

Talc

L] |

Tale l

Magnesium stearate

Magnesium stearate

(bit4)

Hypromellose

Hypromellose

Titanium dioxide

Titanium dioxide

Macrogol 4000

) |

Macrogol/|

By

‘ aind ‘

[ron oxide red

Red iron oxide e

Iron oxide Black

Black Ironoxide { .. |

[mlidh

(b)(4)

Iron oxide yellow

o4

i)

(b)(4)

(b)(4)

OPQ-XOPQ-TEM-0002v01

Page 60

Effective Date: February 1, 2019
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| RLD Test Product

(b)(4)

Assessment: Adequate
Strength Product Description
G By Purple colored, oval shaped, biconvex. film coated tablets one side debossed

with 'M' and other side debossed with 'S1'| - |

Light yellow to yellow colored, oval shaped. biconvex, film coated tablets one

49 mg/51 mg side debossed with ‘M’ and other side debossed with 'S2”| | |
=
Light pink to pink colored, oval shaped, biconvex, film coated tablets one side

97 mg/ 103 mg debossed with 'M' and other side debossed with 'SB"|

-y

The firm provided adequate information regarding to components and
composition of the drug product.

(b)(4)

There are some minor differences in compositions between the generic proposed
formulation and the formulation of the reference product, but they should not
have any effects on the quality of the drug products.

However, whether the difference between this proposed formulation and the RLD
present any potential concerns with respect to therapeutic equivalence of drug
product would rely on the evaluation of Division of Bioequivalence.

The size and shape of generic Sacubitril and Valsartan tablets meets the

requirements as per “Size, Shape, and Other Physical Attributes of Generic
Tablets and Capsules” as shown in the table below.

OPQ-XOPQ-TEM-0002v01 Page 61 Effective Date: February 1, 2019
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Methods Validation or Verification Package

Assessment: Adequate

Comparability Protocols

Assessment: Choose an item.
N/A

Lifecycle Management Considerations

DRUG PRODUCT LIST OF DEFICIENCIES)
N/A

OPQ-XOPQ-TEM-0002v01 Page 99 Effective Date: February 1, 2019
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CHAPTER Illl: ENVIRONMENTAL

R REGIONAL INFORMATION

Environmental
Assessment: Adequate
OPQ-XOPQ-TEM-0002v01 Page 100 Effective Date: February 1, 2019
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CHAPTER IV: LABELING

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? Xl 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
X N/A (NOT OTC or Controlled Substance)

If “No,” explain.

OPQ-XOPQ-TEM-0002v01 Page 101 Effective Date: February 1, 2019
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For solid oral drug products, only: drug product length(s) of commercial

batch(es):
ANDA Strength Length (MM) Imprint Code
24 mg/ 26 mg 10.00 x 4.00 one side debossed with 'M'
and other side debossed
with 'S1'
49 mg/ 51 mg 13.00 x 5.10 one side debossed with 'M'
and other side debossed
with 'S2"
97 mg/ 103 mg 15.00 x 5.90 one side debossed with 'M'
and other side debossed
with 'S3"

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

N/A

OPQ-XOPQ-TEM-0002v01

Page 102
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ATTACHMENT II: List of All Deficiencies
N/A

OPQ-XOPQ-TEM-0002v01 Page 103 Effective Date: February 1, 2019

Page 382 of 2141



Behnam Digitally signed by Behnam Abdolalizadeh
Abdolalizadeh  Date: 8/09/2023 05:52:57AM
GUID: 51dc72810000c6e47569a654b09e35e0

» Mayra Digitally signed by Mayra Pineiro Sanchez
) Pineiro Sanchez Date: 8/08/2023 09:43:48PM
GUID: 508da702000288099b99e9faff8aba27

Page 383 of 2141



QUALITY ASSESSMENT

MANUFACTURING INTEGRATED ASSESSMENT

Application ID

ANDA 213748

Drug Product Name

Sacubitril and Valsartan Tablets

oy
A _codd @
|
I »
. /\J\n,

CAS #:936623-90-4
Molecular Formula: C4sHssNeOsNas
Molecular Weight: 912.96 g/mol

Prioritization Factor: First Generic - Granted

Strengths

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

Dosage Form

Tablet

Administration Route

Oral

Indication

Sacubitril and valsartan tablet is indicated to reduce the risk
of cardiovascular death and hospitalization for heart failure
in patients with chronic heart failure | - land
reduced ejection fraction.

Applicant Name MSN Laboratories Private Limited
RLD Number N207620
ENTRESTO

Reviewer’s Note:

Blue font refers to the current Amendment-12 (SD#12 received 02/09/2022)/review

cycle

Black font refers to the previous review cycle (SD#9 received 08/28/2021)

I. Manufacturing Summary
Facility Assessment Recommendation: Adequate
Process Assessment Recommendation: Adequate

(b)(4)

Page 1 of 38
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VI. Signature Block

QUALITY ASSESSMENT

Round# | Primary Secondary & | Date of Assessment | Facility
Name Other Names | Completion | Outcome OMIR
1 Jingbo Xiao Vaikunth S. 12/17/2019 | IR TBD
09/03/2019 Prabhu
11/22/2019 09/05/2019
12/16/2019 12/12/2019
12/17/2019
2 Jingbo Xiao Vaikunth S. 5/27/2020 CR Major Withheld
03/04/2020 Prabhu
04/07/2020 03/19/2020
05/27/2020 04/07/2020
05/27/2020
3 Amit Kokate | Jean Tang 3/15/2021 CR Minor Approve
1/25/2021 2/1/2021
4 Amit Kokate | Jean Tang 3/29/2022 Adequate Approve
Page 38 of 38
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OPQ/ONDP/Division of Biopharmaceutics

BIOPHARMACEUTICS ANDA REVIEW

Application No. ANDA 213748-ORIG-1

Applicant MSN Laboratories Private Ltd.

Product Nane/Strength Sacubitril/Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg and 97
mg/103 mg

Dosage Form/ Route of | Tablets/Oral

Administration:
Indicated to reduce the risk of cardiovascular death and

Indication hospitalization for heart failure in patients with chronic heart
failure

07/07/2019 — Original Submission
02/ 27/2020 — IR Response
ENTRESTO® Tablets, 24mg/26mg,49mg/51mg & 97mg/103mg

Submission Date(s)

RLD/RS

(NDA# 207620)
Primary Reviewer Mathew John, Ph.D.
Secondary Reviewer Om Anand, Ph.D.
Recommendation Inadequate-Minor

Executive Summary: This Biopharmaceutics Review evaluates data supporting the adequacy of
the proposed dissolution method and acceptance criteria for the proposed drug product.

The proposed drug product, Sacubitril/Valsartan Tablets,

(Bhi4)

{bH4)

The Annlicant originallv pronosed to use

(b)(4)
o In the 6I'iginal submission, the Applicaﬁt did not provide adequate data
demonsfrating the suitability of the originally proposed dissolution method | -

(b)(4)

In a response (dated 02/27/2020,) to IRs, the Applicant revised the dissolution method, | - |

{b)i4)

! FDA Recommended Dissolution Methods
2 \\cdsesub1\evsprod\anda213748\0005\m2\27-clin-sum\pivotal-cdp-report.pdf
1
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OPQ/ONDP/Division of Biopharmaceutics

drug product. The updated dissolution method and acceptance criterion submitted by the Applicant
are tabulated in Table 1 below.

Table 1: Updated dissolution method and acceptance criterion proposed by the Applicant

Method Proposed
USP Speed : Volume/Temp P
M Al
Source Ap I (RPMs) edium mL/°C) gl?ptafzﬁe
(b)(4)

The newly proposed dissolution method is acceptable. However, the proposed acceptance criterion
18] e and not acceptable, therefore an IR will be sent to revise the dissolution acceptance
criteria to NLT[- |% (Q) in 20 minutes” [for both sacubitril and valsartan] for all strengths of the
drug product.

Biopharmaceutics Recommendation: The Biopharmaceutics recommendation for ANDA
213748 for the proposed Sacubitril/Valsartan Tablets, is pending due to the outstanding response
to the Information Request (IR) comment regarding the dissolution acceptance criterion.
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Reviewer’s Assessment

14 ‘

1. Solubility:

(b)(4)

2. Formulation wa

(b)(4)

3. Bioequivalence and PK Characteristics of the drugs: Tmax for sacubitril, LBQ657 (active
metabolite of sacubitril), and valsartan are 0.5 hours, 2 hours, and 1.5 hours, respectively. The
oral absolute bioavailability of sacubitril is estimated to be >60%. [Ref. Labeling]. The
Applicant performed in-vivo bioequivalence studies using the proposed test and the RS
products. The Applicant submitted bioequivalence study results were evaluated by the Division
of Bioequivalence / OGD and was deemed inadequate’.

4. Dissolution Method: In the original submission, the Applicant used the dissolution method

(b)(4)

In the response to the IRs®, the Applicant accepted FDA’s recommendation and adopted’ [- ]

(b)(4)

*\\cdsesub1\evsprod\ANDA213748\0000\m3\32-body-data\32s-drug-sub\sacu-vals-msn-life-sciences-pvt-1td\32s1-
gen-info

*\\cdsesubl\evsprod\anda213748\0000\m2\23-gos\gos-ds-word.doc
Shttps://panorama.fda.gov/document/preview?version|D=5df7d772007be5324bcd0016b30190648&ID=5de99fbb0

02c8bc85574b04e53bbcd21
5\\cdsesub1\evsprod\anda213748\0005\m1\us\1-2-cover-letters\response-to-drl-0005.pdf
7 \\cdsesub1\evsprod\anda213748\0005\m2\27-clin-sum\pivotal-cdp-report.pdf
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‘ o Therefore, based on the totality of the
data and justifications provided by the Applicant, the newly proposed dissolution method
(Basket/75 rpm) is acceptable.

5. Dissolution Acceptance Criterion: Using the new dissolution method, the dissolution data of
all batches of both sacubitril and valsartan in 24 mg/26 mg and 49 mg/51 mg Tablet strengths

show ¢ i 'The dissolution data for all batches
of 97/103 mg Tablet strength exhibit a o % in 20 minutes®. The
Applicant proposed acceptance criterion is| . and therefore an IR will be sent to

tighten the dissolution acceptance criteria as NLTD% (Q) in 20 minutes” [for both sacubitril
and valsartan] for all strengths of the drug product.

6. Dissolution Risk/Mitigation Assessment: Biopharmaceutics/dissolution risk is relatively

high because . |

| ,,,,,, |The dissolution method and acceptance criterion are set appropriately
to mitigate the risk of the change in the drug product performance.

Additional Note: The originally posted dissolution method | o |
(b)(4)
| oo the Applicant proposed dissolution method using USP Type-I basket method at

rotational speed of 75 rpm. This new method was found to be acceptable for the NDA and
therefore, 1) due to the limitations of the original method; and ii) due to the change in the
dissolution method followed by the NDA; the FDA dissolution database was updated with the
new dissolution method [900 mL of Phosphate Buffer, pH 6.8 using USP apparatus 1 (basket)
at 75 rpm].

8 \\cdsesub1\evsprod\anda213748\0005\m2\27-clin-sum\pivotal-cdp-report.pdf
4

Page 426 of 2141



OPQ/ONDP/Division of Biopharmaceutics

LIST OF COMMENTS FOR THE INFORMATION REQUEST # 2

Based on the provided information and data, the proposed dissolution method [USP 1 (basket) at
75 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 a | - dissolution
acceptance criterion and therefore the proposed acceptance criterion is not acceptable. Implement
the following dissolution acceptance criterion for all strengths of your proposed product, Sacubitril
and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg and 97/103 mg:

“NLTI:l% (Q) in 20 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.
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APPENDIX I

Information Request [dated 12/23/2019] and Response [dated 02/27/2020]

11

1il.

1. The proposed dissolution method ‘ oo

|is not acceptable at this stage because |

i)

o)

|The limited data/information

provided are not adequate to demonstrate the suitability/discriminating ability of the
proposed dissolution method for your proposed drug product. Please note that the
discriminating ability of the dissolution method should be investigated towards the critical
material attributes (CMAs), critical process parameters (CPPs) and critical formulation
variables (CFVs). In your response, justify the selection of the selected attributes /variables
and their levels for demonstrating the discriminating ability of the proposed dissolution
method. Described below are our recommendations with respect to proper investigation for
the discriminating ability of the proposed dissolution method:

Provide a list of CMAs, CPPs and CFVs affecting the dissolution and establish that your
method is discriminating towards those CMAs (including the drug substance particle size
distribution), CPPs and CFVs which affect dissolution. In general, the testing conducted to
demonstrate the discriminating ability of the dissolution method should compare the
dissolution profiles of the proposed drug product(target) and the formulations/product that
are intentionally manufactured with meaningful variations, i.e., aberrant formulations and
manufacturing conditions with * 10-20% change to the specification-ranges of these
variables for the most relevant CMA’s and CPPs.

In addition, if available, data can be submitted showing that the selected dissolution method
is able to reject batches that are not bioequivalent. Supportive dissolution data may also be
submitted showing that the selected dissolution method can detect the change(s) in the drug
product occurring during the accelerated and stressed conditions.

Provide 1) the manufacturing date, storage conditions and the age of the batches used in the
above studies, ii) the number of dosage units used to generate the dissolution data, iii)
complete dissolution data (individual, mean, cv%) in tabulated format, and iv) graphic
presentation for the mean dissolution data for each table.

The adequacy of the proposed dissolution acceptance criterion will be determined after the
accessing the above requested information.

The limited in dissolution data demonstrate that the dissolution of some units of the test
product remains incomplete using your proposed method, for example some units of Batch
#DT1812065 dissol vedi % and a mean of|  w. % at- |minutes. Explain
the root cause of the incomplete dissolution of the proposed drug product using your
proposed method. Support your explanation with appropriate data. Submit dissolution

6
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(bN4)

2. Note that the FDA dissolution
database[https://www.accessdata.fda.gov/scripts/cder/dissolution/dsp_SearchResults.cfm
] has been updated with a new dissolution method [900 mL of Phosphate Buffer, pH 6.8
using USP apparatus 1 (basket) at 75 rpm]. Please submit dissolution data [(N=12,
individual, mean, cv%)] for all your exhibits batches using this method. If using the
originally proposed dissolution method‘ w0 \the dissolution of your proposed
drug product remains incomplete or| , then you may consider this
new FDA method for the quality control testmg of your proposed drug product. If you
choose to do so, the please submit the information/data showing the
suitability/discriminating ability of the proposed dissolution method for your proposed
drug product, as per above recommendations regarding the demonstration of the
suitability/discriminating ability.

Applicant’s Response [dated 02/27/2020]:

The Applicant’s detailed response is available at the following link®:
The Applicant adopted the dissolution method currently available in the FDA dissolution data base

for this drug product as tabulated in Table 1. The Applicant has also submitted the comparative
dissolution profiles in section 2.7 of the submission as per the current dissolution method. The
Applicant has also studied the discriminative ability of the method in terms of different

| » | The Applicant also explained
that they observed a complete release of the drug from the drug product using the newly proposed
dissolution method.

Reviewer’s Assessment of the response: The Applicant proposed new dissolution method for the
proposed drug product is acceptable. However, the proposed dissolution acceptance criterion of Q

| " | for all strengths of both Sacubitril and Valsartan is| ., | and
therefore, the Applicant will be recommended to implement a dissolution acceptance
criterion (Please see IR # 2).

9 \\cdsesub1\evsprod\anda213748\0005\m1\us\1-2-cover-letters\response-to-drl-0005.pdf
i
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APPENDIX 11
Dissolution Profile Data

Figure 1: In vitro dissolution profile of drug product strength 97 mg / 103 mg biobatch #
DT1812070 using ”
’m—‘ b4

Dissolution Profile of Bio-batch # DT1812070

120
100
80
60 —@— Sacubitril —@=—Valsartan
40
20

0 10 20 30 40 50
Axis Title

Figure 2: In vitro dissolution profile of drug product strength 97 mg / 103 mg biobatch #
DT1812070 using the current method in the FDA dissolution database (USP Apparatus 1/ 75

rpm)“

Dissolution Profile of Bio-batch # DT1812070
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10\\cdsesub1\evsprod\anda213748\0000\m2\27-clin-sum\pivotal-biosummary-tables-pdf.pdf
1 \\cdsesub1\evsprod\anda213748\0005\m2\27-clin-sum\pivotal-cdp-report.pdf
8
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Using the newly proposed dissolution method, the biobatch and all the exhibit batches shows| - |
% drug release by 20 minutes. The submitted dissolution data supports a| -~ | dissolution
acceptance criterion (refer IR #2) and will be communicated to the Applicant.
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BIOPHARMACEUTICS ASSESSMENT

Application No. ANDA-213748-ORIG-1-AMEND-8
Submission Type Solicited Major Amendment

Applicant MSN LABORATORIES PRIVATE LIMITED
Product Name Sacubitril and Valsartan Tablets

Dosage Form/Strengths IR Tablet; 24 mg/26 mg, 49 mg/51 mg and 97mg/103 mg
Route of Administration | Oral

Indication

Submission Date 8/19/20

Goal Date 4/18/2021
Primary Reviewer Ho-Pi Lin, Ph.D.
Secondary Reviewer N/A

Recommendation | ADEQUATE

EXECUTIVE SUMMARY

Background:

This amendment (#8) was submitted in response to the complete response (CR) letter issued on
6/8/2020 for the original submission. Previous assessment was documented in Panorama.'! The
assessment concluded inadequate was due to inadequate dissolution acceptance criterion.

Previous CR Comments

Based on the provided information and data, the proposed dissolution method [USP 1 (basket) at
75 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 a|I| dissolution
acceptance criterion and therefore the proposed acceptance criterion is not acceptable. Implement
the following dissolution acceptance criterion for all strengths of your proposed product,
Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg and 97/103 mg:

“NLT[ % (Q) in 20 minutes” [for both sacubitril and valsartan]

https://panorama.fda.gov/internal/document/preview ?versionID=5eac76cf01b56basc2cdbace37d44 2ec&ID=5dfd0f2d0014e7e09
2033c3228682dac

Page 1of 2
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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.

Biopharmaceutics Assessment:

The Applicant accepted’> and implemented® the recommended criterion. The response is

acceptable.

Recommendation:

This ANDA 213748 is recommended for approval from a biopharmaceutics perspective.

Approved disintegration method and acceptance criterion/criteria:

USP . Acceptance
Apparatus Speed ‘ Medium/Temperature criterion(a)
I (Basket) 75 rpm pH 6.8 phosphate Q=" % in 20 minutes
buffer/37°C (Sacubitril &
900 ml Valsartan)

2 page 5 in file://Cdsesubl/evsprod/ANDA213748/0007/m1/us/1-2-cover-letters/response-to-crl-0007.pdf
3 file://Cdsesubl/evsprod/ANDA213748/0007/m3/32-body-data/32p-drug-prod/sac-visrtn-tab-msn-lab/32p5-contr-drug-

prod/32p51-spec/specifications.pdf

Page 2 of 2
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RECOMMENDATION

[1 Complete Response-Major

[1 Complete Response-Minor

[] Discipline Review Letter (DRL)
[] Information Request—IR x Days
Approval

ANDA 213748 Assessment Cycle #04

Drug Product Name Sacubitril and Valsartan Tablets

USP Monograph [J Yes 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 Rx 0O ore

ANDA Applicant MSN Laboratories Private Limited

Drug Product Manufacturer Same as the Applicant

L1 Different from the Applicant (see below)

US agent, if applicable O NA (See Below)

MSN Pharmaceuticals Inc. 20 Duke Road, Piscataway, NJ
08854-3714

Proposed Indication Sacubitril and Valsartan Tablets indicated to reduce the risk of
cardiovascular death and hospitalization for heart failure in
patients with chronic heart failure| i and
reduced ejection fraction.

Submission(s) Assessed Document Date Discipline(s) Affected
IR Response 7/6/2023 Quality
CR 03 12/27/2022 Quality
CR 02 2/9/2022 Quality
CR 01 8/19/2020 Quality
Amendment-Response to DRL 2/27/2020 Quality
Original 7/8/2019 All
Labeling-Response to Discipline 10/30/2019 Labeling
Review Letter*

*Preparation of oral suspension added in label to be in line with RLD, but no supporting quality
information provided

Original & DRL assessed by 1ry: Qiuxia Wang; QAL: Raghu Samy

Submission CR 01 and CR 02 assessed by B. Abdolalizadeh

Submission CR 03 assessed by B. Abdolalizadeh in review R04

Submission IR response assessed by B. Abdolalizadeh in review R04
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QUALITY ASSESMENT DATA SHEET

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:
DMF # | Type Holder Item Referenced Status ReEizt:a d Comments
1] Sacubitril and Valsartan | Adequate, R05 | 07/12/2023 D. Yu
] b)) Adequate, R04 | 02/09/2022 D. Yu
1] (6)(4] Adequate, R05 | 04/05/2022 | D. Johnson
Other DMF: 0 N/A ® (See Below)
1]
]
i
]
]
1]
m (b)(4)
]}
v
v
v
Other
(B){4)
B. OTHER DOCUMENTS: IND, RLD, RS, Approved ANDA
Document Application Number Brand Name Description
NDA 207620 ENTRESTO® Sacubitril and Valsartan Tab, 24/26, 49 /51, 97 /103
mg
2. CONSULTS
Discipline Status Recommendation Date Assessor
Biostatistics N/A
Pharmacology/Toxicology N/A
CDRH-ODE N/A
CDRH-OC N/A
Clinical N/A
Other N/A
OPQ-XOPQ-TEM-0002v01 Page 3 Effective Date: February 1, 2019
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Review of Firm’s Response to Deficiencies
Review of Amendment Dated 7/6/2023

This amendment is in response to complete response letter was issued on June 29, 2023.

The following link is for the responses to CR deficiencies:

ANDA213748 (213748 - 0014 - (15) - 2023-07-06 - ORIG-1 /Multiple
Categories/Subcategories) - response-to-ir-0014

Comment 1:

Applicant Response:

Reviewer’s Comment adequate

(b)(4)

OPQ-XOPQ-TEM-0002v01 Page 4 Effective Date: February 1, 2019
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e
OLDP Assessment Team: 1ry: Qiuxia Wang; QAL.:
Raghu Samy

CHAPTER |: DRUG SUBSTANCE

IQA ANDA Assessment Guide Reference

Drug Substance Name | Sacubitril and Valsartan
DMF Number (If Applicable) .. |
DMF Status Adequate
DMF Holder L]
Overall Assessment Recommendation for DS: Adequate
Theme:

= N/A O Other (Requires Division Director Approval)

O DMF 0 Due to Consult

0 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.

Justification for Major from DMF review

Highlight Key Issues from Last Cycle and Their Resolution:

No Key issues with DS from last cycle review

Concise Description of Outstanding Issues:
N/A - No Deficiencies with DS in the ANDA

Select Number of Approved Comparability Protocols: 00

OPQ-XOPQ-TEM-0002v01 Page 30 Effective Date: February 1, 2019
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S.1 GENERAL INFORMATION

Recommended
International
Nonproprietary Name
USAN

Chemical Name(s)

CAS Number
Therapeutic Category
Structure

Sacubitril and Valsartan

Sacubitril and Valsartan

Tri sodium ( 4-{[(1 S,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)[L,I'-biphenyl]-4-ylJmethyl }-L-valinate)
936623-90-4

To treat heart failure

CH;

)\,cod N

Molecular Formula CasHssNeOsNas
Molecular Weight 912.96
Description White to almost white powder.

(0)(4)

OPQ-XOPQ-TEM-0002v01 Page 31 Effective Date: February 1, 2019
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information obtained from a person and privileged or confidential.
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DRUG SUBSTANCE LIST OF DEFICIENCIES:
N/A

OPQ-XOPQ-TEM-0002v01 Page 57 Effective Date: February 1, 2019
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CHAPTER II: DRUG PRODUCT
IQA ANDA Assessment Guide Reference

Overall Assessment Recommendation: Adequate
Theme:

= N/A O Unacceptable Analytical Methods

O Unqualified Impurity O Application Quality

0 New DP Baich O Pharmaceutical Equivalence

0 Product Design O Product Safety

[0 Other (Requires Division Director
O Failing Stability Data Approval)
[0 Application Completeness [0 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
CQAs Risk Comments LT Comments
Ranking Assessment
Cycle #

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): N/A

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: dissolution method and specifications are finalized with
Biopharmaceutics.

o Elemental impurity compliance with ICH Q3D — status: adequate

OPQ-XOPQ-TEM-0002v01 Page 58 Effective Date: February 1, 2019
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e  Number of Comparability protocols included: 0

P.1 DESCRIPTION AND COMPOSITION

The quantitative composition and function of each excipient in the drug product is listed.

Ingredients

Functions

24 mg/
26 mg
(mg/tablet)

%o wiw

49 mg/

51 mg
(mg/tablet)

%o wiw

97 mg/

103 mg
(mg/tablet)

%
wiw

Maximum
Levels
(dosage per
unit)

(mg)

IIG Limit for Oral
Route of
Administration

(mg)

Intragranular

Sacubitril and Valsartan**

Active

ingredient

Microcrystalline Cellulose®*
| ) USP-NF

Crospovidone
" | USP-NF

_|Croscarmellose Sodium
| s USP-NF

|C0|Ioidal Silicon Dioxide

| USP-NF

Talc Usp

Magnesium Stearate| w.

[ = USP-NF

Ll

(b)(4)

Iron Oxide Red

Black Iron Oxide

(b)(4)

(b)(4)

Iron Oxide Yellow

i)

(b)(4)

OPQ-XOPQ-TEM-0002v01

Page 59
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(0)(4)

Coated Tablet weight ' | 103.000 imo.ooi 206.000 iwo.ooi 412.000 ilc-u.ooi ] -

(b)(4)

RLD Test Product
Microcrystalline Cellulose Microcrystalline Cellulose I‘n—‘
Crospovidone Crospovidone‘-_‘
Low-substituted hydroxypropyl Cellulose Croscarmellose sodium
Colloidal silicon dioxide Colloidal silicon dioxide
Talc Talc i ‘
Magnesium stearate Magnesium stearate
Hypromellose Hypromellose
Titanium dioxide Titanium dioxide
Macrogol 4000 Macrogol/ o
w0
[ron oxide red Red iron oxide
Iron oxide Black Black Iron oxidg ®*
]
(b)(4) i
Iron oxide yellow (b) (4)
|

(b)(4)

OPQ-XOPQ-TEM-0002v01 Page 60 Effective Date: February 1, 2019
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RLD Test Product
Assessment: Adequate
Strength Product Description
24 me/ 26 m Purple colored, oval shaped, biconvex. film coated tablets one side debossed
el with 'M' and other side debossed with 'S1'| i, |
Light yellow to yellow colored, oval shaped. biconvex, film coated tablets one
49 mg/51 mg side debossed with ™' and other side debossed with 'S2 |
Light pink to pink colored, oval shaped, biconvex, film coated tablets one side
97 mg/ 103 mg debossed with 'M' and other side debossed with 'S3"" { wid

The firm provided adequate information regarding to components and
composition of the drug product.

(0)(4)

There are some minor differences in compositions between the generic proposed

formulation and the formulation of the reference product, but they should not
have any effects on the quality of the drug products.

However, whether the difference between this proposed formulation and the RLD

present any potential concerns with respect to therapeutic equivalence of drug
product would rely on the evaluation of Division of Bioequivalence.

The size and shape of generic Sacubitril and Valsartan tablets meets the
requirements as per “Size, Shape, and Other Physical Attributes of Generic
Tablets and Capsules” as shown in the table below.

OPQ-XOPQ-TEM-0002v01
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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.

IANe)
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Methods Validation or Verification Package

Assessment: Adequate

Comparability Protocols

Assessment: Choose an item.
N/A

Lifecycle Management Considerations

DRUG PRODUCT LIST OF DEFICIENCIES)
N/A

OPQ-XOPQ-TEM-0002v01 Page 99 Effective Date: February 1, 2019
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CHAPTER Illl: ENVIRONMENTAL

R REGIONAL INFORMATION

Environmental
Assessment: Adequate
OPQ-XOPQ-TEM-0002v01 Page 100 Effective Date: February 1, 2019
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CHAPTER IV: LABELING

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? Xl 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
X N/A (NOT OTC or Controlled Substance)

If “No,” explain.

OPQ-XOPQ-TEM-0002v01 Page 101 Effective Date: February 1, 2019
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For solid oral drug products, only: drug product length(s) of commercial

batch(es):
ANDA Strength Length (MM) Imprint Code
24 mg/ 26 mg 10.00 x 4.00 one side debossed with 'M'
and other side debossed
with 'S1'
49 mg/ 51 mg 13.00 x 5.10 one side debossed with 'M'
and other side debossed
with 'S2"
97 mg/ 103 mg 15.00 x 5.90 one side debossed with 'M'
and other side debossed
with 'S3"

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

N/A

OPQ-XOPQ-TEM-0002v01
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ATTACHMENT II: List of All Deficiencies
N/A

OPQ-XOPQ-TEM-0002v01 Page 103 Effective Date: February 1, 2019
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QUALITY ASSESSMENT

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:

o Quality is Adequate except for inspection deferred due to travel restriction
AND

* OGD has deficiencies (e.g., Bioequivalence, Labeling, etc.)

gojoix|o|g|d

OPQ-XOPQ-TEM-0002v02 Page 1 Effective Date: April 22, 2021
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ANDA 213748
Assessment #R03
Drug Product Name | Sacubitril and Valsartan
Dosage Form Tablets
Strength 24 mg/26 mg, 49 mg /51 mg and 97 mg/103 mg
Route of Oral

Administration

Rx/OTC Dispensed | Rx

Applicant MSN Laboratories Private Limited
US agent, if MSN Pharmaceuticals Inc.
applicable
Stbmission(s) Document Date Discipline(s) Affected
Assessed
Original/Initial Submission | 07/07/2019 All
Quality/Response to 2/27/2020 Quality
Discipline Review Letter
Resubmission/After 08/19/2020 Quality
Action- Complete
Response
Quality/Response To 08/28/2020 Quality
Information Request
CR Response 02/09/2022 Quality
IR response 02/23/2022 Quality
QUALITY ASSESSMENT TEAM
Discipline Primary Assessor Secondary Assessor
Drug Substance Donglei YuErin Skoda Erin Skoda
Srinivasa Murthy Anita Tiwari
Drug Product Behnam Abdolalizadeh | Mayra Pineiro-Sanchez
Manufacturing Amit Kokate Jean Tang
Microbiology N/A N/A
Biopharmaceutics Ho-Pi Lin N/A

Regulatory Business | Candice Cottle-Delisle
Process Manager

Application Technical | Mayra Pineiro-Sanchez

Lead
Laboratory (OTR) N/A N/A
Environmental N/A N/A
OPQ-XOPQ-TEM-0002v02 Page 2 Effective Date: April 22, 2021
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*If Active Pharmaceutical Ingredient (API) data is provided as part of ANDA
submission, list Division of Lifecycle APl (DLAPI) Assessor

OPQ-XOPQ-TEM-0002v02 Page 3 Effective Date: April 22, 2021
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QUALITY ASSESSMENT DATA SHEET

For more details about the items in this template, please see the Quality
Assessment Data Sheet chapter of the ANDA |IQA Guide

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:
DMF# | Type Holder ltem Referenced Status R eEIaet; ed Comments
1l | Sacubitril and Valsartan Adequate 04/07/2022 R04
Il Adequate 02/14/2022
Il Adequate 04/05/2022
v
- v (b)(4)
v (b)(4)
1 Refer to
3.2.P.7
i |
B. OTHER DOCUMENTS: IND, RLD, RS, Approved ANDA
Document Application Number | Brand Name Description
NDA 207620 ENTRESTO® Sacubitril and Valsartan Tab, 24/26, 49 /51, 97 /103 mg
2. CONSULTS
Discipline Status Recommendation Date Assessor
Biostatistics N/A
Pharmacology/Toxicology N/A
CDRH-ODE N/A
CDRH-OC N/A
Clinical N/A
Other N/A
OPQ-XOPQ-TEM-0002v02 Page 4 Effective Date: April 22, 2021
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QUALITY ASSESSMENT E

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 applicant has NOT provided sufficient information to assure the

(b)(4)

DMF # .. L AQ

Drug Substance — 1Q Major
Drug Product - IQ Minor
OPMA - AQ
Biopharmaceutics - AQ

{b)i4)

Therefore, from the quality perspective, this ANDA is NOT recommended
for approval.

. QUALITY ASSESSMENT OVERVIEW
ll. A.DP OVERALL RECOMMENDATION: Inadequate-Major

Drug Substance: 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)

(0)(4)

OPQ-XOPQ-TEM-0002v02 Page 5 Effective Date: April 22, 2021
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Drug Product: Inadequate-Minor
1. Provide Justification, if Major: (Click link to view Justification Statements)

2. Insert additional Major justification below (if necessary)

Sacubitril and Valsartan Tablet is not a compendial item, |

(b)(4)

Labeling: Adequate
There is adequate quality informiton on the label.

Adequate data is provided in the ANDA to support preparation of oral
suspension per labeling recommendations.

B. Manufacturing:

a. Process: Adequate
1. Provide Justification, if Major: (Click link to view Justification Statements)

2. Insert additional Major justification below (if necessary)

Summary:

OPQ-XOPQ-TEM-0002v02 Page 6 Effective Date: April 22, 2021
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b. Facilities: Adequate
1. Provide Justification, if Major: (Click link to view Justification Statements)

2. Insert additional Major justification below (if necessary)

Summary:

| OMIR is approve 11APR2022

C. Biopharmaceutics: Adequate
1. Provide Justification, if Major: (Click link to view Justification Statements)

2. Insert additional Major justification below (if necessary)

This ANDA 213748 is recommended for approval from a
biopharmaceutics perspective.

USP . Acceptance
TS Speed Medium/Temperature criterion(a)
OPQ-XOPQ-TEM-0002v02 Page 7 Effective Date: April 22, 2021
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I (Basket) 75 rpm pH 6.8 phosphate Q=|:F?b in 20
buffer/37°C minutes
900 ml (Sacubitril &
Valsartan)

D. Microbiology: N/A
1. Provide Justification, if Major: (Click link to view Justification Statements)

2. Insert additional Major justification below (if necessary)

| VA

E. List of Deficiencies for Complete Response

Overall Quality Deficiencies - Optional (Deficiencies that affect multiple
sub-disciplines)

Drug Substance Deficiencies

1

(b)(4)

Drug Product Deficiencies

(b)(4)
a.
b.
OPQ-XOPQ-TEM-0002v02 Page 8 Effective Date: April 22, 2021
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(b)(4)

Labeling Deficiencies (Please contact OGD if you identify any Labeling
deficiencies with your comments)

Manufacturing Deficiencies

Biopharmaceutics Deficiencies

Microbiology Deficiencies

Other Deficiencies (Specify discipline, such as Environmental)

In addition to responding to the deficiencies presented above, please note
and acknowledge the following comment(s) in your response:

Application Technical Lead Name and Date: Mayra L. Pineiro-Sanchez,
4/26/2022

OPQ-XOPQ-TEM-0002v02 Page 9 Effective Date: April 22, 2021
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RECOMMENDATION

X Complete Response-Major

[1 Complete Response-Minor

[J Discipline Review Letter (DRL)
[J Information Request—IR x Days
(] Approval

Page 551 of 2141



pJY U.S. FOOD & DRUG

ADMINISTRATION

ANDA 213748 Assessment Cycle #020303

Drug Product Name

Sacubitril and Valsartan Tablets

USP Monograph O Yes 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 RAx 0O otc

ANDA Applicant

MSN Laboratories Private Limited

Drug Product Manufacturer

Same as the Applicant
[ Different from the Applicant (see below)

US agent, if applicable

O NA X (See Below)
MSN Pharmaceuticals Inc. 20 Duke Road, Piscataway, NJ
08854-3714

Proposed Indication

Sacubitril and Valsartan Tablets indicated to reduce the risk of
cardiovascular death and hospitalization for heart failure in
patients with chronic heart failure | ) and
reduced ejection fraction.

Submission(s) Assessed Document Date Discipline(s) Atfected
CR 02 2/9/2022 Quality
CR 01 8/19/2020 Quality
Amendment-Response to DRL 2/27/2020 Quality
Original 7/8/2019 All
Labeling-Response to Discipline 10/30/2019 Labeling
Review Letter*

*Preparation of oral suspension added in label to be in line with RLD, but no supporting quality

information provided

Submission assessed CR 01 and CR 02 was assessed by B. Abdolalizadeh

OPQ-XOPQ-TEM-0002v01

Page 2 Effective Date: February 1, 2019

Page 552 of 2141




(p2Y U.S. FOOD & DRUG

ADMINISTRATION

Table of Contents

RECOMMENDATION...

QUALITY ASSESMENT DATA SHEET ...
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1. RELATED/SUPPORTING DOCUMENTS

QUALITY ASSESMENT DATA SHEET

A. DMFs:
DMF# | T el
ype Holder ltem Referenced Status Reviewed | Comments
Il Sacubitril and Valsartan Adequate 04/07/2022 D. Yu
o I ik Adequate | 02/09/2022 D. Yu
i o)) i) Adequate | 03/09/2021 | _S. Murthy
Other DMF: 0 N/A X (See Below)
]
]
i
]
]
- 1]
m (b)(4)
]}
v
v
v
Other
(B)i4)
B. OTHER DOCUMENTS: IND, RLD, RS, Approved ANDA
Document Application Number Brand Name Description
NDA 207620 ENTRESTO® Sacubitril and Valsartan Tab, 24/26, 49 /51, 97 /103
mg
2. CONSULTS
Discipline Status Recommendation Date Assessor
Biostatistics N/A
Pharmacology/Toxicology N/A
CDRH-ODE N/A
CDRH-OC N/A
Clinical N/A
Other N/A

OPQ-XOPQ-TEM-0002v01

Page 4

Effective Date: February 1, 2019

Page 554 of 2141




U.S. FOOD & DRUG

ADMINISTRATION

PART I. Review of Firm’s Response to
Deficiencies
Review of Amendment Dated 02/09/2022 (current review)

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.
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S
OLDP Assessment Team: 1ry: Qiuxia Wang; QAL.:
Raghu Samy

CHAPTER |I: DRUG SUBSTANCE
IQA ANDA Assessment Guide Reference

Drug Substance Name | Sacubitril and Valsartan
DMF Number (If Applicable) .. |
DMF Status | Adequate
DMF Holder |
Overall Assessment Recommendation for DS: Adequate
Theme:
O N/A O Other (Requires Division Director Approval)
O DMF O Due to Consult
[0 New DS Baich

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.

Justification for Major from DMF review

An unqualified impurity (toxicology studies required to qualify the impurity): New
toxicology studies are requested for the unqualified impurity 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.

Highlight Key Issues from Last Cycle and Their Resolution:

No Key issues with DS from last cycle review

Concise Description of Outstanding Issues:
N/A - No Deficiencies with DS in the ANDA

Inadequate DMF-Major
Select Number of Approved Comparability Protocols: 00

OPQ-XOPQ-TEM-0002v01 Page 25 Effective Date: February 1, 2019
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S.1 GENERAL INFORMATION

Recommended
International
Nonproprietary Name
USAN

Chemical Name(s)

CAS Number
Therapeutic Category
Structure

Sacubitri]l and Valsartan

Sacubitril and Valsartan

Tri sodium ( 4-{[(1 S,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)[L,1'-biphenyl]-4-ylJmethyl }-L-valinate)
936623-90-4

To treat heart failure

CH;

)\,cod N

Molecular Formula CasHssNeOsNas
Molecular Weight 912.96
Description White to almost white powder.

(0)(4)

OPQ-XOPQ-TEM-0002v01 Page 26
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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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DRUG SUBSTANCE LIST OF DEFICIENCIES (from Review 1A):

(b)(4)

DRUG SUBSTANCE LIST OF DEFICIENCIES (from Review 1):

1.

OPQ-XOPQ-TEM-0002v01

Page 52
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CHAPTER IIl: DRUG PRODUCT

IQA ANDA Assessment Guide Reference

Overall Assessment Recommendation: Inadequate - Major
Theme:

X N/A [0 Unacceptable Analytical Methods

O Unqualified Impurity O Application Quality

[0 New DP Baich O Pharmaceutical Equivalence

0 Product Design O Product Safety

[0 Other (Requires Division Director
[ Failing Stability Data Approval)
[0 Application Completeness 0 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
CQAs Risk Comments SbkIng ek Comments
Ranking Assessment
Cycle #

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 deficiency letter

Select Number of Approved Comparability Protocols: 0

List Current Quality Endorsement Status:

e USP monograph for Drug Product and compliance (current USP) — status: not USP

o Dissolution status: dissolution method and specifications are finalized with
Biopharmaceutics. Applicant has not provided stability data per final specifications.
Applicant will be asked to provide dissolution data with revised specifications to
confirm shelf-life proposal

OPQ-XOPQ-TEM-0002v01 Page 53 Effective Date: February 1, 2019
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 Elemental impurity compliance with ICH Q3D - status: adequate
e Number of Comparability protocols included: 0

P.1 DESCRIPTION AND COMPOSITION

The quantitative composition and function of each excipient in the drug product is listed.

24 mg/ 49 mg/
Ingredients Functions 26 mg Yow/w [ 51 mg % wiw
(mg/tablet) (mg/tablet)

97 mg/
103 mg
(mg/tablet)

%
wiw

Maximum
Levels
(dosage per
unit)

(mg)

IIG Limit for Oral
Route of
Administration

(mg)

Active

Sacubitril and Valsartan** 4 y
ingredient

|Microcrystalline Cellulose**
[ ) USP-NF
|Cros vidone

| i | USP-NF

Croscarmellose Sodium
[ e USP-NF

Sl (b)(4)

. Juse
Magnesium Stearate|
™ USP-NF

Iron Oxide Red
Black Iron Oxide (b)(4)

Iron Oxide Yellow i

(b)(4)

OPQ-XOPQ-TEM-0002v01 Page 54
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Maximum
24 mg/ 49 mg/ 97 mg/ o Levels I1G Ll:l‘:;il'léef(::;()ral
Ingredients Functions 26 mg % wiw [ 51 mg % wiw 103 mg l:'w (dosage per ‘Administrati
(mg/tablet) (mg/tablet) (mg/tablet) | % unit) p mg)"“ L
(mg)
Coated Tablet weight | 103.000 | 100.00 | 206.000 |100.00] 412.000 [100.00] -
RLD Test Product
Microcrystalline Cellulose Microcrystalline Cellulose‘ -
Crospovidone Crospovidone| -
Low-substituted hydroxypropyl Cellulose Croscarmellose sodium
Colloidal silicon dioxide Colloidal silicon dioxide
Talc Talc)
Magnesium stearate Magnesium stearate
B4t
Hypromellose Hypromellose
Titanium dioxide Titanium dioxide
Macrogol 4000 Macrogol)
{BH4}
Iron oxide red Red iron oxide
Iron oxide Black Black Iron oxide|
(b)(4)
Iron oxide yellow (b) (4)
(BH4)
(b)(4)
OPQ-XOPQ-TEM-0002v01 Page 55 Effective Date: February 1, 2019
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RLD Test Product

Assessment: Adequate
Strength Product Description
24 mg/ 26 mg Purple colored, oval shaped, biconvex. film coated tablets one side debossed

with 'M' and other side debossed with 'S1'] S I

Light yellow to yellow colored, oval shaped. biconvex, film coated tablets one
49 mg/51 mg side debossed with "M’ and other side debossed with 'S2’] s |

Light pink to pink colored, oval shaped, biconvex, film coated tablets one side
97 mg/ 103 mg debossed with 'M' and other side debossed with 'S3”'|

]

i

The firm provided adequate information regarding to components and
composition of the drug product.

(0)(4)

There are some minor differences in compositions between the generic proposed
formulation and the formulation of the reference product, but they should not
have any effects on the quality of the drug products.

However, whether the difference between this proposed formulation and the RLD
present any potential concerns with respect to therapeutic equivalence of drug
product would rely on the evaluation of Division of Bioequivalence.

The size and shape of generic Sacubitril and Valsartan tablets meets the

requirements as per “Size, Shape, and Other Physical Attributes of Generic
Tablets and Capsules” as shown in the table below.

OPQ-XOPQ-TEM-0002v01 Page 56 Effective Date: February 1, 2019
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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.




ADMINISTRATION

U.S. FOOD & DRUG

Methods Validation or Verification Package

Assessment: Adequate

Comparability Protocols

Assessment: Choose an item.
N/A

Lifecycle Management Considerations

DRUG PRODUCT LIST OF DEFICIENCIES (from Review 1A)

(b)(4)

DRUG PRODUCT LIST OF DEFICIENCIES (from Review 1)

1.

(b)(4)

OPQ-XOPQ-TEM-0002v01 Page 94 Effective Date: February 1, 2019
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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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CHAPTER lll: ENVIRONMENTAL

R REGIONAL INFORMATION

Environmental
Assessment: Adequate
OPQ-XOPQ-TEM-0002v01 Page 97 Effective Date: February 1, 2019

Page 647 of 2141



(p2Y U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER IV: LABELING

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 [JNo []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
X N/A (NOT OTC or Controlled Substance)

If “No,” explain.

OPQ-XOPQ-TEM-0002v01 Page 98 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

For solid oral drug products, only: drug product length(s) of commercial

batch(es):
ANDA Strength Length (MM) Imprint Code
24 mg/ 26 mg 10.00 x 4.00 one side debossed with 'M'
and other side debossed
with 'S1'
49 mg/ 51 mg 13.00 x 5.10 one side debossed with 'M'
and other side debossed
with 'S2"
97 mg/ 103 mg 15.00 x 5.90 one side debossed with 'M'
and other side debossed
with 'S3"

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 99
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ADMINISTRATION

ATTACHMENT II: List of All Deficiencies (from Review Cycle
#2)

OPQ-XOPQ-TEM-0002v01 Page 100 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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A. Labeling Deficiencies

None

(END OF DRUG PRODUCT QUALITY ASSESSMENT)

OPQ-XOPQ-TEM-0002v01 Page 103 Effective Date: February 1, 2019
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ADMINISTRATION

Concur with deficiencies

Signature Block (Review 1):

Primary DP Assessor: Qiuxia Wang

Date:  10/31/2019,
12/18/19

Secondary DP Assessor:  Raghu Samy

Date:  11/22/19,
12/18/19

Signature Block (Review 1A):

Concur with deficiencies

Primary DP Assessor: Qiuxia Wang

Date: /19/2020,
5/28/2020

Secondary DP Assessor:  Raghu Samy

Date:  4/7/2020,
5/28/2020

OPQ-XOPQ-TEM-0002v01 Page 104

Page 654 of 2141
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QUALITY ASSESSMENT

)

MANUFACTURING INTEGRATED ASSESSMENT

Application ID ANDA 213748

Drug Product Name | Sacubitril and Valsartan Tablets

oy
A _code @
|
I »
. /\J\n,

CAS #:936623-90-4
Molecular Formula: C4sHssNeOsNas
Molecular Weight: 912.96 g/mol

Prioritization Factor: First Generic - Granted

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

Dosage Form Tablet

Administration Route | Oral

Indication Sacubitril and valsartan tablet is indicated to reduce the risk

of cardiovascular death and hospitalization for heart failure
in patients with chronic heart failure (NYHA Class II-1V) and
reduced ejection fraction.

Applicant Name MSN Laboratories Private Limited
RLD Number N207620
ENTRESTO

Reviewer’s Note:

Blue font refers to the current Amendment-12 (SD#12 received 02/09/2022)/review
cycle

Black font refers to the previous review cycle (SD#9 received 08/28/2021)

I. Manufacturing Summary
Facility Assessment Recommendation: Adequate
Process Assessment Recommendation: Adequate

Assessment Summary: The proposed drug product, Sacubitril and Valsartan
Tablets, includes the same three dosage strengths as RLD, 24 ma/26 ma. 49 ma/51
mg and 97 mg/103 mg, which are dose-weight proportionaIJ R |

(b)(4)

Page 1 of 38
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.
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Document Description (SD #) Date Received
Original Submission, Seq. 0000 (1) 07/08/2019
CMC Amendment (Response to DRL), Seq. 0005 (6) 02/27/2020
CMC Amendment (Response to CRL), Seq. 0007 (8); Amend-8 08/19/2020
CMC Amendment (Response to IR), Seq. 0008 (9) 08/28/2020
CMC Amendment (Response to CRL), Seq. 0011 (12) 02/09/2022
CMC Amendment (Response to IR), Seq. 0012 (13) 02/23/2022

Note: Seq. 0001 (2), 0002 (3), 0003 (4), 0004 (5), 0006 (7), 0009 (10), 0010(11) are not CMC related

submissions.

Hiahliaht Kev Issues from Last Cvcle and Their Resolution: See CR#1

(b)(4)

Concise Description of Outstanding Issues (List bullet points with key
information and update as needed): N/A

List Number of Comparability Protocols: None

1. Lifecycle Management Considerations

Post-approval inspection?  No

Lifecycle considerations | No
2. Facilities Table

Facility name onsibilities and profil :

acility name FEI Responsibilities and profile Status
and address code(s)
MSN Laboratories Private Limited
Formulations Division, Unit-I1, gzg;%vir;
Survey No. 1277 & 1319 to 1324, 3011033544 Previous
Nandigama (Village), Nandigama Histo
(Mandal), Rangareddy District, Y
Telangana, INDIA, 509228
MSN Life sciences Private Limited (b) ( 4 )
Unit-Il, Sy.No. 455/A 455/AA455/E | 501 1cynncs gg’;‘;‘é"ﬁé
and 455/EE Chandampet (Village), PAI
Shankarampet-R (Mandal), Medak
District, Telangana, INDIA, 502255

Page 3 of 38
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QUALITY ASSESSMENT

MSN Laboratories Private Limited
(Research & Development)
No

Plot No. 12, Phase-IV, Sy.No. 119 .
0 140, 258, 275 to 280, Industria | 2002075182 R
Park, Pashamylaram (Village), y
Patancheru (Mandal), Sanga reddy
district, Telangana, INDIA, 502307
MSN Laboratories Private Limited (b)(4)

Approve -
Sy. No. 317 & 320, 321, 322,323, Based on
604 & 605, Rudraram (Village), | 2005254981 Previous
Patancheru (Mandal), Sangareddy History
District, Telangana, India, 502329
MSN Pharmachem Private Limited
Plot No.: 212/ A,B,C,D, Phase-Il, Approve -
IDA Pashamylaram, Based on
Pashamylaram (Village), 3006165229 Previous
Patancheru (Mandal), , (b) (4) History
Sangareddy District,, Telangana,,
India, 502 307

Update (Amendment-8):
Page 4 of 38

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.
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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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VI. Signature Block

QUALITY ASSESSMENT

Round# | Primary Secondary & | Date of Assessment | Facility
Name Other Names | Completion | Outcome OMIR
1 Jingbo Xiao Vaikunth S. 12/17/2019 | IR TBD
09/03/2019 Prabhu
11/22/2019 09/05/2019
12/16/2019 12/12/2019
12/17/2019
2 Jingbo Xiao Vaikunth S. 5/27/2020 CR Major Withheld
03/04/2020 Prabhu
04/07/2020 03/19/2020
05/27/2020 04/07/2020
05/27/2020
3 Amit Kokate | Jean Tang 3/15/2021 CR Minor Approve
1/25/2021 2/1/2021
4 Amit Kokate | Jean Tang 3/29/2022 Adequate Approve
Page 38 of 38
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ANDA 213748
INFORMATION REQUEST

Dr. Kondal Reddy Bairy

U.S. Agent for MSN Laboratories Private Limited
MSN Pharmaceuticals Inc.

20 Duke Road

Piscataway, NJ 08854-3714

Dear Dr. Kondal Reddy Bairy:

This letter is in reference to your approved abbreviated new drug application (ANDA)
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.

(0)(4)

FDA’s assessment of your application will include an evaluation of the concerns detailed
in this Information Request letter during the next assessment cycle. Please submit your
response to this Information Request letter with your next submission. If you have
already addressed this request, please cross-reference where this is submitted to your
application in your response.

' ICH M7(R1): Assessment and Control of DNA Reactive (Mutagenic) Impurities in Pharmaceuticals to
Limit Potential Carcinogenic Risk

U.S. Food & Drug Administration
Silver Spring, MD 20993

el Page 695 of 2141




ANDA 213748
Page 2

If you have any questions, please email Elisa Nickum, Regulatory Business Process
Manager, at elisa.nickum@fda.hhs.gov.

Sincerely,

{See appended electronic signature page}

Vilayat A. Sayeed, Ph.D.

Director

Division of IR and MR Product 1

Office of Pharmaceutical Quality

Center for Drug Evaluation and Research
U.S. Food and Drug Administration

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM
IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,

CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER APPLICABLE
LAW.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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RECOMMENDATION

O Approval

X Complete Response-Minor

0 Complete Response-Major

1 Complete Response-Major-Facilities Only

OPQ-XOPQ-TEM-0002v01 Page 1 Effective Date: February 1, 2019
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ADMINISTRATION

ANDA 213748
Assessment #2
Drug Product Name | Sacubitril and Valsartan
Dosage Form Tablets
Strength 24 mg/26 mg, 49 mg /51 mg and 97 mg/103 mg
Route of Oral

Administration

Rx/OTC Dispensed | Rx

Applicant MSN Laboratories Private Limited
US agent, if MSN Pharmaceuticals Inc.
applicable
Su:;";::;:’;(s) Document Date Discipline(s) Affected
Original/Initial Submission | 07/07/2019 All
Quality/Response to 2/27/2020 Quality
Discipline Review Letter
Resubmission/After 08/19/2020 Quality
Action- Complete
Response
Quality/Response To 08/28/2020 Quality
Information Request
QUALITY ASSESSMENT TEAM
Discipline Primary Assessor Secondary Assessor
Drug Substance Donglei YuErin Skoda Erin Skoda
Srinivasa Murthy Anita Tiwari
Drug Product Behnam Abdolalizadeh | Mayra Pineiro-Sanchez
Manufacturing Amit Kokate Jean Tang
Microbiology N/A N/A
Biopharmaceutics Ho-Pi Lin N/A

Regulatory Business | Candice Cottle-Delisle
Process Manager

Application Technical | Mayra Pineiro-Sanchez

Lead
Laboratory (OTR) N/A N/A
Environmental N/A N/A
OPQ-XOPQ-TEM-0002v01 Page 2 Effective Date: February 1, 2019
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ADMINISTRATION

U.S. FOOD & DRUG

QUALITY ASSESMENT DATA SHEET

IQA ANDA Assessment Guide Reference

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:
DMF# | Type Holder Item Referenced Status n eEI:t\: P Comments
Il Sacubitril and Valsartan Inadequate 03/12/2021 D. Yu
o Il Inadequate | 03/11/2021 D. Yu
i b)4) - Adequate | 03/09/2021 | _S. Murthy
ol Other DMF: 0 N/A X (See Below)
I :
]|
M
I
i
e 1T
(b)(4)
I
M
v
v
v
+—— | Other
*DMF was reviewed by D. Yu on 05/13/2020 and status was inadequate per review #2.
**Supporting DMF for DMF 033398
B. OTHER DOCUMENTS: IND, RLD, RS, Approved ANDA
Document Application Number Brand Name Description
NDA 207620 ENTRESTO® | Sacubitril and Valsartan Tab, 24/26, 49 /51, 97 /103 mg
2. CONSULTS
Discipline Status Recommendation Date Assessor
Biostatistics N/A
Pharmacology/Toxicology N/A
CDRH-ODE N/A
CDRH-OC N/A
OPQ-XOPQ-TEM-0002v01 Page 3 Effective Date: February 1, 2019
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Clinical N/A
Other N/A
OPQ-XOPQ-TEM-0002v01 Page 4 Effective Date: February 1, 2019
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ADMINISTRATION

U.S. FOOD & DRUG

ABBREVIATED EXECUTIVE SUMMARY (CR ONLY)
IQA ANDA Assessment Guide Reference

. RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY
Minor

The applicant has NOT provided sufficient information to assure the
identity, strength, purity, and quality of the drug product during the
expiration dating period of 24 months.

Drug Substance — 1Q (DMF only)
Drug Product - 1Q Minor

OPMA - 1Q Minor
Biopharmaceutics - AQ

Therefore, from the quality perspective, this ANDA is NOT recommended
for approval.

II. QUALITY ASSESSMENT OVERVIEW

A. Drug Substance: Inadequate-Minor
1. Primary Justification:

2. Secondary Justification (if necessary):

3. Tertiary Justification (if necessary):

4. Insert additional justification below (if necessary)

DMF # 033398 for Sacubitril and Valsartan held by MSN Life Sciences
Private Limited is inadequate

Drug Product: Inadequate-Minor
1. Primary Justification:

2. Secondary Justification (if necessary):

OPQ-XOPQ-TEM-0002v01 Page 5 Effective Date: February 1, 2019
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3. Tertiary Justification (if necessary):

4. Insert additional justification below (if necessary)

The drug product is an immediate release tablet and non-compendial. A
deficiency related to limits for assay is identified this cycle.

Labeling: Adequate

The labeling section was adequate based on review of information
provided in the original submission.

B. Manufacturing: Inadequate-Minor

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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(b)(4)

C. Biopharmaceutics: Adequate
1. Primary Justification:

2. Secondary Justification (if necessary):

3. Tertiary Justification (if necessary):

4. Insert additional justification below (if necessary)

This ANDA 213748 is recommended for approval from a
biopharmaceutics perspective.

USP . Acceptance
Appatite Speed Medium/Temperature criterion(a)
I (Basket) 75 rpm pH 6.8 phosphate Q- % in 20
buffer/37°C il
900 ml (Sacubitril &
Valsartan)

D. Microbiology: Choose an item.
1. Primary Justification:

N/A

2. Secondary Justification (if necessary):

3. Tertiary Justification (if necessary):

4. Insert additional justification below (if necessary)

OPQ-XOPQ-TEM-0002v01 Page 7 Effective Date: February 1, 2019
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[ N/A

E. List of Deficiencies for Complete Response

1. Overall Quality Deficiencies - Optional (Deficiencies that affect
multiple sub-disciplines)
None
2. Drug Substance Deficiencies

1;

(0)(4)

3. Drug Product Deficiencies

1

(b)(4)

4. Labeling Deficiencies (Please contact OGD if you identify any
Labeling deficiencies with your comments)
None
5. Manufacturing Deficiencies

1

(0)(4)

OPQ-XOPQ-TEM-0002v01 Page 8 Effective Date: February 1, 2019
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ADMINISTRATION

(b)(4)

6. Biopharmaceutics Deficiencies
None

7. Microbiology Deficiencies
N/A

8. Other Deficiencies (Specify discipline, such as Environmental)
N/A

Application Technical Lead Name and Date: Mayra L. Pineiro-Sanchez

OPQ-XOPQ-TEM-0002v01 Page 9 Effective Date: February 1, 2019
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QUALITY ASSESSMENT

)

MANUFACTURING INTEGRATED ASSESSMENT

Application ID ANDA 213748

Drug Product Name | Sacubitril and Valsartan Tablets

oy
A _code @
|
I »
. /\J\n,

CAS #:936623-90-4
Molecular Formula: C4sHssNeOsNas
Molecular Weight: 912.96 g/mol

Prioritization Factor: First Generic - Granted

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

Dosage Form Tablet

Administration Route | Oral

Indication Sacubitril and valsartan tablet is indicated to reduce the risk
of cardiovascular death and hospitalization for heart failure
in patients with chronic heart failure ) and
reduced ejection fraction.

Applicant Name MSN Laboratories Private Limited

RLD Number N207620
ENTRESTO

Reviewer’s Note:
Blue font refers to the current Amendment-8 (received 08/19/2020)/review cycle
Black font refers to the previous review cycle (Seq 0005; SD#6)

I. Manufacturing Summary
Facility Assessment Recommendation: Adequate
Process Assessment Recommendation: Inadequate - Minor

Assessment Summary: The proposed drug product, Sacubitril and Valsartan
Tablets, includes the same three dosage strengths as RLD, 51
mg and 97 mg/103 mg, which are dose-weight proportional. w18

(b)(4)

Page 1 of 38
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.
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Highlight Key Issues from Last Cycle and Their Resolution: See CR#1

(b)(4)

Concise Description of Outstanding Issues (List bullet points with key

information and update as needed): Inadequate in-process specification for the final

blend.

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
| y hame FEI pona| pron Status
and address _code(s)
MSN Laboratories Private Limited
Formulations Division, Unit-1, gggg:;ir;
Survey No. 1277 & 1319 to 1324, 3011033544 Praskile
Nandigama (Village), Nandigama Histor
(Mandal), Rangareddy District, y
Telangana, INDIA, 509228
MSN Life sciences Private Limited

7 Approve -
Unit-1l, Sy.No. 455/A,455/AA,455/E
and 455/EE Chandampet (Village), | S011943392 et
Shankarampet-R (Mandal), Medak
District, Telangana, INDIA, 502255

(b)(4)
MSN Laboratories Private Limited
(Research & Development)
Plot No. 12, Phase-1V, Sy.No. 119 3005075182 Evalr:gtion
to 140, 258, 275 to 280, Industria Nocasaa
Park, Pashamylaram (Village), y
Patancheru (Mandal), Sanga reddy
district, Telangana, INDIA, 502307
MSN Laboratories Private Limited Approve -
Based on
Sy. No. 317 & 320, 321, 322,323, | 2005254981 Previous
604 & 605, Rudraram (Village), History
Page 3 of 38

OPF ANDA Manufacturing Integrated Assessment Version January 31, 2019
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QUALITY ASSESSMENT

Patancheru (Mandal), Sangareddy
District, Telangana, India, 502329

(b)(4)

MSN Pharmachem Private Limited

Plot No.: 212/ A,B,C,D, Phase-Il, Approve -
IDA Pashamylaram, Based on
Pashamylaram (Village), 3006165229 Previous
Patancheru (Mandal), , (b)(4) History
Sangareddy District,, Telangana,,
India, 502 307

Update (Amendment-8):

Page 4 of 38
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.
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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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QUALITY ASSESSMENT

(0)(4)

VI. Signature Block
Round# | Primary Secondary & | Date of Assessment | Facility
Name Other Names | Completion | Outcome OMIR
1 Jingbo Xiao Vaikunth S. 12/17/2019 | IR TBD
09/03/2019 Prabhu
11/22/2019 09/05/2019
12/16/2019 12/12/2019
12/17/2019
2 Jingbo Xiao Vaikunth S. 5/27/2020 CR Major Withheld
03/04/2020 Prabhu
04/07/2020 03/19/2020
05/27/2020 04/07/2020
05/27/2020
3 Amit Kokate | Jean Tang 3/15/2021 CR Minor Approve
1/25/2021 2/1/2021
Page 38 of 38
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QUALITY ASSESSMENT

MANUFACTURING INTEGRATED ASSESSMENT

Application ID

ANDA 213748

Drug Product Name

Sacubitril and Valsartan Tablets

My ]

/k’,('(ﬁ 54 - |

{ =
- ﬂ..AJ\rq,.N A
| = . . j.i:\J\n,Ov(ﬂll'
o NNa MaD. 5}
wNN, L ]
I N N e
| S N QO
=

CAS #:936623-90-4
Molecular Formula: CagHssNeOsNas
Molecular Weight: 912.96 g/mol

Prioritization Factor: First Generic - Granted

Strengths

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

Dosage Form

Tablet

Administration Route

Oral

Indication

Sacubitril and valsartan tablet is indicated to reduce the risk
of cardiovascular death and hospitalization for heart failure

in patients with chronic heart failure ) and
reduced ejection fraction.

B4}

Applicant Name

MSN Laboratories Private Limited

RLD Number

N207620
ENSTRESTO

I. Manufacturing Summary

Facility Assessment Recommendation: Inadequate - Major
THEME: Lack of Critical Facility

JUSTIFICATION: The facilities deficiencies have been classified as MAJOR
because your submission failed to identify facilities required to be listed in the
application as noted in Appendix A, Section A(6)(b) of the Guidance for
Industry, ANDA Submissions - Amendments to Abbreviated New Drug
Applications Under GDUFA (July 2018). Upon receipt, in FDA's judgement, the
evaluation of new facilities added in an amendment and any additional
inspections will require substantial expenditure of FDA resources.

Process Assessment Recommendation: Inadequate - Minor

Assessment Summary: The proposed drug product, Sacubitril and Valsartan

Tablets, includes the same three dosage strengths as RLD, ﬁimﬂ[Zﬁ_mm‘AQ_rnﬂ[m
mg and 97 mg/103 mg, which are dose-weight proportional. s
(b)(4)
Page 1 of 34
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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

(b)(4)

List Number of Comparability Protocols: None

1. Lifecycle Management Considerations

Post-approval inspection? | No
Lifecycle considerations | No
2. Facilities Table

Facility name FEI Responsibilities and profile Status
and address eodel) :
MSN Laboratories Private Limited
Formulations Division, Unit-l, gggg:;;;
Survey No. 1277 & 1319 to 1324, 3011033544 Previous
Nandigama (Village), Nandigama Histo
(Mandal), Rangareddy District, Y
Telangana, INDIA, 509228
MSN Life sciences Private Limited

: Approve -
Unit-1l, Sy.No. 455/A,455/AA,455/E
and 455/EE Chandampet (Village), | 01 1943392 -
Shankarampet-R (Mandal), Medak
District, Telangana, INDIA, 502255
MSN Laboratories Private Limited
(Research & Development) (b)(4)

No
Plot No. 12, Phase-IV, Sy.No. 119 :
10 140, 258, 275 to 280, Industria | 2002075182 —
Park, Pashamylaram (Village), y
Patancheru (Mandal), Sanga reddy
district, Telangana, INDIA, 502307
MSN Laboratories Private Limited
Approve -
Sy. No. 317 & 320, 321, 322,323, Based on
604 & 605, Rudraram (Village), 3005254981 Previous
Patancheru (Mandal), Sangareddy History
District, Telangana, India, 502329
Page 3 of 34
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DELETED PAGES INFORMATION SHEET
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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.




QUALITY ASSESSMENT

(0)(4)

VI. Signature Block

Round# | Primary Secondary & | Date of Assessment | Facility
Name Other Names | Completion | Outcome OMIR
1 Jingbo Xiao Vaikunth S. 12/17/2019 | IR TBD

09/03/2019 Prabhu

11/22/2019 09/05/2019
12/16/2019 12/12/2019
12/17/2019

2 Jingbo Xiao Vaikunth S. 5/27/2020 | CR Major 5

03/04/2020 Prabhu

04/07/2020 03/19/2020
05/27/2020 04/07/2020
05/27/2020

Page 34 of 34
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Jingbo Digitally signed by Jingbo Xiao
Xiao Date: 5/27/2020 03:41:12PM
GUID: 531608c5000083eb0e7f8723dbe41393

Vaikunth Digitally signed by Vaikunth Prabhu
Prabhu Date: 5/27/2020 06:29:12PM
GUID: 508da70600028a6e0679d7b5b0fd3db3
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RECOMMENDATION

[1 Complete Response-Major

X Complete Response-Minor

[ Discipline Review Letter (DRL)
[ Information Request—IR x Days
[J Approval
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ANDA 213748 Assessment Cycle # 02

Drug Product Name

Sacubitril and Valsartan Tablets

USP Monograph

O Yes 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 Rx [0 oTC

ANDA Applicant

MSN Laboratories Private Limited

Drug Product Manufacturer

Same as the Applicant
L] Different from the Applicant (see below)

US agent, if applicable

O WA X (See Below)

MSN Pharmaceuticals Inc. 20 Duke Road, Piscataway, NJ
08854-3714

Proposed Indication

Sacubitril and Valsartan Tablets indicated to reduce the risk of
cardiovascular death and hospitalization for heart failure in
patients with chronic heart failure | ) and
reduced ejection fraction.

Submission(s) Assessed Document Date Discipline(s) Affected
CR 01 8/19/2020 Quality
Amendment-Response to DRL 2/27/2020 Quality
Original 7/8/2019 All
Labeling-Response to Discipline 10/30/2019 Labeling
Review Letter*

*Preparation of oral suspension added in label to be in line with RLD, but no supporting quality

information provided

OPQ-XOPQ-TEM-0002v01

Page 2 Effective Date: February 1, 2019
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1. RELATED/SUPPORTING DOCUMENTS

QUALITY ASSESMENT DATA SHEET

A. DMFs:
DMF# | Type Holder ltem Referenced Status reote | comments
Il MSN Life Sciences Sacubitril and Valsartan Inadequate 03/12/2021 D. Yu
G Il Private Limited, Unit - Inadequate | 03/11/2021 D. Yu
Il I (b)) Adequate 03/09/2021 S. Murthy
Other DMF: (0 N/A X (See Below)
1]
1]
1]
1]
1]
) 1]
(b)(4)
1]
1]
v
A%
v
Other
(b)(4)

B. OTHER DOCUMENTS: IND, RLD, RS, Ap

proved ANDA

Document Application Number Brand Name Description
NDA | 207620 | ENTRESTO® I Sacubitril and Valsartan Tab, 24/26, 49 /51, 97 /103 mg
2. CONSULTS
Discipline Status Recommendation Date Assessor
Biostatistics N/A
Pharmacology/Toxicology N/A
CDRH-ODE N/A
CDRH-OC N/A
Clinical N/A
OPQ-XOPQ-TEM-0002v01 Page 4 Effective Date: February 1, 2019
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| Other [ N/A

OPQ-XOPQ-TEM-0002v01 Page 5 Effective Date: February 1, 2019
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Y U.S. FOOD & DRUG
PART I. Review of Firm’s Response to
Deficiencies

Review of Amendment Dated 08/19/2020 (current review)

OLDP Assessment Team: Iry: Behnam Abdolalizadeh; SPQA: Mayra L.
Pineiro-Sanchez

This amendment is in response to Complete Response Letter was issued by the agency on
June 08, 2020.

Drug substance
Deficiency: Issued on June 08, 2020

OPQ-XOPQ-TEM-0002v01 Page 6 Effective Date: February 1, 2019
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(b) (4)
5 U.S.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.




Iy U.S. FOOD & DRUG
OLDP Assessment Team: 1ry: Qiuxia Wang; QAL.:
Raghu Samy

CHAPTER I: DRUG SUBSTANCE

IQA ANDA Assessment Guide Reference

Drug Substance Name | Sacubitril and Valsartan
DMF Number (If Applicable) | .. |
DMF Status | New DMF - Pending Review
DMF Holder . i
Overall Assessment Recommendation for DS: Inadequate - Major
Theme:

O N/A O Other (Requires Division Director Approval)

DMF 0 Due to Consult

[0 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.

Justification for Major from DMF review

An unqualified impurity (toxicology studies required to qualify the impurity): New
toxicology studies are requested for the unqualified impurity 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.

Highlight Key Issues from Last Cycle and Their Resolution:

No Key issues with DS from last cycle review
Concise Description of Outstanding Issues:
Below is a brief description of outstanding issues with DS in ANDA:

Inadequate DMF-Major
Select Number of Approved Comparability Protocols: 0

OPQ-XOPQ-TEM-0002v01 Page 21 Effective Date: February 1, 2019
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S.1 GENERAL INFORMATION

Recommended Sacubitril and Valsartan
International

Nonproprietary Name

USAN Sacubitril and Valsartan

Chemical Name(s)

methyl-4-oxobutylJamino}-4-oxobutanoate)-(N-pentanoyl-N-{[2'-
(IH-tetrazol-1-id-5-y1)[1,I'-biphenyl]-4-yl methyl }-L-valinate)

CAS Number

936623-90-4

Therapeutic Category

To treat heart failure

Structure

Tri sodium (4-{[(1 S,3R)-1-([1,1 '-biphenyl] 4-ylmethyl)-4-ethoxy-3-

Molecular Formula C4s8Hs5N6OsNas
Molecular Weight 912.96
Description White to almost white powder.

(0)(4)

OPQ-XOPQ-TEM-0002v01 Page 22
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DRUG SUBSTANCE LIST OF DEFICIENCIES (from Review 1A):

(0)(4)

DRUG SUBSTANCE LIST OF DEFICIENCIES (from Review 1):

1.

OPQ-XOPQ-TEM-0002v01

Page 48

Page 829 of 2141
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CHAPTER lI: DRUG PRODUCT
IQA ANDA Assessment Guide Reference

Overall Assessment Recommendation: Inadequate - Minor
Theme:

= N/A [0 Unacceptable Analytical Methods

[0 Unqualified Impurity (1 Application Quality

[0 New DP Batch [0 Pharmaceutical Equivalence

O Product Design O Product Safety

[0 Other (Requires Division Director
O Failing Stability Data Approval)
] Application Completeness O 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
Imaal Ranking After
CQAs Risk Comments g Comments
Rankin Assessment
9 Cycle #

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 deficiency letter

Select Number of Approved Comparability Protocols: 0

List Current Quality Endorsement Status:

e 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) fo
confirm shelf life proposal

OPQ-XOPQ-TEM-0002v01 Page 49 Effective Date: February 1, 2019

Page 830 of 2141



2y U.S. FOOD & DRUG

ADMINISTRATION

 Elemental impurity compliance with ICH Q3D — status: adequate

e Number of Comparability protocols included: ___ 0__

P.1 DESCRIPTION AND COMPOSITION

The quantitative composition and function of each excipient in the drug product is listed.

Maximum
24 mg/ 49 mg/ 97mg/ | o0 | Levels | TGTimitforOral
Ingredients Functions 26 mg % wiw [ 51 mg % wiw 103 mg w?’w (dosage per R dnioisteation
(mg/tablet) (mg/tablet) (mg/tablet) unif) e
(mg)
Intragranular
5 Active
Sacubitril and Valsartan - o

i ine Cellulose
il USP-NF
Crospovidone

= ) USP-NF

Croscarmellose Sodium
oy USP-NF

[colloidal Silicon Dioxide

e——| (b)(4)

Mazuﬁsile Stearate|
[l USP-NF

(b)(4)

Iron Oxide Red
Black Iron Oxide (bl(4)
(b)(4)
Iron Oxide Yellow i
(b)(4)
OPQ-XOPQ-TEM-0002v01 Page 50 Effective Date: February 1, 2019
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Maximum

24 mg/ 49 mg/ 97mg/ | o0 | Levels | [GTimitforOral

Ingredients Functions 26 mg % wiw [ 51 mg % wiw 103 mg w?’w (dosage per Adiminictcation
(mg/tablet) (mg/tablet) (mg/tablet) unit) Gig)
(mg)
Coated Tablet weight | 103.000 | 100.00 | 206.000 [100.00| 412.000 [100.00] -
(b)(4)
RLD Test Product
Microcrystalline Cellulose Microcrystalline Cellulose
Crospovidone Cmspovidonem

Low-substituted hydroxypropyl Cellulose

Croscarmellose sodium

Colloidal silicon dioxide

Colloidal silicon dioxide

Talc

[Bliap

Talc ‘

Magnesium stearate

Magnesium stearate

b))

Hypromellose Hypromellose
Titanium dioxide Titanium dioxide
Macrogol 4000 Macrogol/ .
{bj4} H
Iron oxide red Red iron oxide 1

Iron oxide Black

Black Iron oxide| ™

(b)(4)

Iron oxide yellow

(s

(b)(4)

OPQ-XOPQ-TEM-0002v01

Page 51

Effective Date: February 1, 2019
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RLD Test Product
(b)(4) |
Assessment: Adequate
Strength Product Description
24 mg/ 26 mg Purple colored, oval shaped, biconvex, film coated tablets one side debossed

with ™" and other side debossed with 'S1 '|

) |

Light yellow to yellow colored, oval shaped, biconvex, film coated tablets one
49 mg/51 mg | side debossed with "M’ and other side debossed with '52“ _ ‘

Light pink to pink colored, oval shaped, biconvex. film coated tablets one side

]

97 mg/ 103 mg Jir‘.tmssef with 'M' and other side debossed with 'S3™" |

The firm provided adequate information regarding to components and
composition of the drug product.

(0)(4)

There are some minor differences in compositions between the generic proposed
formulation and the formulation of the reference product, but they should not
have any effects on the quality of the drug products.

However, whether the difference between this proposed formulation and the RLD
present any potential concerns with respect to therapeutic equivalence of drug
product would rely on the evaluation of Division of Bioequivalence.

The size and shape of generic Sacubitril and Valsartan tablets meets the

requirements as per “Size, Shape, and Other Physical Attributes of Generic
Tablets and Capsules” as shown in the table below.

OPQ-XOPQ-TEM-0002v01 Page 52 Effective Date: February 1, 2019
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. (0)(4)

Assessment: Adequate
(b)(4)
R REGIONAL INFORMATION
Environmental
Assessment: Adequate
Methods Validation or Verification Package
Assessment: Adequate

Comparability Protocols

Assessment:
N/A

Lifecycle Management Considerations

OPQ-XOPQ-TEM-0002v01 Page 89

Page 870 of 2141
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DRUG PRODUCT LIST OF DEFICIENCIES (from Review 1A)

DRUG PRODUCT LIST OF DEFICIENCIES (from Review 1)

1.

2.
3.
OPQ-XOPQ-TEM-0002v01 Page 90 Effective Date: February 1, 2019
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CHAPTER Illl: ENVIRONMENTAL

R REGIONAL INFORMATION

Environmental
Assessment: Adequate
OPQ-XOPQ-TEM-0002v01 Page 92 Effective Date: February 1, 2019
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CHAPTER IV: LABELING

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)?

[lYes []No [] Statement not needed

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

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)

) 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
X 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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For solid oral drug products, only: drug product length(s) of commercial

batch(es):
ANDA Strength Length (MM) Imprint Code
24 mg/ 26 mg 10.00 x 4.00 one side debossed with 'M'
and other side debossed
with 'S1'
49 mg/ 51 mg 13.00x 5.10 one side debossed with 'M'
and other side debossed
with 'S2”
97 mg/ 103 mg 15.00 x 5.90 one side debossed with 'M'

and other side debossed
with 'S3"

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

Page 875 of 2141

Effective Date: February 1, 2019




2y U.S. FOOD & DRUG

ADMINISTRATION

ATTACHMENT II: List of All Deficiencies (from Review Cycle

#2)
Drug Substance Deficiencies
|15
Drug product
1
OPQ-XOPQ-TEM-0002v01 Page 95 Effective Date: February 1, 2019
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A. Labeling Deficiencies

None

(END OF DRUG PRODUCT QUALITY ASSESSMENT)

OPQ-XOPQ-TEM-0002v01 Page 98 Effective Date: February 1, 2019

Page 879 of 2141



U.S. FOOD & DRUG

ADMINISTRATION

Concur with deficiencies

Signature Block (Review 1):

Primary DP Assessor: Qiuxia Wang

Date:  10/31/2019,
12/18/19

Secondary DP Assessor:  Raghu Samy

Date: 11/22/19,
12/18/19

Signature Block (Review 14):

Concur with deficiencies

Primary DP Assessor: Qiuxia Wang

Date:  3/19/2020,
5/28/2020

Secondary DP Assessor:  Raghu Samy

Date:  4/7/2020,
5/28/2020

OPQ-XOPQ-TEM-0002v01 Page 99
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DRUG PRODUCT QUALITY ASSESSMENT
ANDA 213748 (Review Cycle # 01)A
Sacubitril and Valsartan
24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg

RECOMMENDATION

[] Complete Response-Major

X Complete Response-Minor

[] Discipline Review Letter (DRL)
[] Information Request—IR x Days
[1 Approval

Reviewer’s Name

Qiuxia Wang

Division of Immediate Release Products I/Branch 11

Office of Lifecycle Drug Products
Office of Pharmaceutical Quality

Page 881 of 2141
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ADMINISTRATION

ANDA 213748 (Assessment Cycle # 01)A

Drug Product Name

Sacubitril and Valsartan Tablets

USP Monograph O Yes 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 Rx 0O orc

ANDA Applicant

MSN Laboratories Private Limited

Drug Product Manufacturer

X Same as the Applicant
[ Different from the Applicant (see below)

US agent, if applicable

O NA (See Below)

MSN Pharmaceuticals Inc. 20 Duke Road, Piscataway, NJ
08854-3714

Proposed Indication

Sacubitril and Valsartan Tablets indicated to reduce the risk of
cardiovascular death and hospitalization for heart failure in
patients with chronic heart failure | - | and
reduced ejection fraction.

Submission(s) Assessed Document Date Discipline(s) Affected
Amendment-Response to DRL 2/27/2020 Quality
Qriginal 7/8/2019 All
Labeling-Response to Discipline 10/30/2019 Labeling
Review Letter*

*Preparation of oral suspension added in label to be in line with RLD, but no supporting quality

information provided

OPQ-XOPQ-TEM-0002v01
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U.S. FOOD & DRUG
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QUALITY ASSESMENT DATA SHEET

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:
DMF # | Type Holder R ei:reer: cod Status Fleelzt\:ed Comments
_ I Sacubitril and | Inadequate 5/13/20 By Donglei Yu
i (b)(4) Valsartan
Other DMF: [1 N/A X (See Below)
I
I
I
I
I
o I
(b)(4)
I
I
v
v
v
Other
B. OTHER DOCUMENTS: IND, RLD, RS, Approved ANDA
Document Aﬂﬁ:ﬁgﬂf" Brand Name Description
NDA 207620 ENTRESTO® Sacubitril and Valsartan Tab, 24/26, 49 /51, 97
/103 mg
OPQ-XOPQ-TEM-0002v01 Page 4 Effective Date: February 1, 2019
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2. CONSULTS
Discipline Status Recommendation Date Assessor
Biostatistics N/A
Pharmacology/Toxicology N/A
CDRH-ODE N/A
CDRH-OC N/A
Clinical N/A
Other N/A
OPQ-XOPQ-TEM-0002v01 Page 5 Effective Date: February 1, 2019
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PART I. Review of Firm’s Response to Deficiencies

((Note to reviewers: PART lis not applicable for review of original ANDA. At time of review of
an amendment, move your cursor over the heading for “PART I’, click the “Paragraph” dialog box
in the Quick Access Toolbar, uncheck the checkbox next to “Collapsed by default”, and then click
the small triangle at the left of “PART I” to expand and display the body text.)

OPQ-XOPQ-TEM-0002v01 Page 6 Effective Date: February 1, 2019
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U.S. FOOD & DRUG

CHAPTER I: DRUG SUBSTANCE

IQA ANDA Assessment Guide Reference

Drug Substance Name | Sacubitril and Valsartan
DMF Number (If Applicable) .. |
DMF Status | New DMF - Pendina Review
DMF Holder 40
Overall Assessment Recommendation for DS: Inadequate - Major
Theme:
0 N/A O Other (Requires Division Director Approval)
X DMF O Due to Consult
0 New DS Batich

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.

Justification for Major from DMF review

An unqualified impurity (toxicology studies required to qualify the impurity): New
toxicology studies are requested for the unqualified impurity 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.

Highlight Key Issues from Last Cycle and Their Resolution:

No Key issues with DS from last cycle review

Concise Description of Outstanding Issues:
Below is a brief description of outstanding issues with DS in ANDA:

Inadequate DMF-Major
Select Number of Approved Comparability Protocols: 0

OPQ-XOPQ-TEM-0002v01 Page 7 Effective Date: February 1, 2019
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S.1 GENERAL INFORMATION

Recommended Sacubitril and Valsartan
International

Nonproprietary Name

USAN Sacubitril and Valsartan

Tri sodium ( 4-{[(1 S,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-yD)[L,I'-biphenyl]-4-yl]Jmethyl }-L-valinate)

Chemical Name(s)

CAS Number

936623-90-4

Therapeutic Category

To treat heart failure

Structure

CH;

/Krcod Na

HBC/\/\rrN

Na¢

HN &&O\/Cfﬁ
O
(&}

O

Molecular Formula CasHs5sNeOsNas3
Molecular Weight 912.96
Description White to almost white powder.

(0)(4)

OPQ-XOPQ-TEM-0002v01
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ADMINISTRATION

U.S. FOOD & DRUG

(0)(4)

Assessment: Adequate

Deficiency in Review 1:

(b)(4)

o (Satisfactorily
addressed in the amendment dated 2/27/2020)

Post-Approval Stability Protocol and Commitment

Assessment: Adequate

Refer to DMF review

R REGIONAL INFORMATION
Comparability Protocols X N/A O (See Below)

Assessment: Choose an item.

Lifecycle Management Considerations

OPQ-XOPQ-TEM-0002v01 Page 33 Effective Date: February 1, 2019
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DRUG SUBSTANCE LIST OF DEFICIENCIES (from Review 1A):

(b)(4)

DRUG SUBSTANCE LIST OF DEFICIENCIES (from Review 1):

1.

: (0)(4)

TOCLODE L WIToa DOl Ol UE UOUTTIree:

OPQ-XOPQ-TEM-0002v01
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CHAPTER IIl: DRUG PRODUCT

IQA ANDA Assessment Guide Reference

Overall Assessment Recommendation: Inadequate - Minor
Theme:

X N/A [0 Unacceptable Analytical Methods

O Unqualified Impurity O Application Quality

[0 New DP Baich O Pharmaceutical Equivalence

0 Product Design O Product Safety

[0 Other (Requires Division Director
[ Failing Stability Data Approval)
[0 Application Completeness 0 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
CQAs Risk Comments SbkIng ek Comments
Ranking Assessment
Cycle #

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 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

OPQ-XOPQ-TEM-0002v01 Page 35 Effective Date: February 1, 2019
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 Elemental impurity compliance with ICH Q3D - status: adequate
e Number of Comparability protocols included: 0

P.1 DESCRIPTION AND COMPOSITION

The quantitative composition and function of each excipient in the drug product is listed.

Ingredients

Functions

24 mg/
26 mg
(mg/tablet)

49 mg/

51 mg
(mg/tablet)

Yo wiw Yo wiw

97 mg/
103 mg
(mg/tablet)

%
wiw

Maximum
Levels
(dosage per
unit)

(mg)

IIG Limit for Oral
Route of
Administration

(mg)

Intragranular

Sacubitril and Valsartan

Active
ingredient

Microcrystalline Cellulose

i USP-NF

Crospovidone
| USP-NF

Croscarmellose Sodium
s USP-NF

! i ili ioxide
i USP-NF

Talc[ ..  jusp

Magnesium Stearate | ..
s USP-NF

ABHAY

Iron Oxide Red

Black Iron Oxide

(b)(4)

Iron Oxide Yellow

B

OPQ-XOPQ-TEM-0002v01

Page 36
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U.S. FOOD & DRUG

Maximum
24 mg/ 49 mg/ 97mg/ | o0 | Levess | [GTomforOral
Ingredients Functions 26 mg % wiw [ 51 mg % wiw 103 mg wl:'w (dosage per Adminishstion
(mg/tablet) (mg/tablet) (mg/tablet) unit) eng)
(mg)
Coated Tablet weight | 103.000 [ 100.00 | 206.000 [100.00] 412.000 [100.00] -
(b)(4)
RLD Test Product
Microcrystalline Cellulose Microcrystalline Cellulose ..

Crospovidone

Cmspovidone‘:

Low-substituted hydroxypropyl Cellulose

Croscarmellose sodium

Colloidal silicon dioxide

Colloidal silicon dioxide

Talc

Talc

{bji4)

Magnesium stearate

Magnesium stearate

Hypromellose Hypromellose
Titanium dioxide Titanium dioxide
Macrogol 4000 Macrogol/ i

(BH4)

Iron oxide red

Red iron oxide

Iron oxide Black

Black Iron oxid¢ ©*

{b)(4)

(b)(4)

Iron oxide yellow

‘ oh4

(b)(4)

OPQ-XOPQ-TEM-0002v01
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RLD Test Product
‘ (b)(4) }‘
Assessment: Adequate
Strength Product Description
24 mg/ 26 mg ‘P:;:E]'izl F:Jllc(;ric‘lj.l et;\:;i! :l;z};i(:,s el':lirisilzzu?;,lrf;g:; coated taﬂers one side del‘|>ossed

Light yellow to vellow colored, oval shaped. biconvex. film coated tablets one

49 mg/51 mg side debossed with 'M' and other side debossed with 'S2™ |

(]

Light pink to pink colored, oval shaped, biconvex, film coated tablets one side
97 mg/ 103 mg debossed with 'M' and other side debossed with 'S3™ | s |

uuuuu

The firm provided adequate information regarding to components and
composition of the drug product.

(b)(4)

There are some minor differences in compositions between the generic proposed
formulation and the formulation of the reference product, but they should not
have any effects on the quality of the drug products.

However, whether the difference between this proposed formulation and the RLD
present any potential concerns with respect to therapeutic equivalence of drug
product would rely on the evaluation of Division of Bioequivalence.

The size and shape of generic Sacubitril and Valsartan tablets meets the

requirements as per “Size, Shape, and Other Physical Attributes of Generic
Tablets and Capsules” as shown in the table below.

OPQ-XOPQ-TEM-0002v01 Page 38 Effective Date: February 1, 2019
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. (0)(4)

Assessment: Adequate
(b)(4)
R REGIONAL INFORMATION
Environmental
Assessment: Adequate
Methods Validation or Verification Package
Assessment: Adequate

Comparability Protocols

Assessment:
N/A

Lifecycle Management Considerations

OPQ-XOPQ-TEM-0002v01 Page 75
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DRUG PRODUCT LIST OF DEFICIENCIES (from Review 1A)

(b)(4)

DRUG PRODUCT LIST OF DEFICIENCIES (from Review 1)

1.

2.
3.
OPQ-XOPQ-TEM-0002v01 Page 76 Effective Date: February 1, 2019
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FOR RELEASE.

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
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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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CHAPTER lll: ENVIRONMENTAL

R REGIONAL INFORMATION

Environmental
Assessment: Adequate
OPQ-XOPQ-TEM-0002v01 Page 78 Effective Date: February 1, 2019
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CHAPTER IV: LABELING

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 [JNo []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
X N/A (NOT OTC or Controlled Substance)

If “No,” explain.

OPQ-XOPQ-TEM-0002v01 Page 79 Effective Date: February 1, 2019
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For solid oral drug products, only: drug product length(s) of commercial

batch(es):
ANDA Strength Length (MM) Imprint Code
24 mg/ 26 mg 10.00 x 4.00 one side debossed with 'M'
and other side debossed
with 'S1'
49 mg/ 51 mg 13.00 x 5.10 one side debossed with 'M'
and other side debossed
with 'S2"
97 mg/ 103 mg 15.00 x 5.90 one side debossed with 'M'
and other side debossed
with 'S3"

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
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ATTACHMENT II: List of All Deficiencies (from Review 1A)

Drug Substance Deficiencies

L

(b)(4)

Drug product

1.

OPQ-XOPQ-TEM-0002v01 Page 81 Effective Date: February 1, 2019
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4.

A. Labeling Deficiencies

None

(END OF DRUG PRODUCT QUALITY ASSESSMENT)
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Concur with deficiencies

Signature Block (Review 1):

Primary DP Assessor: Qiuxia Wang

Date:  10/31/2019,
12/18/19

Secondary DP Assessor:  Raghu Samy

Date:  11/22/19,
12/18/19

Signature Block (Review 1A):

Concur with deficiencies

Primary DP Assessor: Qiuxia Wang

Date: /19/2020,
5/28/2020

Secondary DP Assessor:  Raghu Samy

Date:  4/7/2020,
5/28/2020

OPQ-XOPQ-TEM-0002v01 Page 84
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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: February 21, 2020

Ta Bing Li, Ph.D.
Director (Acting)
Office of Bioequivalence
Office of Generic Drugs

FROM; Srinivas R. Chennamaneni, Ph.D.
Division of New Drug Study Integrity (DNDSI)
Office of Study Integrity and Surveillance (0SIS)

THROUGH: Charles R. Bonapace, Pharm.D.
Director

DNDSI, OSIS

SUBJECT: Routine inspection of Cliantha Research Ltd., Sigma-1
Corporate, Bodakdev, Ahmedabad, Gujarat, India.

1 Inspection Summary

(0)(4)

1.1. Recommendation

After reviewing the inspectional findings, I conclude that the
clinical data from the audited studies are reliable.

2 Inspected Studies:
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Srinivas R. Chennamaneni, Ph.D.
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Gopa Biswas, Ph.D.

Digitally signed by Charles R. Bonapace -5

C h ar I e S R . DN: c=US, 0=U.5. Government, ou=HHS, ou=FDA,

ou=People,
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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: December 20, 2019

Ta Bing Li, Ph.D.
Director (Acting)
Office of Bioequivalence
Office of Generic Drugs

FROM; Srinivas R. Chennamaneni, Ph.D.
Division of New Drug Study Integrity (DNDSI)
Office of Study Integrity and Surveillance (0SIS)

THROUGH: Charles R. Bonapace, Pharm.D.
Director

DNDSI, OSIS

SUBJECT: Routine inspection of Cliantha Research Ltd., Sigma-1
Corporate, Bodakdev, Ahmedabad, Gujarat, India.

1 Inspection Summary

(0)(4)

1.1. Recommendation

After reviewing the inspectional findings, I conclude that the
clinical data from the audited studies are reliable.

2 Inspected Studies:

{BH4)
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DELETED PAGES INFORMATION SHEET

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

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

(b) (4)

5 U.S5.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.
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DELETED PAGES INFORMATION SHEET

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

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

(b) (4)

5 U.S5.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.
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DELETED PAGES INFORMATION SHEET

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

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :
(b) (4)

5 U.S5.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.
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DELETED PAGES INFORMATION SHEET

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

INFORMATION HAS BEEN WITHHELD IN ITS ENTIRETY IN ACCORDANCE WITH THE
FOLLOWING EXEMPTIONS (S) :
(b) (4)

5 U.S5.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.
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DELETED PAGES INFORMATION SHEET

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

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

(b) (4)

5 U.S5.C. 552 (b) (4) - trade secrets and commercial or financial
information obtained from a person and privileged or confidential.
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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:

TO:

FROM:

SUBIJECT:

RE:

8/19/2019

Office of Bioequivalence
Office of Generic Drugs

Division of Generic Drug Bioequivalence Evaluation (DGDBE)
Office of Study Integrity and Surveillance (OSIS)

Decline to conduct an on-site inspection

ANDA
ANDA
ANDA
ANDA
ANDA ™
ANDA
ANDA
ANDA
ANDA 213748
ANDA
ANDA
ANDA "™
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.

Rationale

OSIS inspected the site in August 2018, which falls within the surveillance interval. The inspection
was conducted under the following submissions: ANDAs|

‘ {bid)

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

Analytical

(b)(4)

Nicola
Fenty-

SLEWArt -5 o ssons
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Timely Consults and Early IR Checklist for Type Il API DMFs

Result: TCIR-NAI

ANDA#: 213748

Drug Product: SACUBITRIL AND VALSARTAN, tablet, 49mg | | 51mg || 97mg | | 103mg
|| 24mg || 26mg

DMF#:[ o |
DMF Subject (APl name): SACUBITRIL AND VALSARTAN (FORM-S)

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 APl 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 (FORM-
S)). The firm performs a salt conversion on valsartan to the disodium salt and processes
into the mixture with sacubitril in n-heptane. No synthesis of either individual AP! is
included in this DMF. Since each APl is isolated prior to forming the mixture establishing
“sameness” should not be an issue.

This DMF refers to the following DMFs for the individual APIs.

Valsartan:

Sacubitril: (b)(4)

1. Are there any intermediate facilities listed in the 356h? [lYes 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:
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.
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2. Theintermediate 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.

2. Does the Type Il APl 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® | Justificationif | FEI/DUNS*
Intermediate
facility*

fol

2

* If an intermediate facility is identified, please select justification(s) from the

lowing:

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.
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$ CSN: Non-Sterile API 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 APl by Fermentation

CFS: Sterile API 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:

“Please note that there is a manufacturing facility (critical intermediate) that is included
in a DMF referenced by [Primary DMF#] for [API name] that was 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 application. The addition of a new
facility or new facilities may result in an extension of the performance goal date for your
submission.”

Does the DMF include any data (e.g. Ames study or cited literature studies) that requires
a pharm/tox consult?
CYyes XNo

If yes, prepare the consult and send to DCR in Panorama and enter date sent below.

Consult form date:
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4. After examining the labelling for the drug product:
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? [JYes [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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David Digitally signed by David Skanchy
Skanchy Date: 7/12/2019 11:57:57AM
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 213748

BIOEQUIVALENCE REVIEW(s)




OPQ/ONDP/Division of Biopharmaceutics

BIOPHARMACEUTICS ASSESSMENT

Application No. ANDA-213748-ORIG-1-AMEND-8
Submission Type Solicited Major Amendment

Applicant MSN LABORATORIES PRIVATE LIMITED
Product Name Sacubitril and Valsartan Tablets

Dosage Form/Strengths IR Tablet; 24 mg/26 mg, 49 mg/51 mg and 97mg/103 mg
Route of Administration | Oral

* 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
Indication ventricular ejection fraction (LVEF) below normal.

« for the treatment of symptomatic heart failure with systemic
left ventricular systolic dysfunction in pediatric patients aged
one year and older.

Submission Date 8/19/20

Goal Date 4/18/2021
Primary Reviewer Ho-Pi Lin, Ph.D.
Secondary Reviewer N/A

Recommendation | ADEQUATE

EXECUTIVE SUMMARY

Background:
This amendment (#8) was submitted in response to the complete response (CR) letter issued on

6/8/2020 for the original submission. Previous assessment was documented in Panorama.! The
assessment concluded inadequate was due to inadequate dissolution acceptance criterion.

Previous CR Comments

Based on the provided information and data, the proposed dissolution method [USP 1 (basket) at
75 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 a Ddissolution
acceptance criterion and therefore the proposed acceptance criterion is not acceptable. Implement
the following dissolution acceptance criterion for all strengths of your proposed product,
Sacubitril and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg and 97/103 mg:

“NLT[-_P6 (Q) in 20 minutes” [for both sacubitril and valsartan]

https://panorama.fda.gov/internal/document/preview ?versionID=5eac76cf01b56basc2cdbace37d44 2ec&ID=5dfd0f2d0014e7e09
2033c3228682dac

Page 1of 2
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Q/ONDP/Division of Biopharmaceutics

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.

Biopharmaceutics Assessment:

The Applicant accepted’> and implemented® the recommended criterion. The response is

acceptable.

Recommendation:

This ANDA 213748 is recommended for approval from a biopharmaceutics perspective.

Approved disintegration method and acceptance criterion/criteria:

USP . Acceptance
Apparatus Speed ‘ Medium/Temperature criterion(a)
I (Basket) 75 rpm pH 6.8 phosphate Q- % in 20 minutes
buffer/37°C (Sacubitril &
900 ml Valsartan)

2 page 5 in file://Cdsesubl/evsprod/ANDA213748/0007/m1/us/1-2-cover-letters/response-to-crl-0007.pdf

3 file://Cdsesubl/evsprod/ANDA213748/0007/m3/32-body-data/32p-drug-prod/sac-visrtn-tab-msn-lab/32p5-contr-drug-

prod/32p51-spec/specifications.pdf

OPQ/ONDP/Division of Biopharmaceutics Supplement Template Version 1.0 — Effective Nov 12, 2019

Page 2 of 2
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Digitally signed by Ho-Pi Lin
Date: 3/10/2021 09:02:51AM
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OPQ/ONDP/Division of Biopharmaceutics

BIOPHARMACEUTICS ANDA REVIEW

Application No. ANDA 213748-ORIG-1

Applicant MSN Laboratories Private Ltd.

Product Nane/Strength Sacubitril/Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg and 97
mg/103 mg

Dosage Form/ Route of | Tablets/Oral

Administration:

Indication

(b)(4)
c g 07/07/2019 — Original Submission

submission Datels) | yosonmnng TR Respeise

RLD/RS ENTRESTO® Tablets, 24mg/26mg,49mg/51mg & 97mg/103mg
(NDA# 207620)

Primary Reviewer Mathew John, Ph.D.

Secondary Reviewer Om Anand, Ph.D.

Recommendation Inadequate-Minor

Executive Summary: This Biopharmaceutics Review evaluates data supporting the adequacy of
the proposed dissolution method and acceptance criteria for the proposed drug product.

The proposed drug product, Sacubitril/Valsartan Tablets,

‘ 4]

The Applicant originally proposed to use| - |

| i ‘
| e The FDA’s dissolution database was updated on October
24, 2019 to propose testing Sacubitril/Valsartan Tablets using USP Apparatus I (Basket)-
‘ " ‘In the Original submission, the Applicant did not provide adequate data
demonstrating the suitability of the originally proposed dissolution method| .. |

Considering the] ., |solubility of Sacubitril/Valsartan and due to| »
data for some of the batches, the Applicant was asked to explain and justify the

Applicant was also recommended that if using the originally proposed dissolution method

" | the dissolution of the proposed drug product remains| .. |

i is noticed; then the Applicant may consider the new FDA’s dissolution database method
for the quality control testing of their proposed drug product.

In a response (dated 02/27/2020,) to IRs, the Applicant revised the dissolution method, and
adopted? the current FDA’s dissolution database method for the quality control (QC) testing of the

! FDA Recommended Dissolution Methods
2 \\cdsesub1\evsprod\anda213748\0005\m2\27-clin-sum\pivotal-cdp-report.pdf
1
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OPQ/ONDP/Division of Biopharmaceutics

drug product. The updated dissolution method and acceptance criterion submitted by the Applicant
are tabulated in Table 1 below.

Table 1: Updated dissolution method and acceptance criterion proposed by the Applicant

Method Proposed
uUsp Speed . Volume/Temp e
urce Medium Acceptan
So Apparatus|| (RPMs) edi (mL/°C) i
(b)(4)

The newly proposed dissolution method is acceptable. However, the proposed acceptance criterion
i8] e and not acceptable, therefore an IR will be sent to revise the dissolution acceptance
criteria to NLT|- |% (Q) in 20 minutes” [for both sacubitril and valsartan] for all strengths of the
drug product.

Biopharmaceutics Recommendation: The Biopharmaceutics recommendation for ANDA
213748 for the proposed Sacubitril/Valsartan Tablets, is pending due to the outstanding response
to the Information Request (IR) comment regarding the dissolution acceptance criterion.

Page 5 of 130



OPQ/ONDP/Division of Biopharmaceutics

Reviewer’s Assessment

1. Solubility: The Applicant’s provided solubility data indicate| ™

(b)(4)

2. Formulation: The proposed formulation is |

(b){4)

3. Bioequivalence and PK Characteristics of the drugs: Tmax for sacubitril, LBQ657 (active
metabolite of sacubitril), and valsartan are 0.5 hours, 2 hours, and 1.5 hours, respectively. The
oral absolute bioavailability of sacubitril is estimated to be >60%. [Ref. Labeling]. The
Applicant performed in-vivo bioequivalence studies using the proposed test and the RS
products. The Applicant submitted bioequivalence study results were evaluated by the Division
of Bioequivalence / OGD and was deemed inadequate’.

4. Dissolution Method: In the original submission, the Applicant used| e |
| | In the original submission, the Applicant provided
limited data/information demonstrating the suitability of the proposed dissolution method for

the proposed drug product. Using the proposed dissolution method, the biobatch exhibited at

(0)(4)

In the response to the IRs®, the Applicant accepted FDA’s recommendation and adopted’ the
current FDA’s dissolution database method for QC dissolution studies of the drug product. The
updated dissolution method submitted by the Applicant is tabulated in Table 1. The Applicant
demonstrated the limited discriminating ability of the new dissolution method in terms of

*\\cdsesub1\evsprod\ANDA213748\0000\m3\32-body-data\32s-drug-sub\sacu-vals-msn-life-sciences-pvt-1td\32s1-
gen-info

*\\cdsesubl\evsprod\anda213748\0000\m2\23-gos\gos-ds-word.doc
*https://panorama.fda.gov/document/preview?versionID=5df7d772007be5324bcd0016b3019064&ID=5de99fbb0

02c8bc85574b04e53bbcd21
5\\cdsesub1\evsprod\anda213748\0005\m1\us\1-2-cover-letters\response-to-drl-0005.pdf
7 \\cdsesub1\evsprod\anda213748\0005\m2\27-clin-sum\pivotal-cdp-report.pdf

3
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OPQ/ONDP/Division of Biopharmaceutics

critical formulation variables and hardness of the Tablet. Therefore, based on the totality of the
data and justifications provided by the Applicant, the newly proposed dissolution method
(Basket/75 rpm) is acceptable.

5. Dissolution Acceptance Criterion: Using the new dissolution method, the dissolution data of
all batches of both sacubitril and valsartan in 24 mg/26 mg and 49 mg/51 mg Tablet strengths
show| % in The dissolution data for all batches
of 97/103 mg Tablet strength exhibit a minimum release of | . 1% in 20 minutes®. The
Applicant proposed acceptance criterion is| ..  } and therefore an IR will be sent to
tighten the dissolution acceptance criteria as NLT|- % (Q) in 20 minutes” [for both sacubitril
and valsartan] for all strengths of the drug product.

6. Dissolution Risk/Mitigation Assessment: Biopharmaceutics/dissolution risk is relatively
high because| el |
| w | The dissolution method and acceptance criterion are set appropriately

to mitigate the risk of the change in the drug product performance.

Additional Note: The originally posted dissolution method | o
(b)(4)
" the Applicant proposed dissolution method using USP Type-I basket method at

rotational speed of 75 rpm. This new method was found to be acceptable for the NDA and
therefore, 1) due to the limitations of the original method; and ii) due to the change in the
dissolution method followed by the NDA; the FDA dissolution database was updated with the
new dissolution method [900 mL of Phosphate Buffer, pH 6.8 using USP apparatus 1 (basket)
at 75 rpm].

8 \\cdsesub1\evsprod\anda213748\0005\m2\27-clin-sum\pivotal-cdp-report.pdf
4

Page 7 of 130




OPQ/ONDP/Division of Biopharmaceutics

LIST OF COMMENTS FOR THE INFORMATION REQUEST # 2

Based on the provided information and data, the proposed dissolution method [USP 1 (basket) at
75 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 a dissolution
acceptance criterion and therefore the proposed acceptance criterion is not acceptable. Implement
the following dissolution acceptance criterion for all strengths of your proposed product, Sacubitril
and Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg and 97/103 mg:

“NLTE’% (Q) in 20 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.
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OPQ/ONDP/Division of Biopharmaceutics

APPENDIX I

Information Request [dated 12/23/2019] and Response [dated 02/27/2020]

11

1il.

l.

The proposed dissolution method |

- |is not acceptable at this stage becausel el

i

e |The limited data/information

provided are not adequate to demonstrate the suitability/discriminating ability of the
proposed dissolution method for your proposed drug product. Please note that the
discriminating ability of the dissolution method should be investigated towards the critical
material attributes (CMAs), critical process parameters (CPPs) and critical formulation
variables (CFVs). In your response, justify the selection of the selected attributes /variables
and their levels for demonstrating the discriminating ability of the proposed dissolution
method. Described below are our recommendations with respect to proper investigation for
the discriminating ability of the proposed dissolution method:

Provide a list of CMAs, CPPs and CFVs affecting the dissolution and establish that your
method is discriminating towards those CMAs (including the drug substance particle size
distribution), CPPs and CFVs which affect dissolution. In general, the testing conducted to
demonstrate the discriminating ability of the dissolution method should compare the
dissolution profiles of the proposed drug product(target) and the formulations/product that
are intentionally manufactured with meaningful variations, i.e., aberrant formulations and
manufacturing conditions with * 10-20% change to the specification-ranges of these
variables for the most relevant CMA’s and CPPs.

In addition, if available, data can be submitted showing that the selected dissolution method
is able to reject batches that are not bioequivalent. Supportive dissolution data may also be
submitted showing that the selected dissolution method can detect the change(s) in the drug
product occurring during the accelerated and stressed conditions.

Provide 1) the manufacturing date, storage conditions and the age of the batches used in the
above studies, ii) the number of dosage units used to generate the dissolution data, iii)
complete dissolution data (individual, mean, cv%) in tabulated format, and iv) graphic
presentation for the mean dissolution data for each table.

The adequacy of the proposed dissolution acceptance criterion will be determined after the
accessing the above requested information.

The limited in dissolution data demonstrate that the dissolution of some units of the test
product| |

o \ Explain

the root cause| - | of the proposed drug product using your
proposed method. Support your explanation with appropriate data. Submit dissolution

6
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OPQ/ONDP/Division of Biopharmaceutics

‘ ko i profile data using the currently available long-term
stability batches. Indicate the age of the batch at the time of dissolution testing.

2. Note that the FDA dissolution
database[https://www.accessdata.fda.gov/scripts/cder/dissolution/dsp_SearchResults.cfm
] has been updated with a new dissolution method [900 mL of Phosphate Buffer, pH 6.8
using USP apparatus 1 (basket) at 75 rpm]. Please submit dissolution data [(N=12,
individual, mean, cv%)] for all your exhibits batches using this method. If using the
originally proposed dissolution method | , the dissolution of your proposed
drug product remains incomplete or | , then you may consider this
new FDA method for the quality control testing of your proposed drug product. If you
choose to do so, the please submit the information/data showing the
suitability/discriminating ability of the proposed dissolution method for your proposed
drug product, as per above recommendations regarding the demonstration of the
suitability/discriminating ability.

Applicant’s Response [dated 02/27/2020]:

The Applicant’s detailed response is available at the following link®:
The Applicant adopted the dissolution method currently available in the FDA dissolution data base

for this drug product as tabulated in Table 1. The Applicant has also submitted the comparative
dissolution profiles in section 2.7 of the submission as per the current dissolution method. The
Applicant has also studied the discriminative ability of the method in terms of ‘ i

(b)(4)

Reviewer’s Assessment of the response: The Applicant proposed new dissolution method for the
proposed drug product is acceptable. However, the proposed dissolution acceptance criterion of Q

) ‘ for all strengths of both Sacubitril and Valsartan is| .. | and

therefore, the Applicant will be recommended to implement a| .. dissolution acceptance
criterion (Please see IR # 2).

9 \\cdsesub1\evsprod\anda213748\0005\m1\us\1-2-cover-letters\response-to-drl-0005.pdf
i
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OPQ/ONDP/Division of Biopharmaceutics

APPENDIX 11
Dissolution Profile Data

Figure 1: | .
(b)(4) |

Dissolution Profile of Bio-batch # DT1812070

120
100
80
60 —@— Sacubitril —@=—Valsartan
40
20

0 10 20 30 40 50
Axis Title

Figure 2: In vitro dissolution profile of drug product strength 97 mg / 103 mg biobatch #
DT1812070 using the current method in the FDA dissolution database (USP Apparatus 1/ 75

rpm)“

Dissolution Profile of Bio-batch # DT1812070
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100 — —9

80
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o
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o
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10\\cdsesub1\evsprod\anda213748\0000\m2\27-clin-sum\pivotal-biosummary-tables-pdf.pdf
1 \\cdsesub1\evsprod\anda213748\0005\m2\27-clin-sum\pivotal-cdp-report.pdf
8
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OPQ/ONDP/Division of Biopharmaceutics

Using the newly proposed dissolution method, the biobatch and all the exhibit batches showsl = ___|
% drug release by 20 minutes. The submitted dissolution data supports a .. |dissolution
acceptance criterion (refer IR #2) and will be communicated to the Applicant.
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60089v04 Effective 29SEP2017

DIVISION OF BIOEQUIVALENCE ASSESSMENT

213748

Sacubitril; Valsartan Tablets*

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

MSN Laboratories Private Limited

MSN House, Plot No. C-24, Industrial Estate, Sanath Nagar,
Hyderabad 500018, Telangana, India

Dr. Kondal Reddy Bairy
MSN Pharmaceuticals Inc.
20 Duke Road, Piscataway, NJ 08854-3714

848-200-1906

732-902-2113, 501-421-8200

07/08/2019 (SD1, Original ANDA Submission)

12/26/2019 (SDS5, Response to Bioequivalence Discipline Review
Letter [DRLY])

02/27/2020 (SD6, Response to Quality DRL)

N/A#

Archana Manerikar, Pharm.D., M.S.

Amanda Jones, Ph.D.

N/A

BA18647467 | BAI18647468 | BA18647469 | BA18647470

Pilot Fasting Pilot Fed Fasting Fed
97 mg (Sacubitril); 103 mg (Valsartan)
Cliantha Research Limited

Sigma-1 Corporate, B/H Rajpath Club, Opposite Mann Party Plot,
Off. S.G. Highway, Bodakdev, Ahmedabad-380 054,
Gujarat, India

(b)(4)
Backlog, Year 1 and Year 2 = Post October 1, 2014 ANDAs
ANDAs O To Be Determined by OSIS
[ Pending [ Pending For Cause Inspection
O Complete B Complete
Page 1 of 12
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[J N/A (Waiver/Deem [J N/A (Waiver/Deem
Bioequivalent) ' Bioequivalent) !

X Granted [ Tentatively granted [J Not granted [ N/A
[ Pending X Adequate [ Inadequate [1N/A
X Adequate [ Inadequate

[ Possibly [0 No X N/A

0 Major
O Minor/IR
B N/A (Review is Adequate)

N/A

N/A

X Adequate [ Inadequate

X Recommended/Latest Revision Date: ___Apr 2016
RLD Number: _ NDA 207620

[ N/A (no PSG available at time of review)

OYES R NO

Fasting ?;gmg:’lm X Adequate [J Inadequate

1,5 Fed ?nggfl% i Adequate [J Inadequate
iver/D 24 mg/26

1,5,6 g:;wi:iv alerr:: mg, and 49 | X Adequate [J Inadequate
q mg/51 mg

* Please note that throughout this assessment, this drug product may be interchangeably referred to as
Sacubitril/Valsartan (SAC/VAL) Tablets, 24 mg/26 mg or 50 mg, 49 mg/51 mg or 100 mg, and 97 mg/103
mg or 200 mg.

# The current assignment was made under the 2/9/2022 submission.

1 EXECUTIVE SUMMARY

This is an addendum to the Division of Bioequivalence I (DBI)’s assessment of ANDA
213748 completed on 4/15/2020%. The overall assessment outcome was considered
ADEQUATE.

! Requests submitted under 21 CFR 320.22(d)(2) or 320.24(b)(6).

2 GDRP, BE assessment of the discipline review letter response,
https://panorama.fda.gov/internal/document/preview?version]D=5e975ede0018a817ef6ddc55913a4f30& 1D
=5e8cf612000f5cf26f6a8a5554fa3d46.

Page 2 of 12
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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 which includes details on how to prepare the suspension from
49 mg/51 mg strength of the tablet using Ora-Plus® and Ora-Sweet® SF. The RLD
labeling also states, “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 4 for details).
Furthermore, at this time, no additional data will be requested from the applicant to
demonstrate bioequivalence (BE) of suspension of the test and reference products (please
refer to section 3 for details). The above is consistent with the discussion within Division
of Bioequivalence I (DBI) regarding this 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.

Based on the evaluation (please see Section 2 for details), the suspension formulation of
the test product is acceptable.

The test formulation remains adequate from BE perspective. The decision to grant the
waiver request for in vivo BE study requirements for the biowaiver strengths, i.e., 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 Biopharmaceutics quality assessment which was indicated as pending in
the previous BE assessments, is adequate per GDRP as of 4/19/2021°.

The application remains adequate.

NOTE TO REGULATORY PROJECT MANAGER: The bioequivalence assessment
outcome does not change. No letter will be communicated to the applicant as result of this
addendum.

There are three Policy Alerts related to this drug product: Citizen Petition (CP) # FDA-
2019-P-1893 and FDA-2021-P-1286, for ENTRESTO® (sacubitril/valsartan) Tablets and
CP FDA-2019-P-2869 for multiple valsartan products or drug products containing
valsartan.

No Approval Actions (AP/TA) can be taken prior to contacting Policy Lead. All disciplines
can continue communications (CRL, IR/DRL).

3 GDRP, Biopharmaceutics review,
https://panorama.fda.gov/internal/document/preview?version|D=607dc0ed011a7b2b7717ae97a%e9a74 &1
D=6048d0c60062c40221b02adal22¢156d.

Page 3 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.




(b)(4)

Comments on Formulation: Acceptable

The formulation of the test product, as tablet, was previously evaluated and found
acceptable®. 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 I1IG
perspective, the assessor only evaluated the ingredients in the suspension agents which
are common to 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.

The assessor notes that the only ingredient common to the test formulation and Ora-
Plus® and Ora-Sweet® SF is - |

(b)(4)

| This is consistent with the approach used in BE assessment of

another ANDA of the same drug product.

The RLD labeling includes Recommended Dose Titration table (please see table
below). From this information, the assessor calculated the maximum daily dose (MDD,

¢ [IG-MDD Master Spreadsheet located within the folder:
//fda.gov/wodc/CDER/OGD/AL/OGDS 11/DIVISION/BIO\BIO2\IIG-MDD Spreadsheet] o |

(b)i4)

(b)(4)

8 GDRP, BE assessment of the original submission,
https://panorama.fda.gov/internal/document/preview?versionlD=5e093a36010701ec64cba50816d97964 &1
D=5de99fbb002c8bc85574b04e53bbed21.

Page 8 of 12
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| " | Please note that the dose of sacubitril and valsartan is also
prcsente‘d as combination of the two drug components per the RLD labeling. For ‘
example -

(b)(4)

(0)(4)

Per 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)

™™ 'This is consistent
with the approach used in BE assessment of another ANDA of the same drug product.

(b)(4)

The suspension formulation when prepared using Ora-Plus® and Ora-Sweet® SF does
not pose safety concern from the IIG perspective hence is adequate.

(b)(4)

(b)(4)

Page 9 of 12
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Since the same amount of suspension agents are to be used for preparation of
suspension for test and reference products, there is no safety concern for the test product
with regard to methylparaben and propylparaben.

(b)(4)

e The formulation of suspension prepared from the test product is acceptable.

3 ADDITIONAL CONSIDERATION RELATED TO SUSPENSION OF TEST
PRODUCT

The Draft Guidance for Industry, Bioequivalence Studies with Pharmacokinetic
Endpoints for Drugs Submitted Under an ANDA (Aug. 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.”

The process of suspension preparation (i.e., crushing the tablets and suspending in Ora Plus
and Ora Sweet) may be similar to mixing the drug product with a beverage. Nonetheless,
in line with the discussion on 8/10/2021 within DBI for this 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.\

(b)(4)

'BE has also been demonstrated for the tablets of the test and

reference products; therefore, the risk is considered low.

NOTE TO REGULATORY PROJECT MANAGER: The bioequivalence assessment
outcome does not change. No letter will be communicated to the applicant as result of this
addendum.

There are three Policy Alerts related to this drug product: Citizen Petition (CP) # FDA-
2019-P-1893 and FDA-2021-P-1286, for ENTRESTO® (sacubitril/valsartan) Tablets and
CP FDA-2019-P-2869 for multiple valsartan products or drug products containing
valsartan.

Page 10 of 12
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No Approval Actions (AP/TA) can be taken prior to contacting Policy Lead. All disciplines
can continue communications (CRL, IR/DRL).

Page 11 of 12
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4 PRODUCTIVITY

Completed Assignment for 213748 ID: 47898

Reviewer: Manerikar, Archana Dage
Completed:
vene: I
Division:  Division of Bioequivalence
Addendum assessment for Sacubitril and Valsartan
Description: Tablets, 24 mg/26 mg, 49 mg /51 mg and 97 mg/103 mg
(A213748)
Items:
ID I;;t:;r Prg:;;;ﬁ:;ty Sub Category Score Sub; ola
47898 4/8/2022 BIO Addendum [1] 1 1 Edit Delete
47898 4/8/2022 Parallel Addendum (not for 1 1
Clarification or Error Edit Delete
Correction) [1]
Total: 2
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DIVISION OF BIOEQUIVALENCE ASSESSMENT

213748

Sacubitril; Valsartan Tablets*

24 mg; 26 mg, 49 mg; 51 mg, and 97 mg; 103 mg*
MSN Laboratories Private Limited

MSN House, Plot No. C-24, Industrial Estate, Sanath Nagar,
Hyderabad 500018, Telangana, India

Dr. Kondal Reddy Bairy
MSN Pharmaceuticals Inc.
20 Duke Road, Piscataway NJ 08854-3714

848-200-1906
kondal @msnlabs.com

732-902-2113, 501-421-8200
07/08/2019 (SD1, Original ANDA Submission)

N/A

Archana Manerikar, Pharm.D., M.S,
Amanda Jones, Ph.D.
N/A

BA18647467 | BAI18647468 | BA18647469 | BA18647470

Pilot Fasting Pilot Fed Fasting Fed
97 mg (Sacubitril); 103 mg (Valsartan)
Cliantha Research Limited

Sigma-1 Corporate, B/H Rajpath Club, Opposite Mann Party Plot,
Off. S.G. Highway, Bodakdev, Ahmedabad-380 054,
Gujarat, India

(b)(4)
Post October 1, 2014 ANDAs
X To Be Determined by OSIS
Backlo Y:;rD Land Year 2 (Clinical Site)
O Pendi : O Pending For Cause Inspection
O Com Illegte X Complete (Bioanalytical Site)
’ [0 N/A (Waiver/Deem
Bioequivalent) !
Page 1 of 104
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O N/A (Waiver/Deem
Bioequivalent) !

[0 Granted [ Tentatively granted X Not granted [ N/A

X Pending [J Adequate [ Inadequate [1N/A

X Adequate [ Inadequate

[ Possibly [0 No X N/A

0 Major
X Minor/IR
O N/A (Review is Adequate)

N/A

N/A

0 Adequate X Inadequate

X Recommended/Latest Revision Date: ___Apr 2016
RLD Number: _ NDA 207620

[ N/A (no PSG available at time of review)

O YES X NO

1 Fasting r9:gmgl103 O Adequate X Inadequate
1 Fed afgmgl 103 0 Adequate X Inadequate
o 24 mg/26
1 “falver. = mg, and 49 | [0 Adequate X Inadequate
Bioequivalent
mg/51 mg

* Please note that throughout this assessment, this drug product may be interchangeably referred to as
Sacubitril/Valsartan Tablets, 24 mg/26 mg or 50 mg, 49 mg/51 mg or 100 mg, and 97 mg/103 mg or 200
mg.

! Requests submitted under 21 CFR 320.22(d)(2) or 320.24(b)(6).

Page 2 of 104
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1 EXECUTIVE SUMMARY
This is a potential first generic drug application.

This application contains the results of fasting and fed bioequivalence (BE) studies
comparing the test product, MSN Laboratories Private Limited’s Sacubitril and Valsartan
Tablets, 97 mg/103 mg, to the corresponding reference product, Novartis Pharmaceuticals
Corp.’s ENTRESTO™ (sacubitril and valsartan) Tablets, 97 mg/103 mg (NDA 207620,
approved on July 7, 2015). Each of the BE studies was designed as a single-dose, two-
treatment, three-sequence, three-period crossover, reference-scaled study in healthy male
subjects. The applicant’s fasting and fed BE studies are inadequate due to a deficiency
related to SAS concentration dataset submission.

Due to incomplete raw concentration (SAS) datasets for both analytes and both pivotal
studies as submitted by the applicant, the assessor’s statistical determination of BE (i.e.
SAS evaluation) for the pivotal studies is not conducted at this time and will be completed
upon applicant’s satisfactory response to the deficiency letter issued per the current
assessment. Please see assessor’s comments under the pharmacokinetic (PK) results
sections for each pivotal study for further details.

The applicant calculated results for both analytes, Sacubitril (SAC) and Valsartan (VAL)
are provided in the tables below.

Fasting Study (BA18647469):
SAC:

Parameter Test N RLD N Ratio 90%CI

AUCt (ug*hr/mL) 2.526 45 2.243 90 112.60% NA

AUCi (ug*hr/mL) 2.558 45 2.414 88 105.99% (102.77%:109.32%)

Cmax (ug /mL) 1.897 45 1.818 90 104.33% NA
Notes:-

NA = Not Applicable; within subject standard deviation of reference product (Swg) of Cmax and AUCt were
greater than 0.294. Hence, Scaled Average Bioequivalence approach was used to assess bioequivalence for
Cmax and AUCt.

A For Reference Product, Subject- | (Period-T) and Subject- | (Period-TIT) did not exhibit a terminal log-
linear phase in the concentration versus time profile, so AUCi, AUC_%Extrap_obs, Kel & tHalf parameters
were not estimated. Hence, N=88 instead of 90 for AUCi, AUC_%Extrap_obs, Kel & tHalf parameters.

Scaled Average ; ;
M =
LAUCt 1.12 NA NA 0.3200 | 0.566 | -0.1649 Bioegaivaltnce Bioequivalent
LAUCi | 105.99%* | 102.77% | 109.32% | 0.0049 | 0.070 | NA  verage Bioequivalent
Bioequivalence

Page 3 of 104
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Scaled Average

LCmax 1.04 NA NA 0.2998 | 0.548 | -0.1683 Bioequivalence

Bioequivalent

Notes:-

* T/R ratio presented in percentage (%) of Unscaled average bioequivalence method.
~point estimate of Scaled average bioequivalence method as per protocol.

NA = Not Applicable

VAL:

Parameter Test N RLD N Ratio 90%CI

AUCt (ug*hr/mL) 26.164 45 27.612 90 94.76% NA

AUCi (ug*hr/mL) 26.575 45 28.031 90 94.81% NA

Cmax (ug /mL) 4,130 45 4.505 90 91.67% NA
Note:-

NA = Not Applicable; The within subject standard deviation of reference product (Swgr) of Cmax, AUCt and
AUCi were greater than 0.294. Hence, Scaled Average Bioequivalence approach was used to assess
bioequivalence for Cmax, AUCt and AUCi.

Scaled Average . .
LAUCt 0.95 NA NA 0.2217 | 0471 | -0.1190 Bioequivalence Bioequivalent

Scaled Average . .
LAUCI 0.95 NA NA 0.2060 | 0.454 | -0.1101 Bioequivalence Bioequivalent

Scaled Average . .
LCmax 0.92 NA NA 0.2088 | 0.457 | -0.1004 Bioequivalence Bioequivalent

Note:- NA = Not Applicable

Fed Study (BA18647470):
SAC:

Parameter Test N RLD N Ratio 90%CI

AUCt (ug*hr/mL) | 1.989 45 1.948 90 102.06% (99.76%:104.42%)

AUGI (ug*hr/mL) | 2.011 45 1.973 38~ 101.94% (99.67%;104.26%)

Cmax (ug /mL) 1.163 45 1.129 90 103.03% (95.20%:111.50%)
Notes: -

The within subject standard deviation of reference product (Swg) of Cmax, AUCt and AUCi were less than
0.294. Hence, Average Bioequivalence approach was used to assess bioequivalence for Cmax, AUCt and
AUCi parameters.

A For Reference Product, Subjec{- | (Period-T) and SubjecE(Peﬁod-]]) did not exhibit a terminal log-
linear phase in the concentration versus time profile, so AUCi, AUC_%Extrap_obs, Kel & tHalf parameters
were not estimated. Hence, N=88 instead of 90 for AUCi, AUC_%Extrap_obs, Kel & tHalf parameters.

Page 4 of 104
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Average 5 5
LAUCt | 10206% | 9976% | 10442% [ 00038 | 0062 | NA | g oilh” | Bioequivalent
LAUCI [ 101.94% | 99.67% | 10426% | 00039 [ 0063 [ NA | .. Avyerage Bioequivalent
ioequivalence
LCmax | 103.03% | 9520% | 11150% | 00765 | 0277 [ NA | p. FETge Bioequivalent
ioequivalence

Note:- NA = Not Applicable

VAL:

Parameter Test N RLD N Ratio 90%CI

AUCt (ug*hr/mL) 16.597 45 16.532 90 100.39% (94.84%:106.27%)

AUCi (ug*hr/mL) 16.964 45 16.888 90 100,46% (95.01%;106.22%)

Cmax (ug /mL) 2.591 45 2.707 90 95.72% (90.11%;101.67%)
Note: -

The within subject standard deviation of reference product (Swr) of Cmax, AUCt and AUCi were less than
0.294. Hence, Average Bioequivalence approach was used to assess bioequivalence for Cmax, AUCt and
AUCi parameters.

LAUCt | 10039% | 94.84% | 106.27% | 00197 | 0.140 [ NA  vetage Bioequivalent
Bioequivalence

LAUCi | 10046% | 9501% | 106.22% | 00190 | 0.138 [ NA  Average Bioequivalent
Bioequivalence
Average i 2

LCmax 95.72% | 90.11% 101.67% | 0.0244 | 0.156 NA Bioequivalence Bioequivalent

Note:- NA = Not Applicable

Per the applicant’s statistical analysis, in the pivotal fasting and fed studies, the test product
was considered as bioequivalent to the reference product when the In-transformed
parameters Cmax, AUCo-+ (AUCT), and AUCo-int (AUCI) for SAC and VAL satisfy the
following criteria for reference scaled average BE (RSABE) or average / unscaled BE
(ABE) when within-subject standard deviation of reference formulation (Swr) >=0.294 or
< 0.294 respectively:
RSABE approach:

e The 95% upper confidence bound for (ur- pr)*- 6*S*wris < 0;

e The point estimate (test/reference [T/R] geometric mean ratio) falls within [0.80,

1.25].

ABE Approach:

Page § of 104
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e  90% confidence interval (CI) for the geometric least squares mean ratio (T/R) for
PK parameters, Cmax, AUCT, and AUCI falls within the acceptance range of 0.80
to 1.25.

Per the applicant’s statistical analysis for SAC in the fasting study, since SWR was >=
0.294 for Cmax and AUCT but not for AUCI, BE based on Cmax and AUCT was
concluded using RSABE approach whereas that based on AUCI was concluded using ABE
approach. For VAL, since SWR was >=0.294 across the board, BE based on Cmax, AUCT,
and AUCI was concluded using RSABE approach. Per the applicant’s statistical analysis,
for the fed study, for both SAC and VAL, since Swr was < 0.294 for Cmax, AUCT, and
AUCI, BE for both analytes was concluded using ABE approach.

Test Formulation

The test product formulation is adequate with excipients within the limits of previously
approved drug products indicated for use at maximum daily dose in all patient populations
indicated per the RLD labeling. The biowaiver strengths of the test product ((i.e. SAC/VAL
24 mg/26 mg, and SAC/VAL 49 mg/51 mg) are proportionally similar to the bio-study
strength (i.e. SAC/VAL 97 mg/103 mg).

In Vitro Dissolution Analysis
The applicant conducted dissolution testing using their own dissolution test method| -

bl ‘

|that is not the same as the FDA-recommended method [USP Type I

Basket, pH 6.8 Phosphate buffer | .. | 75 RPM, 900 mL volume, 37.0°C
temperature]>. The dissolution data are currently inadequate with respect to supporting
waiver request under 21 CFR 320.22 (d)(2) for the biowaiver test strengths. The Division
of Bioequivalence I (DBI) denies the waiver request for in vivo BE study requirements for
the biowaiver strengths of the test product (i.e. SAC/VAL 24 mg/26 mg, and SAC/VAL
49 mg/51 mg) based on criteria set forth in 21 CFR 320.22 (d)(2) due to inadequate pivotal
BE studies and pending biopharmaceutics evaluation of the applicant’s in-house
dissolution method.

Pilot Studies

Two failed pilot studies were reported in this application: fasting study # BA 18647467 and
fed study # BA18647468. These studies used the same test product formulation as that used
in the pivotal fasting and fed studies and there were no deaths or serious adverse events
reported during study conduct (Please see section 4.4.1 for details).

The Office of Study Integrity and Surveillance (OSIS) Status

Per GDRP, the OSIS inspection status of the clinical site (Cliantha Research Limited,
Sigma-1 Corporate, B/H Rajpath Club, Opposite Mann Party Plot, Off. S.G. Highway,
Bodakdev, Ahmedabad-380 054, Gujarat, India) is currently pending’.

2 FDA Dissolution Database: search by “Sacubitril”.
https://www.accessdata.fda.gov/scripts/cder/dissolution/dsp SearchResults.cfm Date Updated 12/4/2019.
3 GDRP-Clinical Site, https:/panorama.fda.gov/task/view?ID=5d23bd760014a74dc44555b7faf19a62, last
accessed: 12/05/2019.

Page 6 of 104

Page 31 of 130



60089v04 Effective 29SEP2017

The OSIS inspection status of the bioanalytical site‘ it \

t |

for the current ANDA is complete*. OSIS inspected the bioanalytical site in
which falls within the surveillance interval with an outcome of No Action Indicated (NAI),
and as a result of which an inspection is not warranted at this time.

In addition, the 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 current ANDA is complete for the analytical site. However, the OSIS
inspection status of the current ANDA is pending for the clinical site. Upon completion of
the BE Site Inspection task by OSIS, the BE assessment team will evaluate the inspection
outcome (per Establishment Inspection Report (EIR) or Decline to Inspect Memo).

The application is inadequate due to deficiency related to SAS concentration dataset
submission for both analytes and both pivotal studies.

NOTE TO DBI PROJECT MANAGER and REGULATORY PROJECT
MANAGER (RPM): As per OGD Policy, a Citizen Petition (CP) is pending for this
drug product which states the following:

CP # FDA-2019-P-1893, for ENTRESTO® (sacubitril/valsartan) tablet requests FDA to:
(1) Require ANDA s 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
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.

Actions: No Approval Actions (AP/TA) can be taken prior to contacting Policy Lead.

Citizen petition (FDA-2019-P-2869) for Multiple drug products containing valsartan,
which 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

Actions: No Approval Actions (AP/TA) can be taken prior to contacting Policy Lead.

4 GDRP-Bioanalytical Site,
https://panorama.fda.gov/task/view?ID=5d275e6c003e6196da09b23409¢98bce, last accessed: 12/05/2019.
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3 SUBMISSION SUMMARY

3.1 Drug Product Information®

Test Drug Product and Sacubitril and Valsartan Tablets, 97 mg/103 mg; 49 mg/51 mg; 24
Strength(s) mg/26 mg

Reference Standard (RS) and ENTRESTO® (sacubitril/valsartan) Tablets, 97 mg/103 mg
Strength(s)

RS Holder; NDA/ANDA Novartis Pharmaceuticals Corp.

Number; Approval Date NDA 207620; Jul 7, 2015

Reference Listed Drug (RLD) ENTRESTO® (sacubitril/valsartan) Tablets
and Strength(s) 24 mg/26 mg; 49 mg/51mg; 97 mg/103 mg
RLD Holder; NDA/ANDA Same as RS

Number; Approval Date

3.2 PK/PD Information®

Most recent RLD | https://www.accessdata.fda.gov/drugsatfda_docs/1abel/2019/207620s0131bl.pdf
labeling Revised October 2019

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 e 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.

Bioavailability 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.

Food Effect ENTRESTO administration with food has no clinically significant effect on the
systemic exposures of sacubitril, LBQ657, or valsartan. Although there is a

3 Electronic Orange Book

https://www.accessdata.fda.gov/scripts/cder/ob/results product.cfm?Appl Type=N&Appl No=207620#30
823, last Accessed: 11/25/2019.

® Drugs@FDA, Search Term: 012750, Action Date: 10/1/2019, Suppl-13;
https://www.accessdata.fda.gov/drugsatfda docs/label/2019/207620s0131bl.pdf, last Accessed: 11/25/2019.
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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.

Sacubitril is further metabolized to LBQ657. The peak plasma concentrations of
sacubitril, LBQ657, and valsartan are reached in 0.5 hours, 2 hours, and 1.5 hours,
respectively.

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.

Sacubitril, LBQ657, and valsartan are eliminated from plasma with a mean
elimination half-life (T1/2) of approximately 1.4 hours, 11.5 hours, and 9.9 hours,
respectively.

Adult: Sacubitril / Valsartan — 97/103 mg, twice daily (2 x 97/103 mg = 194 mg /
206 mg).

Pediatric:
e 50 kg or more: 97/103 mg, twice daily- i.e. MDD = 400 mg combined dose
daily.
e 40 to 49 kg: 72 mg/78 mg, twice daily (3 x 24/26 mg x 2 times daily = 144 mg
/ 156 mg) —i.e. MDD = 300 mg combined dose daily
e Less than 40 kg: 3.1 mg/kg, twice daily (combined amount of Sacubitril /
Valsartan, twice daily) [3.1 x 40 = 124 x 2 times daily = 248 mg combined
Sacubitril / Valsartan daily which is equivalent to 2.5 x 49/51 tablet as used to
prepare oral suspension recommended in pediatric patients less than 40 kg =
250 mg combined Sacubitril / Valsartan daily.] —i.e. MDD = 250 mg combined
dose daily.
Therefore, pediatric MDD for excipient justification = 400 mg combined dose
daily.

Safety and effectiveness have not been established in pediatric patients less than 1
year of age.

(b)(4)
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3.3 OGD Recommendations for Drug Product

Source of most recent https://www.accessdata.fda.gov/drugsatfda docs/psg/Sacubitril: %20
recommendations Valsartan oral%?20tablet R1L.D%20207620 RC04-16.pdf
Recommended Apr 20167
Summary of OGD or DB Approved ANDAs®; None
History
Pending ANDAs®: Multiple, besides the current ANDA.
ANDA by RLD

Search_11252019.pd

Controls'?: Yes, multiple (One from current
applicant — CC# 00981'" (dated
11/26/2018) - The applicant sought the
Agency’s recommendation on
acceptability of a generic formulation
containing a physical mixture of
Sacubitril and Valsartan in a ratio of 1: 1
as individual drug substances for all
three equivalent strengths and also
whether the proposed drug may be filed
as ANDA [505 (j)] or NDA [505(b)(2)].

12,13,

Protocols None

Pending Citizen X Yes'* [ No
Petitions and other legal | See comments below.
and regulatory issues:
If yes, please comment.

Two Citizen Petitions were documented:

1. Citizen petition (FDA-2019-P-1893) for ENTRESTO® (sacubitril/valsartan)
Tablet requests FDA to: (1) Require ANDAs 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 ingredient in the finished dosage

7 Product Specific Guidance (PSG),

https://www.accessdata.fda.gov/drugsatfda docs/psg/Sacubitril;%20Valsartan oral%20tablet RL.D%2020
7620 RC04-16.pdf.

8 Electronic Orange Book, Search Term: Sacubitril,
https://www.accessdata.fda.gov/scripts/cder/ob/search product.cfm; last Accessed: 11/25/2019.

? GDRP; Search Term: NDA 207620, last accessed 11/25/2019.

10 GDRP and Mercado; Search Terms: Entresto, Sacubitril, Valsartan; last accessed 10/25/2019.

' GDRP, http://panorama.fda.gov/project/view?ID=5c067ff0002d4b40eec1133567522260¢.

12 GDRP; Search Term: Entresto; last accessed 10/25/2019.

13 Protocols Tracking, Search Terms: Sacubitril, Valsartan; http://ogd.fda.gov/seltrack/Protocol Grid. ASP;
last accessed 10/25/2019.

14 OGD Policy Alert List -As of 12022019, http://sharepoint.fda.gov/orgs/CDER-
OGD/OGDP/OGD%20Policy%20Alert/SitePages/Home.aspx; last accessed 11/25/2019.
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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.

The recommended approval action: No Approval Actions (AP/TA) can be taken
prior to contacting Policy Lead.

2. Citizen petition (FDA-2019-P-2869) for Multiple drug products containing
valsartan, which requests FDA to: 1) review and significantly lower the acceptable
intake/permitted daily exposure limit of drug master file (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.

The recommended approval action: No Approval Actions (AP/TA) can be taken
prior to contacting Policy Lead.
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2 Addendum 2 to Method Validation Report (MVR)

SOP for bioanalytical method validation submitted? X Yes ONo

Is the same anticoagulant used in the pre-method validation
study and BE sample analysis?
If not, was cross validation study conducted?

X Yes [ No
K2 EDTA in human plasma

Does the duration of the each of the LTSS stability parameters
support the sample preparation/assay duration and clinical
study sample storage temperature?

Yes O No

LTSS:

SAC and VAL: 274 days at -20°C
+ 10°C [in presence of metabolite
Sacubitril (LBQ657) and 4-
Hydroxy Valsartan

Fasting: SAC and VAL: 28 days
at-20°C £ 7°C

Fed: SAC and VAL: 27 days at -

20°C £ 10°C
Was the % recovery consistent across QC concentrations? Yes [ONo
Was the pre-study validation of the bioanalytical method used K Yes [INo

for the pivotal bioequivalence studies acceptable?

Comments on the Pre-Study Method Validation: Adequate

L

Per MVR, the applicant stated that cross specificity experiment was performed to
evaluate the interference between Sacubitril (SAC), Valsartan (VAL) and internal
standards (ISTDs) and interference from Metabolite Sacubitrilat (LBQ657) and 4-
Hydroxy Valsartan| - ) and that no significant interference was
observed between SAC, VAL and the ISTDs. No significant interference of
Metabolite Sacubitrilat (LBQ657) and 4-Hydroxy Valsartan was observed at the
retention time of SAC, VAL and the ISTDs.

During the validation, interference check due to common medications such as
Acetaminophen, Aspirin, Ibuprofen, Nicotine, Cetirizine, Caffeine, Ranitidine,
Ondansetron and Diclofenac was evaluated under Sacubitril (SAC) and Valsartan
(VAL) assay conditions. No significant interference was observed at the retention
time of SAC, VAL and the internal standards (IS).

The assessor notes that the results (tabular result data) were not provided for the
interference check and cross specificity experiments.
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ANDA 213748

Single-Dose Fasting Bioequivalence Study Review

4 APPENDIX

4.1 Individual Study Reviews

4.1.1 Single-Dose Fasting Bioequivalence Study

4.1.1.1 Study Design

4.1.1.1.1 Study Information

BA18647469

Single dose oral bioequivalence study of Sacubitril and Valsartan
Tablets 97 mg/103 mg and ‘ENTRESTO™" (Sacubitril and
Valsartan) Tablets 97 mg/103 mg in healthy adult human
subjects under fasting conditions.

Cliantha Research Limited

Sigma-1 Corporate, B/H Rajpath Club, Opposite Mann Party
Plot, Off. S.G. Highway, Bodakdev, Ahmedabad-380 054,
Gujarat, India

Dr. Mayur Soni, MBBS
msoni@cliantha.in & pi@cliantha.in

Period-I (P1): 5/2/2019
Period-IT (P2): 5/10/2019
Period-III (P3): 5/18/2019

(b)(4)

| 05/21/2019 to 05/30/2019

(b)(4)

| (For Sacubitril and Valsartan)

(a) 28 days

(b) -20°C + 10°C temperature (Clinical site)
-20°C + 7°C temperature (Analytical site)

(For Sacubitril and Valsartan)
273 days at -20°C + 10°C temperature

[For Sacubitril and Valsartan fortified with Metabolite
Sacubitril at (LBQ657) and 4-Hydroxy Valsartan
(6.000/12.00 pg/mL)]

274 days at -20°C + 10°C temperature

LTSS study reports and data are presented in Module 5/Section
5.3.1.4/ Attachment 6-3/ Addendum-II to the Method Validation

Report/ Section 2.1/ Page 8
(For Sacubitril and Valsartan)
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ANDA 213748

Single-Dose Fasting Bioequivalence Study Review

LTSS study reports and data are presented in Module 5/Section
5.3.1.4/ Attachment 6-3/ Addendum-II to the Method Validation
Report/ Section 2.2/ Page 8
[For Sacubitril and Valsartan fortified with Metabolite
Sacubitril at (LBQ657) and 4-Hydroxy Valsartan (6.000/12.00
pg/mL)]|

4.1.1.1.2 Product (Bio-batch) Information
Product Test RLD
Treatment ID T R
Sacubitril and Valsartan ENTRESTO™ (Sacubitril
Product Name Tablets 97 /103 mg /Valsartan) Tablets 97 mg/103
mg
MSN Laboratories Private
Limited, Formulations
Division, Unit-IT Survey Nos.
1277 , 1319 to 1324,
Manufacturer Nandigama (Village &
Mandal), Ranga Reddy (b)(4)
District
Pin Code-509228, Telangana,
India
Batch/Let No. Batch No.: DT1812070B% Lot No.: FX000287
Manufacture Date Dec 2018
Expiration Date Jan 2021
Strength 97 mg/103 mg 97 mg/103 mg
Dosage Form Tablet Tablet
Bio-Batch Size
Production Batch Size (b)(4)
Potency Sacubitril: 103.2% Sacubitril: 99.1%
Valsartan: 102.0% Valsartan: 99.2%
Content Uniformity (mean, % CV) Sacubitril: Valsartan:
Chlordiazepoxide hydrochloride | Mean:103.20 | Mean:102.00
Clidinium bromide? % CV:1.08 % CV:1.08
Dose Administered 1 x 97 mg/103 mg 1 x 97 mg/103 mg
Route of Administration Oral Oral
(b)(4)

I3 GS Review: ANDA 213748, \\cdsesub1\evsprod\anda2 13748\0000\m3\32-body-data\32p-drug-prod\sac-

visrtn-tab-msn-lab\32p8-stab\stability-

summ.pdf.
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AThe BE summary table in Module 2.7 states content uniformity as mean and %CV. However, this
information is not in the certificate of analysis (CoA). Per the CoA, the acceptance values of sacubitril and
valsartan are 4.4 and 3.2, respectively.

O Yes X No

B Yes [No

™ Yes [dNo

B Yes, for SAC and VAL [ No

4.1.1.1.3 Study Design, Single-Dose Fasting Bioequivalence Study

Enrolled: 48 + 4 extra subjects| - |

Dosed: 48 (Period 01, P1), 46 (Period 02, P2), 45 (Period 03, P3

Completed: 45 (Subject replaced with extra subje
replaced with extra subject- |- extra subjects ., were

not dosed;| - | were discontinued)

Samples Analyzed: 48 (45 completed and 03 discontinued

subjects)

Statistically Analyzed: 45

1 08 days
_ X Yes [ONo
Pre-dose (0.0 hour) and at 0.167, 0.333, 0.5, 0.75, 1.0, 1.25, 1.5,

1.75, 2.0, 2.333, 2.667, 3.0, 3.5, 4.0, 5.0, 6.0, 8.0, 10.0, 12.0, 16.0,
24.0, 36.0, and 48.0 hours post dose in each period.

| ® Yes Date: O No
Date: 09/25/2018 (version 01) IRB approval predates period 01
dosing (05/02/2019).

| ® Yes O No
| Date: 09/25/2018 (version 01, English and Gujarati)

At least 10 hours prior to dosing until at least 04 hours post-dose
| in each period.

At least 11 hours prior to dosing until at least 48 hours post
dose in each period.
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OYes ONo B N/A

™ Yes O No

Comments on Study Design: Adequate

1. As noted in the section 3.2 of this assessment, considering SAC and VAL Tmax of
0.5 hours and 1.5 hours, respectively, and half-lives of 1.4 hours and 9.9 hours,
respectively, the blood sampling time durations per study protocol for both fasting
and fed studies through 48 hours for VAL and through 12 hours for SAC are
sufficient to capture the absorption phase, Cmax, and the elimination phase for both
analytes. The 8-day (fasting study) and 6-day (fed study) washout between study
periods is sufficient to allow the elimination of both analytes prior to the next
period. Additionally, the assessor verified that there are no instances of first time
point Cmax for either analyte.

2. Per study protocol, subjects completing all periods (n=45) were included in BE
evaluation with unscaled average BE (ABE) or reference scaled average
bioequivalence (RSABE) method depending on the observed within subject
variability of reference product (Swr) for each primary pharmacokinetic (PK)
parameter. Per applicant, of the subjects to be included in the PK and statistical
analysis per protocol, the subjects who completed two periods with reference
treatment (n=45) and completed the study were included to estimate the Swr. For
SAC, since Swr was >= 0.294 for Cmax and AUCo« (AUCT) but not for AUCo-int
(AUCI), BE based on Cmax and AUCT was concluded using RSABE approach
whereas that based on AUCI was concluded using ABE approach. For VAL, since
Swr was >= 0.294 for all PK parameters, BE based on Cmax, AUCT, and AUCI
was concluded using RSABE approach. The study design and statistical analysis
approach are acceptable.

4.1.1.2 Clinical Results

4.1.1.2.1 Demographic Profile of Subjects

Mean + SD 35(x6) 35(x6)
Age (years)
Range 22-44 22-44
Age Groups <18 00 (0%) 00 (0%)
Page 23 of 104
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Single-Dose Fasting Bioequivalence Study Review

18 —40 39 (86.67%) 39 (86.67%)
41 - 64 06 (13.33%) 06 (13.33%)
65-175 00 (0%) 00 (0%)
>75 00 (0%) 00 (0%)
Male 45 (100%) 45 (100%)
Sex
Female 00 (0%) 00 (0%)
Asian 45 (100%) 45 (100%)
Black 00 (0%) 00 (0%)
Race Caucasian 00 (0%) 00 (0%)
Hispanic 00 (0%) 00 (0%)
Other 00 (0%) 00 (0%)
BMI Mean + SD 23.5(£3.1) 23531
3
(Kg/m’) Range 18.6 - 29.6 18.6 - 29.6
Is the demographics profile of subjects completing the bioequivalence
study in agreement with the current drug product recommendation? f | & Yes [ No
no, please comment.
4.1.1.2.2 Dropout Information
Study No. BA18647469
Subject No | Reason for dropout/replacement | Period | Replaced? | Replaced with
Reason: Withdrawal by subject.
Date .. NA Yes
Time:0648 hours
(b (6)
Reason: Withdrawal by subject.
O)E) Date| . NA Yes
Time:0651 hours
Reason: Protocol Violation
(Subject found alcohol breath test
positive during period-III check in) | Period II No NA
Datei o
| Time:1232 hours
Page 24 of 104
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Last Treatment Received:
Reference

Reason: Did not report for
subsequent periods of the study.

Date . | Period I No NA

Time: 1945 hours
Last Treatment Received:
Reference

Reason: Did not report for

subsequent periods of the study.
Datel = -
Time: 1949 hours

Last Treatment Received:
Reference

(b)(6)

Period I No NA

NA: Not applicable

B Yes, the reviewer verified this
information from the Case Report Forms
(CRFs) [ No

4.1.1.23 Study Adverse Events

Investigations
Alanine Aminotransferase
Increased

Aspartate Aminotransferase
Increased

White blood cell count
 ——— - 01 (2.08%)

Total 00 (0.00%) 04 (8.33%)
(1) MedDRA Version 22.0

(2) N=Number of subjects dosed for each treatment

(3) n= Number of subjects reporting at least one incidence of respective adverse event; (% )=percentage of
subjects reporting at least one incidence of respective adverse event

a 02 (4.17%)

- 01 (2.08%)

OYes ONo X NA

OYes [ONo X N/A

B Yes [dNo
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OYes K No

OYes ONo KENA

OYes @ No

4.1.1.24 Protocol Deviations

Blood draw time point deviations, Period [
Blood draw time point deviations, Period IT
Blood draw time point deviations, Period 11l (b)(6)

Note: Superscript above the subject number indicates the number of multiple occurrences of the indicated
deviation recorded by that subject.

B Actwal [ Nominal

X Yes [dNo

Comments on Clinical Results: Adequate

1. Post-dose sampling time deviations are not likely to affect study outcome since
actual sampling time points are provided in the dataset used for BE determination.

2. No concomitant medications were administered to the subjects during the study.

4.1.1.3 Bioanalytical Results

4.1.1.3.1 SOPs dealing with Sample Analysis including Repeat Analysis

Sample Reanalysis and reporting criteria

Bioanalytical Assay Method Validation
Bioanalytical Assay Method Validation

(b)(4) Performance Assessment of LC/MS/MS and ICP OES
Systems
Sample Analysis
Page 26 of 104
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(b)(4)

Review of Analytical Run / Experiment

Incurred Sample Reanalysis

4.1.1.3.2

X Yes [ No

Sample Analysis Calibration and Quality Control

Concentration

(ng/mL)

0.01000 | 0.02000 | 0.04000 | 0.1000 | 0.3000 | 0.6000 | 1.200 | 2.400

4.800

6.000

* Inter day
Precision
(%CV)

1.5 29 3.8 23 26 1.5 2.6 1.9

* Inter day
Accuracy
(%0 Actual)

97.9 102 103 104 102 101 99.9 | 98.5

97.3

94.9

Linearity (r?
value)

0.9960956 —0.9994451

Linearity Range
(ug/mL)

0.01000 - 6.000

Sensitivity
/LOQ (ug/mL)

0.01000

Concentration LQC MQC-2 MQC-1 HQC
(pg/mL) 0.03000 0.3600 2.100 4.500
* Inter day

Precision (%CV) 31 29 37 32
* Inter day Accuracy

(%Actual) 100 102 99.7 96.4

Note: * = Results are reported as inter run

Concentration
(ng/mL) 0.02000 | 0.04000 | 0.08000 | 0.2000 | 0.6000 | 1.200 | 2.400 | 4.800

9.600

12.00
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* Inter day
Precision 1.9 3.0 3.7 2.1 2.0 2.0 24 22 22 2.1
(%CV)
* Inter day
Accuracy 98.5 101 102 104 102 102 | 997 | 986 | 97.0 | 953
(%Actual)

Linearity (12
value) 0.9963320 — 0.9996418

Linearity
Range (ug/mL) 0.02000 - 12.00

Sensitivity/
LOQ (ng/mL) | 0:02000

Concentration LQC MQC-2 MQC-1 HQC
(ug/mL) 0.06000 0.7200 4.200 9.000
* Inter day

Precision (%CV) 3.6 2.8 3.6 3.2

* Inter day Accuracy

(%Actual) 98.5 100 97.9 953

Note: * = Results are reported as inter run

R Yes, for both analytes [ No
Highest Crax Observed:

SAC: 5.748 pg/mL

VAL: 9.568 pg/mL

[0 Yes X No, for both analytes

X Yes, for both analytes [ No
(52x20%=104~11)
The applicant provided

romatograms for 12 subjects|- |
- |for both analytes)

B serially, for both analytes [
randomly

O Yes & No, for both analytes
X Yes, for both analytes [ No

& Yes, for both analytes [ No
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ANDA 213748

Reanalysis of Study Samples

Single-Dose Fasting Bioequivalence Study Review

Pharmacokinetic 0 0 0.00 0.00 0 0 0.00 0.00
Auto injector vial leaked 0 1 0.00 0.04 0 1 0.00 0.04
High internal standard 0 1 0.00 0.04 0 1 0.00 0.04
Instrument malfunction 6 12 0.56 0.53 6 12 0.56 0.53
Total 6 14 0.56 0.61 6 14 0.56 0.61

Note: Total number of samples assayed = 3336

Total number of samples assayed for Test Product (T) = 1080

Total number of samples assayed for Reference Product (R) = 2256

Pharmacokinetic 0 0 0.00 0.00 0 0 0.00 0.00
Auto injector vial leaked 0 1 0.00 0.04 0 1 0.00 0.04
High internal standard 0 1 0.00 0.04 0 1 0.00 0.04
Instrument malfunction 6 12 0.56 0.53 6 12 0.56 0.53
Poor Chromatography 1 0 0.09 0.00 1 0 0.09 0.00
Total 7 14 0.65 0.61 7 14 0.65 0.61
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outcome?

Did recalculation of PK parameters change the study OYes ONo X N/A

Are the PK parameters of reanalysis still within the

acceptance limits for the 90% CI? H¥es [lNe HNA

Comments on Bioanalytical Results: Adequate

L.

Accepted and Rejected Runs:
The applicant reported a total of 38 accepted, 1 reinjected, and zero rejected
analytical runs for both analytes for the fasting study.

Reanalysis of Study Samples:

SAC: One (01) sample each was reassayed under codes Auto injector vial leaked
(AIVL) and High internal standard (ISTD), and eighteen (18) samples were
reassayed under code Instrument malfunction (IMF). Per assessor verification of
the numerical summary (raw) data for SAC, the identification, repeat and reporting
of these twenty (20) sample concentrations is appropriate per the repeat analysis
standard operating procedure (SOP),! s | Therefore, repeats for SAC
for the fasting study are acceptable.

VAL:

One (01) sample each was reassayed under codes AIVL, High ISTD and Poor
Chromatography (PC) as well as eighteen (18) samples were reassayed under code
IMF. Per assessor verification of the numerical summary (raw) data for VAL, the
identification, repeat and reporting of these twenty-one (21) sample concentrations
is appropriate per the repeat analysis SOP. Therefore, repeats for VAL for the
fasting study are acceptable.

Incurred Sample Reanalysis (ISR):

The assessor verified that the applicant performed ISR on 278 samples (for both
analytes) out of 3336 analyzed samples in accordance with FDA’s bioanalytical
method validation (BAMYV) guidance (May 2018). The concentrations from 100%
(for both analytes) of the ISR samples were found to be within + 20% deviation
from nominal concentration. The applicant’s ISR results met both the applicant’s
own criteria per ISR SOP) _u land FDA’s BAMV guidance (May 2018).

Re-injections/Batch resubmissions:

A total of one (01) batch run (run # ISR 02) was resubmitted in its entirety due to
stoppage of the original run owing to instrument malfunction error. The assessor
verified that this is in accordance with the applicant’s Sample Analysis SOP,
| e | Further, from numerical summary (raw) data, the assessor verified
that the run # .. was stopped at sample ID [ - [for both analytes and that the
duration of samples in autosampler (acquisition date/time difference between the
first sample of the original ISR run to the last sample from reinjected run) is 19.0097
hours which is covered by the validated autosampler stability of 124 hours (at 15°C
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to 30°C) and 123 hours (at 2°C to 10°C) for both analytes. Therefore, the assessor
considers the batch reinjection acceptable.

4.1.1.4 Pharmacokinetic Results

Assessor Note: Per the current DBI policy, for pivotal study BE analyses based on replicate
study design (i.e. partial replicate in the case of the current ANDA), the final dataset should
include all available data (i.e. all analyzed samples) for all subjects, including those for the
subjects who were excluded from the statistical analyses per the applicant’s study protocol.
The applicant provided fasting study datasets for both analytes did not include the analyzed
sample data for dropouts, subjects (S)| e | Accordingly, the applicant will be
asked to provide revised concentration and PK datasets after including the data for these
subjects as well as the PK and statistical analysis results from the updated datasets.
Therefore, the currently provided fasting study datasets for both analytes are incomplete
and the assessor’s statistical analysis for both analytes for the fasting study will be
conducted in the next assessment following the applicant’s satisfactory response to the
above-mentioned deficiency.

4.1.1.4.1 Arithmetic Mean Pharmacokinetic Parameters (All Periods) — Applicant
Calculated

SAC:
Y Reference Product: ENTRESTOTM
PARAMETER Test Product: Sacubitril and e +
Valsartan Tablets 97 /103 mg (Sacubitril /Valsartan) Tablets 97
mg/103 mg
Arithmetic mean Arithmetic mean
N +Std Deviation (Coeff of N +Std Deviation (Coeff of
Variation (%)) Variation (%))
Cmax (ug/mL) 45 2.161 +1.162 (53.754) 90 2.040 +0.824 (40.412)
AUCt
(hr*ug/mL) 45 2.603 +£0.708 (27.193) 90 2.429 +0.718 (29.569)
AUCi A
(hr*pg/mL) 45 2.636+£0.702 (26.633) 88 2.487 +0.675(27.139)
A(H)S—%E’“"ap 45 | 1410+1.776(125.982) 88 1131+ 1.113 (98.353)
Kel (1/hr) 45 0.872 +£0.255 (29.268) 881 0.886 +0.247 (27.839)
tHalf (hr) 45 0.890+0.379 (42.559) 88n 0.854+0.287 (33.594)
Tmax (hr)# 45 0.500 (0.333 - 5.000) 90 0.500 (0.333 - 5.000)
Notes:

# Tmax is presented as Median (Range) -
A For Reference Product, Subjec{- |(Period-T) and Subject - _|(Period-III) did not exhibited a terminal
log-linear phase in the concentration versus time profile, so AUCi, AUC_%Extrap_obs, Kel & tHalf
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parameters were not estimated. Hence, N=88 instead of 90 for AUCi, AUC_%Extrap_obs, Kel & tHalf
parameters.

VAL:
; Ref Product: ENTRESTO '™
PARAMETER Test Product: Sacubitril and € eremfe 2 roauct:
Valsartan Tablets 97/103 mg (Sacubitril /Valsartan) Tablets 97
mg/103 mg
Arithmetic mean Arithmetic mean
N +Std Deviation (Coeff of N +Std Deviation (Coeff of

Variation (%)) Variation (%))
Cmax (ug/mL) 45 4.563 + 1.867 (40.920) 90 4.885 + 1.594 (32.633)
AUCt
(hr*ug/mL) 45 28.802 + 12.031 (41.772) 90 30.334 + 10.692 (35.249)
AL 45 29.167 + 12.079 (41.414) 90 30.702 + 10.737 (34.972)
(hr*pg/mL) SO ' At '
A‘}'J]E—%E“mp 45 1.552 + 1.545 (99.517) 90 1.482 + 1.675 (113.000)
Kel (1/hr) 45 0.112+0.031 (27.677) 90 0.108 +0.028 (26.012)
tHalf (hr) 45 6.648 + 1,895 (28.509) 90 6.777 + 1.654 (24.412)
Tmax (hr)* 45 1.500 (1.000 - 3.500) 90 1.750 (1.000 - 4.000)

# Tmax is presented as Median (Range)

4.1.1.4.2 Arithmetic Mean Pharmacokinetic Parameters — Assessor Calculated

Assessor Note:
Not calculated at this time. Please see assessor note in section 4.1.1.4 for details.

4.1.1.4.3 Geometric Means and 90% Confidence Intervals - Applicant Calculated

SAC:

Parameter | Test | N | RLD N | Ratio | 90%CI

AUCt (ug*hr/mL) 2.526 45 2243 90 112.60% NA
AUCi (ug*hr/mL) 2.558 45 2414 88~ 105.99% (102.77%:109.32%)
Cmax (ug /mL) 1.897 45 1.818 90 104.33% NA

Notes:-

NA = Not Applicable; within subject standard deviation of reference product (Swr) of Cmax and AUCt were
greater than 0.294. Hence, Scaled Average Bioequivalence approach was used to assess bioequivalence for
Cmax and AUCL.

Page 32 of 104

Page 57 of 130



ANDA 213748
Single-Dose Fasting Bioequivalence Study Review

A For Reference Product, Subjectl - [Period-T) and Subject - | (Period-III) did not exhibit a terminal log-
linear phase in the concentration versus time profile, so AUCi, AUC_%Extrap_obs, Kel & tHalf parameters
were not estimated. Hence, N=88 instead of 90 for AUCi, AUC_%Extrap_obs, Kel & tHalf parameters.

Scaled Average ; ;
LAUCt 1.12» NA NA 0.3200 | 0.566 | -0.1649 Bioequivalence Bioequivalent
LAUCi | 105.99%%* | 102.77% | 109.32% | 0.0049 | 0.070 | NA " Ayerage Bioequivalent

ioequivalence

Scaled Average ; ;
LCmax 1.04 NA NA 0.2998 | 0.548 | -0.1683 Bivequivalence Bioequivalent

Notes:- * T/R ratio presented in percentage (%) of Unscaled average bioequivalence method.
~point estimate of Scaled average bioequivalence method as per protocol.
NA = Not Applicable

VAL:

Parameter Test N RLD N Ratio 90% CI
AUCt (ug*hr/mL) 26.164 45 27.612 90 94.76% NA
AUCi (ug*hr/mL) 26.575 45 28.031 90 94.81% NA
Cmax (ug /mL) 4,130 45 4.505 90 91.67% NA

Note:- NA = Not Applicable; The within subject standard deviation of reference product (Swg) of Cmax,
AUCt and AUCi were greater than 0.294. Hence, Scaled Average Bioequivalence approach was used
to assess bioequivalence for Cmax, AUCt and AUCi.

Scaled Average . .
LAUCt 0.95 NA NA 0.2217 | 0471 | -0.1190 Bioequivalence Bioequivalent

Scaled Average . .
LAUC 0.95 NA NA 0.2060 | 0.454 | -0.1101 Bioequivalence Bioequivalent

Scaled Average ) )
LCmax 0.92 NA NA 0.2088 | 0.457 | -0.1004 Bioequivalence Bioequivalent

Note:- NA = Not Applicable
4.1.1.44 Geometric Means and 90% Confidence Intervals - Assessor Calculated

Assessor Note:
Not calculated at this time. Please see assessor note in section 4.1.1.4 for details.

4.1.1.4.5 Additional Information for the Study

| AucT, AUCt, Cmax:
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SAC and VAL: Not available as assessor’s
SAS analysis is currently pending.

SAC and VAL:

O Yes [ONo [X ToBe Evaluated

Applicant Calculated:
SAC:

Median Tmax T/R = 0.500/0.500 = 1
Range: T and R (0.333- 5.000)

VAL:

Median Tmax T/R = 1.500/1.750 = 0.86
Range: T (1.000- 3.500) and R (1.000-
4.000)

Assessor Calculated — SAC and VAL:

Not calculated at this time. Please see
assessor note in section 4.1.1.4

SAC and VAL:
OYes X No

SAC and VAL:
OYes K No

SAC and VAL:
O Yes K No

SAC and VAL:
OYes X No

Assessor Note:

Assessor’s evaluation of the AUCO-t/AUCwo ratio and group analysis consideration for
both analytes is not available as this time and will be presented following the assessor’s
statistical evaluation of BE (SAS run) for this pivotal study. Please see assessor note in
section 4.1.1.4. for further details.

Comments on PK results: Inadequate
e As stated in the assessor note in section 4.1.1.4, the concentration datasets for both
analytes for this pivotal study as currently provided by the applicant cannot be used
to adequately conduct the assessor’s BE determination for this study. Therefore,

assessor’s evaluation of PK results for the current study is currently incomplete and
will be presented in the next assessment.
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4.1.1.5 Overall Comment

Was the fasting bioequivalence study acceptable? Not acceptable (deficiency
pertaining to SAS concentration dataset submission for both analytes).

Mean Plasma Concentrations, Single-Dose Fasting Bioequivalence Study (Assessor
Calculated)

Not calculated at this time. Please see assessor note in section 4.1.1.4 for details.

Mean Plasma Concentration Profile, Single-Dose Fasting Bioequivalence Study
(Assessor Calculated)

Not calculated at this time. Please see assessor note in section 4.1.1.4 for details.
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4.1.2 Single-Dose Fed Bioequivalence Study

4.1.2.1 Study Design

4.1.2.1.1 Study Information

BA18647470

Single dose oral bioequivalence study of Sacubitril and Valsartan
Tablets 97 mg/103 mg and ‘ENTRESTO™" (Sacubitril and
Valsartan) Tablets 97 mg/103 mg in healthy adult human
subjects under fed conditions.

Cliantha Research Limited

Sigma-1 Corporate, B/H Rajpath Club, Opposite Mann Party
Plot, Off. S.G. Highway, Bodakdev, Ahmedabad-380 054,
Gujarat, India

Dr. Mayur Soni, MBBS
msoni@cliantha.in & pi@cliantha.in

Period-I (P1): 3/26/2019
Period-II (P2): 4/1/2019
Period-III (P3): 4/7/2019

(b)(4)

04/11/2019 to 04/22/2019

(b){4)

(For Sacubitril and Valsartan)
(a) 27 days

(b) -20°C + 10°C temperature

(For Sacubitril and Valsartan)
273 days at -20°C + 10°C temperature

[For Sacubitril and Valsartan fortified with Metabolite
Sacubitrilat (LBQ657) and 4-Hydroxy Valsartan
(6.000/12.00 pg/mL)]

274 days at -20°C + 10°C temperature

LTSS study reports and data are presented in Module 5/Section
5.3.1.4/ Attachment 6-3/ Addendum-II to the Method Validation
Re Section 2.1/ Page 8

(For Sacubitril and Valsartan)

LTSS study reports and data are presented in Module 5/Section
5.3.1.4/ Attachment 6-3/ Addendum-IT to the Method Validation
Report/ Section 2.2/ Page 8
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[For Sacubitril and Valsartan fortified with Metabolite
Sacubitril at (LBQ657) and 4-Hydroxy Valsartan (6.000/12.00

pg/mL)]

4.1.2.1.2 Product (Bio-batch) Information

Note: The product information for fed study is the same as that for the fasting study (See
section 4.1.1.1.2 for details).

4.1.2.1.3 Study Design, Single-Dose Fed Bioequivalence Study

Enrolled: 48 + 4 extra subjects N |
Dosed: 48 (P1), 45 (P2), 45 (P3)
Completed: 45 (=_ replaced with extra subiect |- extra
subjects . were not dosed; o | were
discontinued)
Samples Analyzed: 48 (45 completed and 03 discontinued
subjects)
| Statistically Analyzed: 45

{ 06 days

| ®Yes ONo

[ Pre-dose (0.0 hour) and at 0.25, 0.5, 0.75, 1.0, 1.25, 1.5, 1.75, 2.0,
2.333, 2.667, 3.0, 3.333, 3.667,4.0, 4.5, 5.0, 6.0, 8.0, 10.0, 12.0,
16.0, 24.0, 36.0 and 48.0 hours post dose in each period.

X Yes Date: O No
Date: 09/25/2018 (version 01) IRB approval predates period 01
| dosing (03/26/2019).

®Yes [ONo
Date: 09/25/2018 (version 01, English and Gujarati)

At least 10 hours prior to serving pre-dose standardized
high-calorie & high-fat breakfast until at least 04 hours post-dose
in each period.

| Atleast 11 hours prior to dosing until at least 48 hours post
| dose in each period.

OYes ONo K NA

| X Yes O No
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If No, then meal components and composition is listed in the table below
Composition of Non-standard FDA Meal Used in Fed Bioequivalence Study
: ik : s _ e
I T Amount Energy | Protein | Fat | Carbohydrate
(g (kcal) | (keal) | (keal) (keal)
Milk (Sterilised Flavoured) Milk 250 mL 221.75 32 69.75 120
Chicken 70g 120.036 | 63.336 56.7 0
Chicken Dana Refined 20g 69.072 | 8288 | 1.368 59.416
Flour
Qil 20 mL 180 0 180 0
Bread 20g 49.02 6.24 1.26 41.52
Bread Butter
Butter 10g 72.2 0.2 72 0
Potato 40g 27.116 2.464 0.828 23.824
Potato Chaat -
0il 5 mL 45 0 45 0
Paneer 15g 38.713 | 11.316 | 19.953 7.444
Paneer
Qil 2 mL 18 0 18 0
Boiled Egg Masala Egg 50g 84.78 26.28 58.5 0
TOTAL 925.687 | 150.124 | 523.359 252.204
PERCENTAGE NA 16.218 | 56.537 27.245

Comments on Study Design: Adequate

L

As noted per assessor comment under section 4.1.1.1.3 of this assessment, the fed
study sampling time points, as well as sampling and washout durations are
appropriate with respect to both analytes. Additionally, the assessor verified that
there are no instances of first time point Cmax for either analyte.

Per FDA Guidance for Industry: Food-Effect Bioavailability and Fed
Bioequivalence Studies (December 2002), a high-fat (approximately 50 percent of
total caloric content of the meal) and high-calorie (approximately 800-1000
calories) meal is recommended as a test meal for food-effect BA and fed BE studies.
The test meal should derive approximately 150, 250, and 500-600 calories from
protein, carbohydrate, and fat, respectively. The caloric breakdown of the test meal
should be provided in the study report. If the caloric breakdown of the meal is
significantly different from the one described above, the sponsor should provide a
scientific rationale for this difference. Based on the meal menu provided by the
applicant, the total energy from the meal is 925.687 calories and the energy from
protein, carbohydrates and fat is 150.124, 252.204, and 523.359 calories,
respectively. Although the applicant used a modified high-fat high calorie breakfast
in the fed bioequivalence study, the caloric breakdown of the test meal provided by
the applicant is consistent with the Agency recommendation.
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3. Per study protocol, subjects completing all periods (n=45) were included in BE
evaluation with unscaled average BE (ABE) or reference scaled average
bioequivalence (RSABE) method depending on the observed Swr for each primary
PK parameter. Per applicant, of the subjects to be included in the PK and statistical
analysis per protocol, the subjects who completed two periods with reference
treatment (n=45) and completed the study were included to estimate the Swr. For
both analytes, since Swr was < 0.294 for Cmax, AUCT, and AUCI, BE for both
analytes was concluded using ABE approach. The study design and statistical

Single-Dose Fed Bioequivalence Study Review

ANDA 213748

analysis approach are acceptable.

4.1.2.2 Clinical Results

4.1.2.2.1

Demographic Profile of Subjects

Page 64 of 130

Mean + SD 32(x7) 32(x7)
Age (years)
Range 18- 44 18 - 44
<18 00 (0%) 00 (0%)
18 - 40 38 (84.44%) 38 (84.44%)
Age Groups 4] — 64 07 (15.56%) 07 (15.56%)
65-175 00 (0%) 00 (0%)
>75 00 (0%) 00 (0%)
Male 45 (100%) 45 (100%)
Sex
Female 00 (0%) 00 (0%)
Asian 45 (100%) 45 (100%)
Black 00 (0%) 00 (0%)
Race Caucasian 00 (0%) 00 (0%)
Hispanic 00 (0%) 00 (0%)
Other 00 (0%) 00 (0%)
BMI Mean + SD 23.4(£3.5) 234 (£3.5)
2
(Kg/m) Range 18.7-29.8 18.7-29.8
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4.1.2.2.2

Dropout Information

Tobacco e R 0w
users/Smokers No 45 (100%) 45 (100%)
X Yes [ONo

(B)(8)

Reason: Withdrawal by subject

Date] .. | NA Yes (©)(6)
Time: 0704 hrs.

Reason: Protocol violation

(Subject found alcohol positive in

alcohol breath test during period 11

g;; Period I No NA
Time: 1149 hrs.

Last Treatment Received:

Reference

Rea;T ?Jf]jffal by subject

Dat )

Time: 2310 hrs. Period I No NA
Last Treatment Received:

Reference

Reason: Protocol  violation

(Subject found THC positive in

urine drug of abuse test during

period II check in.) Period 1 No NA
Date] .. |

Time: 1757 hrs.

Last Treatment Received: Test

NA: Not applicable

4.1.2.2.3

Study Adverse Events

B Yes, the reviewer verified this
information from the Case Report Forms
| (CRFs) O No

There were no adverse events reported during conduct of the study.
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NONE

OYes ONo KK NA

OYes ONo KK NA

B Yes [ No

O Yes X No

OYes ONo XK NA

O Yes X No

4.1.2.24 Protocol Deviations

Blood draw time point deviations, Period [
Blood draw time point deviations, Period IT
Blood draw time point deviations, Period I1I (b)(6)

Note: Superscript above the subject number indicates the number of multiple occurrences of the indicated
deviation recorded by that subject.

B Actual [ Nominal

B Yes [No

Comments on Clinical Results: Adequate

1. Post-dose sampling time deviations are not likely to affect study outcome since
actual sampling time points are used in the dataset used for BE determination.

2. There was no adverse event reported and hence no medication was administered
concomitantly during the study.
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4.1.2.3 Bioanalytical Results
4.1.2.3.1 SOPs dealing with Sample Analysis including Repeat Analysis

Note: The SOPs for fed study are the same as and already listed under the fasting study
section (See assessment section 4.1.1.3.1 for details).

4.1.2.3.2 Sample Analysis Calibration and Quality Control

I
E?}fjf;m " | 0.01000 | 0.02000 | 0.04000 | 0.1000 | 0.3000 | 0.6000 | 1.200 | 2.400 | 4.800 | 6.000

* Inter day

Precision 1.0 1.9 2.5 24 1.7 24 1.8 1.5 23 3.4
(%CV)

* Inter day

Accuracy 99.9 101 98.3 101 102 103 99.2 98.5 98.5 99.7
(% Actual )

Linearity (12
value) 0.9952042 — 0.9998444

Linearity Range
(ug/mL) 0.01000 - 6.000

Sensitivity/LOQ
(ug/mL) 0.01000

Concentration LQC MQC-2 MQC MQC-1 HQC
(ng/mL) 0.03000 0.3600 1.400 2.100 4.500
* Inter day

Precision 37 3.9 25 32 33
(%CV)

* Inter day

Accuracy 96.2 101 96.9 95.0 92.8
(% Actual)

Note: * = Results are reported as inter run
Additional quality control sample (MQC-1.400 pg/mL) was added from Run 10

Assessor’s Note: Per the MVR for SAC, all QCs per table above with the exception of MQC- 1.400 pg/mL
were validated. However, since the MQC falls within the overall validated QC range and the within study
precision and accuracy (P&A) is acceptable, the non-validation of the MQC is not expected to be a concern.
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trati
E‘;ﬁ) 11 0.02000 | 0.04000 | 0.08000 | 0.2000 | 0.6000 | 1.200 | 2.400 | 4.800 | 9.600 | 12.00

* Inter day
Precision 1.9 34 2.5 2.1 2.2 2.0 2.8 2.3 2.6 32
(%CV)

* Inter day
Accuracy 100 100 98.7 100 101 102 98.8 99.2 99.1 101
(% Actual)

Linearity (r2
value) 0.9975335 — 0.9998462

Linearity Range 0.02000 — 12.00
(ng/mL) 02000 —12.

Sensitivity/LOQ
(ug/mL) 0.02000

Concentration LQC MQC-2 MQC MQC-1 HQC
(ug/mL) 0.06000 0.7200 2.800 4.200 9.000
* Inter day

Precision 3.9 4.2 2 29 34
(%CV)

* Inter day

Accuracy 96.5 101 97.6 953 835
(% Actual)

Note: * = Results are reported as inter run
Additional quality control sample (MQC-2.800 pg/mL) was added from Run 10

Assessor’s Note: Per the MVR for SAC, all QCs per table above with the exception of MQC- 2.800 pg/mL
were validated. However, since the MQC falls within the overall validated QC range and the within study
precision and accuracy (P&A) is acceptable, the non-validation of the MQC is not expected to be a concern.

& Yes, for both analytes [ No
Highest Cpax observed:

SAC: 3.800 pg/mL

VAL: 4,949 pg/mL

[ Yes & No, for both analytes

B Yes, for both analytes [ No
(52 x 20% = 10.4 ~ 11)
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The applicant provided
chromatograms for 14 subjects
[~ |for both analytes)

X serially, for both analytes [
randomly

O Yes [ No, for both analytes

& Yes, for both analytes [ No

B Yes, for both analytes [ No

4.1.2.3.3 Reanalysis of Study Samples

Pharmacokinetic 0 0 0.00 0.00 0 0 0.00 0.00
Low internal standard 0 1 0.00 0.04 0 1 0.00 0.04
Total 0 1 0.00 0.04 0 1 0.00 0.04

Note: Total number of samples assayed = 3450
Total number of samples assayed for Test Product (T) = 1150
Total number of samples assayed for Reference Product (R) = 2300

Pharmacokinetic 0 0 0.00 0.00 0 0 0.00 0.00
Low internal standard 0 1 0.00 0.04 0 1 0.00 0.04
Total 0 1 0.00 0.04 0 1 0.00 0.04

Note: Total number of samples assayed = 3450
Total number of samples assayed for Test Product (T) = 1150
Total number of samples assayed for Reference Product (R) = 2300

Page 44 of 104

Page 69 of 130



ANDA 213748
Single-Dose Fed Bioequivalence Study Review

Does the reviewer agree with the reanalysis of study samples:
analytical and/or PK repeat?

X Yes [ No

If no, is recalculation of PK parameters necessary? OYes ONo K N/A

outcome?

Did recalculation of PK parameters change the study O Yes ONo X N/A

Are the PK parameters of reanalysis still within the

acceptance limits for the 90% CI? L Yes DNo HNA

Comments on Bioanalytical Results: Adequate

L.

Accepted and Rejected Runs:
The applicant reported a total of 36 accepted, 3 reinjected, and zero rejected
analytical runs for both analytes for the fed study.

Reanalysis of Study Samples:
SAC and VAL: One (01) sample for each analyte was reassayed under code Low

IS. Per assessor verification of the numerical summary (raw) data for SAC and
VAL, the identification, repeat and reporting of these sample concentrations is
appropriate per the repeat analysis SOP. Therefore, these fed study repeats are
acceptable.

Incurred Sample Reanalysis (ISR):

The assessor verified that the applicant performed ISR on 278 (SAC) and 276
(VAL) samples out of 3450 analyzed samples in accordance with FDA’s
bioanalytical method validation (BAMYV) guidance (May 2018). The
concentrations from 99.6% (SAC) and 100% (VAL) of the samples selected for
ISR were found to be within £ 20% deviation from nominal concentration. The
applicant’s ISR results met both the applicant’s own criteria per ISR SOP and
FDA’s BAMV guidance (May 2018).

Re-injections/Batch resubmissions:

A total of three (03) batch runs (Prestudy, Run 01 [reinjected twice], and Run 02)
were resubmitted in their entirety due to stoppage of the original runs as a result of
software or instrument (hardware) malfunction (i.e. capillary flow error, detector
saturation error). The assessor verified that these batch reinjections are in
accordance with the applicant’s Sample Analysis SOP and applicant provided
explanation for the batch reinjections was verified based on the provided numerical
summary (raw) data for both analytes. It is further verified that the durations of the
samples from the reinjected batches in the autosampler are 17.089 hours (Prestudy),
48.0 hours (Run 01) and 25.873 hours (Run 02), respectively, which are all covered
by the validated autosampler stability of 124 hours (at 15°C to 30°C) and 123 hours
(at 2°C to 10°C) for both analytes. Therefore, the assessor considers these batch
reinjections acceptable.
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4.1.2.4 Pharmacokinetic Results

Assessor Note: On similar lines as the assessor note under section 4.1.1.4 (fasting study),
the applicant provided fe? studv datasets fﬁ_ﬁ both analytes did not include the analyzed
sample data for dropouts, e Accordingly, the applicant will be asked to
provide revised concentration and PK datasets after including the data for these subjects as
well as the PK and statistical analysis results from the updated datasets. Therefore, the
currently provided fed study datasets for both analytes are incomplete and the assessor’s
statistical analysis for both analytes for the fed study will be conducted in the next

assessment following the applicant’s satisfactory response to the above-mentioned
deficiency.

4.1.2.4.1 Arithmetic Mean Pharmacokinetic Parameters — Applicant Calculated

SAC:
™
PARAMETER Test Product: Sacuhitril and Referendfe li'I'Ddl.lCt! ENTRESTO
Valsartan Tablets 97 /103 mg (Sacubitril /Valsartan) Tablets 97
mg/103 mg
Arithmetic mean Arithmetic mean
N +Std Deviation (Coeff of N +Std Deviation (Coeff of
Variation (%)) Variation (%))

Cmax (ug/mL) 45 1.265 +0.524 (41.395) 90 1.231 £0.539 (43.818)
AUCt

(hr*pg/mL) 45 2.022 +0.357 (17.644) 90 1.987 +0.380(19.141)
AUCH 45 2.045 0,358 (17.531) 88 2.008 0.379 (18.887)
(hr*ug/mL) .045 +0, 7 .008 +0. ;
A&I}S_%Extrap 45 1.119 +0.472 (42.172) 882 1.207 +0.758 (62.766)
Kel (1/hr) 45 0.870 +0.215 (24.724) 884 0.954 +0.253 (26.535)
tHalf (hr) 45 0.852 +0.245 (28.724) 884~ 0.798 +0.315(39.409)
Tmax (hr)# 45 1.750 (0.500 - 4.500) 90 1.775 (0.500 - 5.000)

Note: * Tmax is presented as Median (Range)

A For Reference Product, Subject’- | (Period-I) and Subjecg (Period-IT) did not exhibited a terminal log-
linear phase in the concentration versus time profile, so AUCi, AUC_%Extrap_obs, Kel & tHalf parameters
were not estimated. Hence, N=88 instead of 90 for AUCi, AUC_%Extrap_obs, Kel & tHalf parameters.

VAL:
P Reference Product: ENTREST()TM
PARAMETER Test Product: Sacubitril and e :
Valsartan Tablets 97 /103 mg (Sacubitril /Valsartan) Tablets 97
mg/103 mg
Arithmetic mean Arithmetic mean
N +Std Deviation (Coeff of N +Std Deviation (Coeff of
Variation (%)) Variation (%))
Cmax (ug/mL) 45 2.702 +0.828 (30.641) 90 2.824 +0.823 (29.150)
Page 46 of 104

Page 71 of 130



ANDA 213748
Single-Dose Fed Bioequivalence Study Review

AUCt

(hr*pgml) 45 17.419 +5.754 (33.036) 90 17.320 +5.535 (31.959)
AL 45 17.785 +5.814 (32.689) 9 17.672 +5.576 (31.551)
(hr*ug/mL) : : : . ; ;
Agjf-%E"t"ap 45 2.159 0.892 (41.302) ) 2.107 £0.829 (39.360)
Kel (1/hr) 45 0.106 0,032 (30.415) 90 0.112 +0.033 (29.137)
tHalf (hr) 45 7.224 42,580 (35.722) 90 6.777 +2.180 (32.169)
Tmax (hr)# 45 3.000 (1.250 - 5.000) 9 3.667 (1.250 - 5.000)

Note: “Tmax is presented as Median (Range)

4.1.2.4.2 Arithmetic Mean Pharmacokinetic Parameters — Assessor Calculated

Assessor Note:
Not calculated at this time. Please see assessor note in section 4.1.2.4 for details.

4.1.2.4.3 Geometric Means and 90% Confidence Intervals - Applicant Calculated

SAC:

Parameter Test N RLD N Ratio 90%C1

AUCt (ug*hr/mL) 1.989 45 1.948 90 102.06% (99.76%:104.42%)

AUCi (ug*hr/mL) 2.011 45 1.973 88" 101.94% (99.67%:104.26%)

Cmax (ug /mL) 1.163 45 1.129 90 103.03% (95.20%;111.50%)
Notes: -

The within subject standard deviation of reference product (Swr) of Cmax, AUCt and AUCi were less than
0.294. Hence, Average Bioequivalence approach was used to assess bioequivalence for Cmax, AUCt and
AUCi parameters.

A For Reference Product, Subject{- | (Period-T) and Subject{ - | (Period-II) did not exhibit a terminal log-
linear phase in the concentration versus time profile, so AUCi, AUC_%Extrap_obs, Kel & tHalf parameters
were not estimated. Hence, N=88 instead of 90 for AUCi, AUC_%Extrap_obs, Kel & tHalf parameters.

LAUCt | 102.06% | 99.76% | 10442% | 00038 [ 0062 [ NA | .. Averige Bioequivalent
ioequivalence

LAUCI | 101.94% | 99.67% | 10426% [ 00039 [ 0063 [ NA .. Average Bioequivalent
ioequivalence

LCmax | 103.03% | 9520% | 111.50% | 0.0765 [ 0277 | NA | Average | ;o quivalent
ioequivalence
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Note:- NA = Not Applicable

VAL:

Parameter Test N RLD N Ratio 90%C1

AUCt (ug*hr/mL) 16.597 45 16.532 90 100.39% ( 94.84%:106.27%)

AUCi (ug*hr/mL) 16.964 45 16.888 90 100.46% (95.01%:106.22%)

Cmax (ug /mL) 2.591 45 2.707 90 95.72% (90.11%:101.67%)
Note: -

The within subject standard deviation of reference product (Swr) of Cmax, AUCt and AUCi were less than
0.294. Hence, Average Bioequivalence approach was used to assess bioequivalence for Cmax, AUCt and
AUCi parameters.

LAUCt | 10039% | 94.84% | 106.27% | 00197 | 0.140 [ NA  ‘Averige Bioequivalent
Bioequivalence

LAUCi | 10046% | 95.01% | 106.22% | 00190 | 0.138 [ NA  Dvemge Bioequivalent
Bioequivalence
Average i 2

LCmax | 9572% | 90.11% | 101.67% | 00244 | 0156 [ NA [ . o0l | Bioequivalent

Note:- NA = Not Applicable

4.1.2.4.4 Geometric Means and 90% Confidence Intervals - Assessor Calculated

Assessor Note:
Not calculated at this time. Please see assessor note in section 4.1.2.4 for details.

4.1.2.4.5 Additional Information for the Study

AUCT, AUCI, Cmax:
SAC and VAL: Not available as assessor’s
SAS analysis is currently pending.

SAC and VAL:
O Yes ONo [ To Be Evaluated

Applicant Calculated:
SAC:

Median Tmax T/R = 1.750/1.775 = 0.99
Range: T (0.500- 4.500) and R (0.500- 5.000)
VAL:

Median Tmax T/R = 3.000/3.667 = 0.82
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Range: T and R (1.250- 5.000)

Assessor Calculated — SAC and VAL:
Not calculated at this time. Please see assessor
note in section 4.1.1.4

Were the subjects dosed in groups? SAC and VAL:
If yes, was the statistical analysis proper? Is O Yes X No
reanalysis by reviewer necessary? )

Are there measurable drug concentrations at 0 hr? SAC and VAL:
If yes, please comment (and take necessary

action, if needed). O Yes B No
Are there first measurable drug concentration as SAC and VAL:
Cmax? ==
OYes X No

If yes, please comment.
Are there Cmax at the first time point? SAC and VAL:
If yes, is the study (sample) design adequate? O Yes X No

Assessor Note:

Assessor’s evaluation of the AUCO-t/AUCwo ratio and group analysis consideration for
both analytes is not available as this time and will be presented following the assessor’s
statistical evaluation of BE (SAS run) for this pivotal study. Please see assessor note in
section 4.1.2.4. for further details.

Comments on PK results: Inadequate

e As stated in the assessor note in section 4.1.2.4, the concentration datasets for both
analytes for this pivotal study as currently provided by the applicant cannot be used
to adequately conduct the assessor’s BE determination for this study. Therefore,
assessor’s evaluation of PK results for the current study is currently incomplete and
will be presented in the next assessment.

4.1.2.5 Overall Comment

Was the fasting bioequivalence study acceptable? Not acceptable (deficiency
pertaining to SAS concentration dataset submission for both analytes).

Mean Plasma Concentrations, Single-Dose Fasting Bioequivalence Study (Assessor
Calculated)

Not calculated at this time. Please see assessor note in section 4.1.1.4 for details.

Mean Plasma Concentration Profile, Single-Dose Fasting Bioequivalence Study
(Assessor Calculated)

Not calculated at this time. Please see assessor note in section 4.1.1.4 for details.
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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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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 3 (A1) Statistical Summary of the Comparative Bioavailability Data for Unscaled
Average BE studies (Sacubitril)

Parameter Test N RLD N Ratio 90%C1

AUCt 2.383 16 2315 16 102.94% (97.38%:108.81%)

AUCi 2.403 16 2.344 16 102.52% (97.01%3108.34%)
1.910 16 1.869 16 102.23% ( 80.79%;129.35%)

Parameter Test N RLD N Ratio 90%CI

AUCt 2.606 16 2.675 16 97.44% (93.02%;102.06%)
AUCi 2.632 16 2.697 16 97.58% (93.12%:102.25%)
Cmax 1.417 16 1.642 16 86.29% (73.17%:101.77%)

Table 3 (A2) Statistical Summary of the Comparative Bioavailability Data for Unscaled
Average BE studies (Valsartan)

Parameter Test N RLD N Ratio 90%CI

AUCt 25.923 16 23.954 16 108.22% ( 78.61%:148.98%)

AUCGI 26.370 16 24.437 16 107.91% (79.34%;146.76%)

Cmax 4,370 16 3.906 16 111.88% ( 80‘57%;155.-3?%)
Page 83 of 104
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Parameter Test N RLD N Ratio 90%CI1

AUCt 22.866 16 24.055 16 95.06% (88.21%:102.43%)
AUCi 23.276 16 24.421 16 9531% (88.68%:102.44%)
Cmax 3.563 16 3.646 16 97.72% (90.11%:105.97%)

Table 4 (A) Bioanalytical Method Validation: Sacubitril-Fasting Study- BA18647467

Bioanalytical method validation report Module 5/ 5.3.1.4/ Method validation report of Sacubitril and

location Valsartan/ Page 01 to 119
Analyte Sacubitril

Internal standard (IS) Sacubitril D4

Method description

(b)(4)

Limit of quantitation 0.01000 pg/mL

Average recovery of drug (%) 88.2%

Average recovery of IS (%) 90.6%

Standard curve concentrations (ug/mL) | 0.01000, 0.02000, 0.04000, 0.1000, 0.3000, 0.6000, 1.200, 2.400,
4.800 and 6.000

QC concentrations (ug/mL) 0.03000, 0.3600, 2.100 and 4.500

QC Intraday precision range (%) 0.5% to 1.7% (Intra run)

QC Intraday accuracy range (%) 89.8% to 96.4% (Intra run)

QC Interday precision range (%) 1.7% to 2.5% (Inter run)

QC Interday accuracy range (%) 92.5% to 94.7% (Inter run)

Bench-top stability (hrs) 27 hours at room temperature (15°C to 30°C) (For Sacubitril)

27 hours at room temperature (15°C to 30°C) [For Sacubitril
fortified with Sacubitril (LBQ657) and 4-Hydroxy Valsartan
(6.000/12.00 pg/mL)]

Stock stability (days) 34 days for analyte and internal standard at refrigerator
temperature (2°C to 10°C)

Processed stability (hrs) 119 hours at room temperature (15°C to 30°C) and at refrigerator
temperature (2°C to 10°C)
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Freeze-thaw stability (cycles)

6 freeze thaw cycles (For Sacubitril)

6 freeze thaw cycles [For Sacubitril fortified with Sacubitril
(LBQ657) and 4-Hydroxy Valsartan (6.000/12.00 pg/mL)]

Long-term storage stability (days)

97 days at -20°C+10°C Temperature (For Sacubitril)

98 days at -20°C+10°C Temperature [For Sacubitril fortified with
Sacubitril (LBQ657) and 4-Hydroxy Valsartan (6.000/
12.00 pg/mL)]

Dilution integrity 48.00 pg/mL, diluted 10 times
9.000 pg/mL, diluted 02 times
Selectivity No significant interfering peak noted in blank plasma samples

Table 4 (B) Bioanalytical Method Validation: Valsartan- Fasting Study-BA 18647467

Bioanalytical method validation report
location

Module 5/ 5.3.1.4/ Method validation report of Sacubitril and
Valsartan/ Page 01 to 119

Analyte Valsartan
Internal standard (IS) Valsartan D9
Method description

(b)(4)

Limit of quantitation 0.02000 pg/mL
Average recovery of drug (%) 92.1%
Average recovery of IS (%) 93.1%

Standard curve concentrations (ug/mL)

0.02000, 0.04000, 0.08000, 0.2000, 0.6000, 1.200, 2.400, 4.800,
9.600 and 12.00

QC concentrations (ug/mL)

0.06000, 0.7200, 4.200 and 9.000

QC Intraday precision range (%)

0.3% to 1.9% (Intra run)

QC Intraday accuracy range (%)

96.8% to 105% (Intra run)

QC Interday precision range (%)

1.3% to 2.8% (Inter run)

QC Interday accuracy range (%)

99.5% to 102% (Inter run)

Bench-top stability (hrs)

27 hours at room temperature (15°C to 30°C) (For Valsartan)

27 hours at room temperature (15°C to 30°C) [For Valsartan
fortified with Sacubitril (LBQ657) and 4-Hydroxy Valsartan
(6.000/12.00 pg/mL)]

Stock stability (days)

34 days for analyte and 23 days for internal standard at refrigerator
temperature (2°C to 10°C)
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Processed stability (hrs)

119 hours at room temperature (15°C to 30°C) and at refrigerator
temperature (2°C to 10°C)

Freeze-thaw stability (cycles)

6 freeze thaw cycles (For Valsartan)

6 freeze thaw cycles [For Valsartan fortified with Sacubitril
(LBQ657) and 4-Hydroxy Valsartan (6.000/12.00 pg/mL)]

Long-term storage stability (days)

97 days at -20°C+10°C Temperature (For Valsartan)

98 days at -20°C+10°C Temperature [For Valsartan fortified with
Sacubitril (LBQ657) and 4-Hydroxy Valsartan (6.000/
12.00 pg/mL)]

Dilution integrity 96.00 pg/mL, diluted 10 times
18.00 pg/mL, diluted 02 times
Selectivity No significant interfering peak noted in blank plasma samples

Table 4 (C) Bioanalytical Method Validation: Sacubitril-Fed Study-BA18647468

Bioanalytical method validation report
location

Module 5/ 5.3.1.4/ Method validation report of Sacubitril and
Valsartan/ Page 01 to 119

Analyte Sacubitril
Internal standard (IS) Sacubitril D4
Method description

(b)(4)
Limit of quantitation 0.01000 pg/mL
Average recovery of drug (%) 88.2%
Average recovery of IS (%) 90.6%

Standard curve concentrations (ug/mL)

0.01000, 0.02000, 0.04000, 0.1000, 0.3000, 0.6000, 1.200, 2.400,
4.800 and 6.000

QC concentrations (pg/mL)

0.03000, 0.3600, 2.100 and 4.500

QC Intraday precision range (%)

0.5% to 1.7% (Intra run)

QC Intraday accuracy range (%) 89.8% to 96.4% (Intra run)
QC Interday precision range (%) 1.7% to 2.5% (Inter run)
QC Interday accuracy range (%) 92.5% to 94.7% (Inter run)

Bench-top stability (hrs)

27 hours at room temperature (15°C to 30°C) (For Sacubitril)

27 hours at room temperature (15°C to 30°C) [For Sacubitril
fortified with Sacubitril (LBQ657) and 4-Hydroxy Valsartan
(6.000/12.00 pg/mL)]
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Stock stability (days)

34 days for amalyte and internal standard at refrigerator
temperature (2°C to 10°C)

Processed stability (hrs)

119 hours at room temperature (15°C to 30°C) and at refrigerator
temperature (2°C to 10°C)

Freeze-thaw stability (cycles)

6 freeze thaw cycles (For Sacubitril)

6 freeze thaw cycles [For Sacubitril fortified with Sacubitril
(LBQ657) and 4-Hydroxy Valsartan (6.000/12.00 pg/mL)]

Long-term storage stability (days)

97 days at -20°C+10°C Temperature (For Sacubitril)

98 days at -20°C+10°C Temperature [For Sacubitril fortified with
Sacubitril (LBQ657) and 4-Hydroxy Valsartan (6.000/
12.00 pg/mL)]

Dilution integrity 48.00 pg/mL, diluted 10 times
9.000 pg/mL, diluted 02 times
Selectivity No significant interfering peak noted in blank plasma samples

Table 4 (D) Bioanalytical Method Validation: Valsartan-Fed Study-BA 18647468

Bioanalytical method validation report
location

Module 5/ 5.3.1.4/ Method validation report of Sacubitril and
Valsartan/ Page 01 to 119

Analyte Valsartan
Internal standard (IS) Valsartan D9
Method description

(b)(4)
Limit of quantitation 0.02000 pg/mL
Average recovery of drug (%) 92.1%
Average recovery of IS (%) 93.1%

Standard curve concentrations (ug/mL)

0.02000, 0.04000, 0.08000, 0.2000, 0.6000, 1.200, 2.400, 4.800,
9.600 and 12.00

QC concentrations (ug/mL)

0.06000, 0.7200, 4.200 and 9.000

QC Intraday precision range (%)

0.3% to 1.9% (Intra run)

QC Intraday accuracy range (%)

96.8% to 105% (Intra run)

QC Interday precision range (%)

1.3% to 2.8% (Inter run)

QC Interday accuracy range (%)

99.5% to 102% (Inter run)

Bench-top stability (hrs)

27 hours at room temperature (15°C to 30°C) (For Valsartan)

27 hours at room temperature (15°C to 30°C) [For Valsartan
fortified with Sacubitril (LBQ657) and 4-Hydroxy Valsartan
(6.000/12.00 pg/mL)]
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Stock stability (days)

34 days for analyte and 23 days for internal standard at refrigerator
temperature (2°C to 10°C)

Processed stability (hrs)

119 hours at room temperature (15°C to 30°C) and at refrigerator
temperature (2°C to 10°C)

Freeze-thaw stability (cycles)

6 freeze thaw cycles (For Valsartan)

6 freeze thaw cycles [For Valsartan fortified with Sacubitril
(LBQ657) and 4-Hydroxy Valsartan (6.000/12.00 pug/mL)]

Long-term storage stability (days)

97 days at -20°C+10°C Temperature (For Valsartan)
98 days at -20°C+10°C Temperature [For Valsartan fortified with

Sacubitril (LBQ657) and 4-Hydroxy Valsartan (6.000/
12.00 pg/mL)]

Dilution integrity

96.00 pg/mL, diluted 10 times
18.00 pg/mL, diluted 02 times

Selectivity

No significant interfering peak noted in blank plasma samples
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Table 6 Formulation Data

]

Sacubitril and Valsartan

Microcrystalline Cellulose o

USP-NF
Crospovidone| i ) USP-NF
Croscarmellose Sodium| . ) USP-NF

Colloidal Silicon Dioxide | B )
USP-NF

Tale| .. \USP

Magnesium Stearate | o | USP-
NF

(b)(4)

(b)(4)

[ Total 412.000 | 100.00

(b)(4)
Table 7 Demographic Profile of Subjects Completing the Bioequivalence Study
Table 7 (a) Fasting Study-BA 18647467

Mean + SD 34(+7) 34 (+7)
Age (years) .

Range 25 - 44 25 - 44

<18 00 (0%) 00 (0%)

18 —40 13 (81.25%) 13 (81.25%)
Age Groups | 41 - 64 03 (18.75%) 03 (18.75%)

65 —75 00 (0%) 00 (0%)

> 75 00 (0%) 00 (0%)
Sex Male 16 (100%) 16 (100%)
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Female 00 (0%) 00 (0%)
Asian 16 (100%) 16 (100%)
Black 00 (0%) 00 (0%)
Race Caucasian 00 (0%) 00 (0%)
Hispanic 00 (0%) 00 (0%)
Other 00 (0%) 00 (0%)
BMI Mean + SD 234 (+3.6) 234 (+3.6)
(Kg/m?) Range 18.6 —29.4 18.6 -29.4

Table 7 (b) Fed Study-BA18647468

Mean + SD 34 (+6) 34 (+£6)
Age (years)
Range 22-42 22-42
<18 00 (0%) 00 (0%)
18 - 40 15 (93.75%) 15 (93.75%)
Age Groups 41 - 64 01 (6.25%) 01 (6.25%)
65-175 00 (0%) 00 (0%)
> 75 00 (0%) 00 (0%)
Sex Male 16 (100%) 16 (100%)
Female 00 (0%) 00 (0%)
Asian 16 (100%) 16 (100%)
Black 00 (0%) 00 (0%)
Race Caucasian 00 (0%) 00 (0%)
Hispanic 00 (0%) 00 (0%)
Other 00 (0%) 00 (0%)
BMI Mean + SD 23.2(+2.9) 23.2(+29)
(Kg/m?) Range 19.8 - 27.9 19.8-27.9

Table 8 Incidence of Adverse Events in Individual Studies
Table 8 (a) Fasting Study-BA 18647467

There were no adverse events reported during conduct of the study.

NONE
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Table 8 (b) Fed study-BA18647468

Investigations - -
Alanine amino transferase

increased - 01 (6.25%)
Aspartate amino transferase i 01(625%)
increased ;
Total - 01 (6.25%)

(1) MedDRA Version 21.1

(2) N=Number of subjects dosed for each treatment

(3) n= Number of subjects reporting at least one incidence of respective adverse event; (%)=percentage of
subjects reporting at least one incidence of respective adverse event.

Table 9 Reanalysis of Study Samples:
Table 9a Sacubitril (Fasting Study-BA18647467)

Pharmacokinetic 0 0 0.00 0.00 0 0 0.00 0.00
Low internal standard 0 1 0.00 0.26 0 1 0.00 0.26
Total 0 1 0.00 0.26 0 1 0.00 0.26

Note: Total number of samples assayed = 768
Total number of samples assayed for Test Product (T) = 384
Total number of samples assayed for Reference Product (R) = 384

Table 9b Valsartan (Fasting Study-BA18647467)

Pharmacokinetic 0 0 0.00 0.00 0 0 0.00 0.00
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Low internal standard

0.00

0.26

0.00

0.26

Total

0.00

0.26

0.00

0.26

Note: Total number of samples assayed = 768
Total number of samples assayed for Test Product (T) = 384
Total number of samples assayed for Reference Product (R) = 384

Table 9¢ Sacubitril (Fed Study-BA18647468)

Pharmacokinetic 0 0 0.00 0.00 0 0.00 0.00
Internal standard

added inadyertently 0 1 0.00 0.25 0 0.00 0.00
Total 0 1 0.00 0.25 0 0.00 0.00

Note: Total number of samples assayed = 800
Total number of samples assayed for Test Product (T) = 400
Total number of samples assayed for Reference Product (R) = 400

Table 9d Valsartan (Fed Study-BA18647468)

Pharmacokinetic 0 0 0.00 0.00 0 0.00 0.00
Internal standard

added inadverently 0 1 0.00 0.25 0 0.00 0.00
Total 0 1 0.00 0.25 0 0.00 0.00

Note: Total number of samples assayed = 800
Total number of samples assayed for Test Product (T) = 400
Total number of samples assayed for Reference Product (R) = 400

Table 10 Study Information
Table 10a Fasting Study-BA 18647467
nber | BA18647467
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Single dose oral bioequivalence pilot study of Sacubitril and
Valsartan Tablets 97 mg/103 mg and ‘ENTRESTO™" (Sacubitril
and Valsartan) Tablets 97 mg/103 mg in healthy adult human
subjects under fasting conditions.

M vivo [IBEInVitro [IBE Permeability [JOther

location, 5.3.1.2
location, 5.3.1.4
location, 5.3.1.4

Cliantha Research Limited

Sigma-1 Corporate, B/H Rajpath Club, Opposite Mann Party Plot
Off. S.G. Highway, Bodakdev, Ahmedabad-380 054, Gujarat, India
Tel# +91 - 79 — 66135601

Fax# 491 - 79 — 66135602

FEI: 3009853705

DUNS: 860037958

Dr. Mayur Soni, MBBS
msoni@cliantha.in & pi@cliantha.in

Period I: 15 Nov 18
Period II: 24 Nov 18

(b)(4)

For Sacubitril: 28 Nov 18 to 06 Dec 18
For Valsartan: 28 Nov 18 to 06 Dec 18

(a) 21 days from 15 Nov 18 to 06 Dec 18
(Sacubitril and Valsartan)

(b) -20°C+£10°C temperature
(Sacubitril and Valsartan)

97 days at -20°C+10°C Temperature (For Sacubitril and Valsartan)

98 days at -20°C+10°C Temperature [For Sacubitril and Valsartan
fortified with Sacubitril (LBQ657) and 4-Hydroxy Valsartan
(6.000/ 12,00 pg/mL)]

Module 5/Section 5.3.1.4/ Method Validation Report of Sacubitril
and Valsartan/ Addendum-II to the Method Validation Report of
Sacubitril and Valsartan/ Section 4.1 and Section 4.2/ Page 409 of
482

(For Sacubitril and Valsartan)
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Module 5/Section 5.3.1.4/ Method Validation Report of Sacubitril
and Valsartan/ Addendum-II to the Method Validation Report of
Sacubitril and Valsartan / Section 4.1 and Section 4.2/ Page 409 and
410 of 482

[For Sacubitril and Valsartan fortified with Metabolite Sacubitrilat
(LBQ657) and 4-Hydroxy Valsartan (6.000/12.00 pg/mL)]

Table 10b Fed Study-BA18647468

BA18647468

Single dose oral bioequivalence pilot study of Sacubitril and
Valsartan Tablets 97 mg/103 mg and ‘ENTRESTO™" (Sacubitril
and Valsartan) Tablets 97 mg/103 mg in healthy adult human
subjects under fed conditions.

Min vivo [OBEInViro [IBE Permeability [JOther

location, 5.3.1.2
location, 5.3.1.4
location, 5.3.1.4

Cliantha Research Limited

Sigma-1 Corporate, B/H Rajpath Club, Opposite Mann Party Plot
Off. S.G. Highway, Bodakdev, Ahmedabad-380 054, Gujarat, India
Tel# +91 - 79 — 66135601

Fax# +91 - 79 — 66135602

FEI: 3009853705

DUNS: 860037958

Dr. Mayur Soni, MBBS
msoni@cliantha.in & pi@cliantha.in
Period I: 20 Nov 18

Period I1: 27 Nov 18

(b)(4) ||

For Sacubitril: 01 Dec 18 to 12 Dec 18
For Valsartan: 01 Dec 18 to 12 Dec 18

(a) 22 days from 20 Nov 18 to 12 Dec 18
(For Sacubitril and Valsartan)

(b) -20°C+10°C temperature
(For Sacubitril and Valsartan)
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97 days at -20°C+10°C Temperature (For Sacubitril and Valsartan)

98 days at -20°C+10°C Temperature [For Sacubitril and Valsartan
each fortified with Sacubitril (LBQ657) and 4-Hydroxy Valsartan
(6.000/ 12.00 pg/mL)]

Table 11 Product Information

Treatment ID T R

Product Name Sacubitril and Valsartan Tablets ‘ENTRESTO™" (Sacubitril/
97 mg/103 mg Valsartan) Tablets 97 mg/103 mg
Manufacturer Manufactured By :
MSN Laboratories Private Ltd.,
India
(b)(4)
Distributed By: Novartis
Pharmaceuticals Corporation, East
Hanover, New Jersey 07936
Batch/Lot No. Batch No. Lot No.
FR&D/SAV/T1811028 FX000021
Manufacture Date Nov 2018 Not Applicable
Expiration Date Not Applicable Apr 2020
Strength 97 mg/103 mg 97 mg/103 mg
Dosage Form Tablets Tablets
Bio-batch Size Not Applicable
Production Batch Size (b)) Not Applicable
Pt Sacubitril: 98.5 % Sacubitril: 98.0 %
y Valsartan: 96.8 % Valsartan:100.2 %
Sacubitril:

Mean: 101.9 Not Applicable
Content Uniformity %CV:2.96
(mean, %CV) Valsartan:

Mean: 97.6 Not Applicable

%CV: 3.06
Dose Administered 1 x 97 mg/103 mg 1 x 97 mg/103 mg
Route of Administration Oral Oral

Table 12 Dropout Information
Table 12a Fasting Study BA18647467

There were no discontinued subjects during the entire study.
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Table 12b Fed Study-BA 18647468

Reason: Withdrawal by subject.
BiE Da"e
Time: 1414 hours

NA

Yes

(b)(6)

Table 13 Protocol Deviations
Table 13a Fasting Study-BA 18647467

Blood draw time point deviations, Period |

NA

Table 13b Fed Study-BA 18647468

Blood draw time point deviations, Period T

NA

Table 14 Summary of Standard Curve and QC Data for Bioequivalence Sample Analyses
Table 14a Sacubitril (Fasting Study-BA18647467)

Concentration (ug/mL) 0.01000 | 0.02000 | 0.04000 | 0.1000 | 0.3000 | 0.6000 | 1.200 | 2.400 | 4.800 | 6.000
*Inter day Precision (%CV) 2.6 5 45 2.6 39 3.2 1.6 24 | 37 2.9
*Inter day Accuracy (%Actual]  9g 1 101 103 103 103 102 | 999 | 99.0 | 959 | 944
Linearity (r* value) 0.9945492 — 0.9989797

Linearity Range (ng/mL) 0.01000 — 6.000

Sensitivity/LOQ (ug/mL) 0.01000
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Concentration (ug/mL) LQC MQC-2 MQC-1 HQC
0.03000 0.3600 2.100 4.500

*Inter day Precision (%CV) 34 11 3.9 43

*Inter day Accuracy

(%Actual) 99.2 103 100 98.7

Note: * = Results are reported as inter run.

Table 14b Valsartan (Fasting Study-BA18647467)

Concentration (ig/mL) 0.02000 | 0.04000 | 00800 10,2000 | 0.6000 | 1.200 | 2400 | 4.800 | 9.600 | 12.00
*Inter day Precision (%CV) 1.0 1.8 3.9 5.0 3.0 2.9 35 22 | 34 | 39
*Inter day Accuracy (%Actuall  9g 4 102 99.9 104 103 102 102 | 976 | 966 | 9%4.2
Linearity (r* value) 0.9946965 — 0.9987314

Linearity Range (ug/mL) 0.02000 — 12.00
Sensitivity/LOQ (ug/mL) 0.02000

Concentration (ug/mL) LQC MQC-2 MQC-1 HQC
0.06000 0.7200 4.200 9.000

*Inter day Precision (%CV) 4.4 45 39 3.6

*Inter day Accuracy

(%Actual) 99.6 103 99.1 98.2

Note: * = Results are reported as inter run.

Table 14¢ Sacubitril (Fed Study-BA18647468)

Concentration (pg/mL) 0.01000 | 0.02000 | 0.04000 | 0.1000 | 0.3000 | 0.6000 | 1.200 | 2.400 | 4.800 | 6.000
*Inter day Precision (%CV) 1.6 i 3.0 98 2.6 i 1.3 24 | 38 35
Page 99 of 104

Page 124 of 130



*Inter day Accuracy (%Actual

96.7 103 105 103 | 105 | 104 | 998 | 968 | 949 | 920
Linearity (i* value) 0.9937432 — 0.9995399

Linearity Range (ng/mL) 0.01000 — 6.000

Sensitivity/LOQ (ug/mL) 0.01000

Concentration (pg/mL) LQC MQC-2 MQC-1 HQC
0.03000 0.3600 2.100 4.500

*Inter day Precision (%CV) 39 2.8 2.9 33

*Inter day Accuracy

(%Actual) 100 105 98.3 95.4

Note: * = Results are reported as inter run.

Table 14d Valsartan (Fed Study-BA18647468)

Concentration (ug/mL) 0.02000 | 0.04000 O-OEOU 0-?‘00 0-?\00 1.200 | 2.400 | 4.800 | 9.600 | 12.00
*Inter day Precision (%CV) 1.8 24 23 59 | 30 | 35 | 23 | 39 | 44 | 51
*Inter day Accuracy (%Actual g7 ¢ 103 105 102 105 102 103 | 963 | 952 | 921
Linearity (r* value) 0.9940820 — 0.9986658

Linearity Range (pg/mL) 0.02000 — 12.00

Sensitivity/LOQ (ug/mL) 0.02000

Concentration (pg/mL) LQC MQC-2 MQC-1 HQC
0.06000 0.7200 4.200 9.000
*Inter day Precision (%CV) 5.7 5.1 42 52
*Inter day Accuracy
(% Actual) 100 104 98.2 96.3
Note: * = Results are reported as inter run.
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Table 15 SOP’s Dealing with Bioanalytical Repeats of Study Samples

Sample Reanalysis and reporting criteria

Table 16 Composition of Non-Standard Breakfast Meal Used in Fed Bioequivalence
Study-BA 18647468

Milk (Seevilised | 250mL | 221750 32,000 | 69.750 120.000
Flavoured)
Chicken 70 120.036 63.336 56.700 0.000
. Refined
Chicken Dana Flour 20 69.072 8.288 1.368 59.416
0il 20 mL 180.000 0.000 180.000 0.000
Bread 20 49.020 6.240 1.260 41.520
Bread Butter
Butter 10 72.200 0.200 72.000 0.000
Potato 40 27.116 2.464 0.828 23.824
Potato Chaat -
Oil 5mL 45.000 0.000 45.000 0.000
Paneer 15 38.713 11.316 19.953 7.444
Paneer -
Oil 2 mL 18.000 0.000 18.000 0.000
Boiled Egg E
Misila g8 50 84.780 26.280 58.500 0.000
TOTAL 925,687 150.124 | 523.359 252,204
PERCENTAGE NA 16.218 56.537 27.245
*Quantity of Raw Ingredients

4.4.2 SAS Output

As stated previously in the individual assessment sections for the fasting and fed studies,
the assessor’s SAS evaluation is currently pending.

Page 101 of 104

Page 126 of 130



NOTE TO DBI PROJECT MANAGER and REGULATORY PROJECT
MANAGER (RPM): As per OGD Policy, a Citizen Petition (CP) is pending for this
drug product which states the following:

CP # FDA-2019-P-1893, for ENTRESTO® (sacubitril/valsartan) tablet requests FDA to:
(1) Require ANDA s 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
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.

Actions: No Approval Actions (AP/TA) can be taken prior to contacting Policy Lead.

Citizen petition (FDA-2019-P-2869) for Multiple drug products containing valsartan,
which 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

Actions: No Approval Actions (AP/TA) can be taken prior to contacting Policy Lead.

BIOEQUIVALENCE DEFICIENCY TO BE PROVIDED TO THE APPLICANT

ANDA: 213748

APPLICANT: MSN Laboratories Private Limited

DRUG PRODUCT: Sacubitril; Valsartan Tablets, 24 mg; 26 mg, 49 mg; 51 mg, and
97 mg; 103 mg

The Division of Bioequivalence I (DBI) has completed its review and has identified the
following deficiency:

Per your submission dated 07/08/2019 [Module 5.3.1.2/Data Tabulation Data/Data
Tabulation Dataset SDTM for both fasting and fed studies, files: bal8647469-conc-
sacubitril.xpt, bal8647469-pk-sacubitril.xpt,bal 8647469-conc-valsartan.xpt, and
bal8647469-pk-valsartan.xpt  (fasting study), and bal8647470-conc-sacubitril.xpt,
bal8647470-pk-sacubitril.xpt, bal8647470-conc-valsartan.xpt, and bal8647470-pk-
valsartan.xpt (fed study)], you provided concentration and pharmacokinetic (PK) datasets

Page 102 of 104

Page 127 of 130



for both analytes, sacubitril and valsartan, for your pivotal fasting (BA18647469) and fed
(BA18647470) studies. Please provide updated versions of these datasets for both analytes
for both pivotal studies after incorporating all available data for the subjects who were
excluded from the statistical analyses. That is, please provide the revised concentration and
PK datasets including the data for subjects #| .. for the pivotal fasting study, and
subjects #| .. __|for the pivotal fed study. In addition, please provide the PK and
statistical analysis results from the updated datasets.

Sincerely yours,

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 PRODUCTIVITY

Completed Assignment for 213748 ID: 40710

< : Date
Reviewer: Manerikar, Archana Completed:
Verifier: " Date Verified:
Division:  Division of Bioequivalence
Description: Review for Sacubitril; Valsartan Tablets, 24 mg; 26 mg,
1pion: 4 mg; 51 mg, and 97 mg; 103 mg
Items:
Letter | Productivity Subtota
‘ Date Catepory Sub Category Score 1
40710 (7/8/2019 |BIO |ANDA Original [1] | 1 | 1 |Edit|Delete
40710 [7/8/2019 |Parallel |[Fasting Study [1] |1 | 1 [Edit|Delete
40710 |7/8/2019 |Parallel Fasting Study (Additional (0.25 | 0.25 g
Analyte) [0.25] Edit Delete
40710 [7/8/2019 |Parallel |Fed Study [1] | 1 | 1 |Edit|Delete
40710 |7/8/2019 |Parallel Fed Study (Additional 0.25 | 0.25 ;
Analyte) [0.25] Edit [Delete
40710 |7/8/2019 |Parallel Dissolution-Based 025 | 0.25
Waiver (IR) (For all Edit [Delete
waiver strengths) [0.25]
40710 |7/8/2019 |Parallel Pilot and Failed Full 0.5 0.5
Extra Study for the Same
Formulation as the ;
Proposed Formulation (as Edit Delete
defined in Guidance)
[0.25]
‘ ‘ l |T0ta1: | 4.25
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 213748

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS
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ANDA 213748
REQUEST FOR RECLASSIFICATION
REQUEST GRANTED

MSN Pharmaceuticals Inc.
U.S. Agent for MSN Laboratories Private Limited
20 Duke Road
Piscataway, NJ 08854
Attention: Dr. Kondal Reddy Bairy
Associate Vice President

Dear Dr. Kondal Reddy Bairy:

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 for Sacubitril
and Valsartan Tablets, 24 mg/26 mg, 49 mg /51 mg and 97 mg/103 mg.

We also refer to your correspondence received on May 2, 2024, requesting to reclassify
your facility based major complete response letter (CRL) amendment as a minor
amendment.

The Office of Pharmaceutical Quality has reviewed your request to reclassify your
facility based major CRL amendment as a minor amendment and your request has
been granted.

The GDUFA goal date for review of this standard minor amendment is October 2, 2024.

If you have any questions, contact Gwendolyn Murphy, Regulatory Project Manager, at
(240) 402 - 9624.

Sincerely,
{See appended electronic signature page}

Gwendolyn Murphy

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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Gwendolyn Digitally signed by Gwendolyn Murphy
Murphy Date: 6/02/2024 09:04:56AM
GUID: 542af06d01243746ca2493dc5935bd01
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ANDA 213748
AMENDMENT ACKNOWLEDGEMENT
Standard
Major

MSN Pharmaceuticals Inc.
U.S. Agent for MSN Laboratories Private Limited
20 Duke Road
Piscataway, NJ 08854
Attention: Dr. Kondal Reddy Bairy
Associate Vice President

Dear Dr. Kondal Reddy Bairy:

This is in reference to your amendment received on May 2, 2024, 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.

We acknowledge your request to reclassify your facility based major complete response
letter (CRL) amendment as a minor amendment. Your request has been forwarded to
the Office of Pharmaceutical Quality for review. This amendment is subject to the
provisions of the Generic Drug User Fee Amendments of 2022 (GDUFA Ill). FDA has
made an initial determination that this is a standard amendment.

The GDUFA goal date for providing our written response is July 1, 2024.

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
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

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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ANDA 213748
Page 2

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 Gwendolyn Murphy, Regulatory Project Manager, at
(240) 402 - 9624.

Sincerely,
{See appended electronic signature page}

Gwendolyn Murphy

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

Page 4 of 69



Gwendolyn Digitally signed by Gwendolyn Murphy
Murphy Date: 5/02/2024 05:07:38PM
GUID: 542af06d01243746ca2493dc5935bd01
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ADMINISTRATION

ANDA 213748
COMPLETE RESPONSE

MSN Pharmaceuticals Inc.
U.S. Agent for MSN Laboratories Private Limited
20 Duke Road
Piscataway, NJ 08854
Attention: Dr. Kondal Reddy Bairy
Associate Vice President

Dear Dr. Kondal Reddy Bairy:

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 December 27, 2022 submission, which constituted a
complete response to our May 2, 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
Manufacturing

The Pharmaceutical Quality 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.

(b)(4)

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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ANDA 213748
Page 2

LABELING
Prior to final approval, the proposed labeling should be clear and precise (grammar,
spelling, and formatting) for end users, and accurately reflect the Reference Listed Drug

(RLD) information to comply with FDA policies, laws, regulations (i.e., 21 CFR
314.94(a)(8)), official compendia, and relevant guidance.

GENERAL COMMENTS

(b){4)

| _ | Ensure your labeling is
in accordance with the most recently approved labeling of the RLD.

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 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.

DRUG SUBSTANCE/DRUG PRODUCT/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

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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ANDA 213748
Page 3

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.

POLICY

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 patents 1) U.S.
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 (2) U.S. 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). In this complete response letter, we
have included only comments that are unrelated to the citizen petition issues (FDA-
2022-P-2228). Per Section Xl, paragraph E of the GDUFA Reauthorization Performance
Goals and Program Enhancements Fiscal Years 2023-2027 (“GDUFA Ill Commitment
Letter”), a response that addresses all other issues unrelated to the citizen petition is
still considered a complete response. Since the citizen petition raises labeling issues
that would delay only part of a complete response, we are including only comments
unrelated to the pending citizen petition until a citizen response has been

finalized. 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 and Orange Book-listed patents.

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 (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
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 PSG 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

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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ANDA 213748
Page 4

does not represent a final decision by the Agency on the issues raised in the pending
citizen petitions.

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
MANUFACTURING/LABELING/POLICY

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. 356¢), 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
Il) established certain provisions' with respect to self-identification of facilities and
payment of annual facility fees. ANDAs that identify at least one facility that is
referenced in an approved ANDA are subject to the self-identification requirement and

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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ANDA 213748
Page 5

to 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 to 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.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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If you have any questions, call Gwendolyn Murphy, Regulatory Project Manager,
Division of Project Management, at (240) 402 - 9624.

Sincerely yours,
{See appended electronic signature page}

For Vincent Sansone, PharmD

CAPT United States Public Health Service
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 IlI).

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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ANDA 213748
AMENDMENT ACKNOWLEDGEMENT
Standard
Minor

MSN Pharmaceuticals Inc.
U.S. Agent for MSN Laboratories Private Limited
20 Duke Road
Piscataway, NJ 08854
Attention: Dr. Kondal Reddy Bairy
Associate Vice President

Dear Dr. Kondal Reddy Bairy:

This is in reference to your amendment received on July 6, 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 minor amendment. The GDUFA goal date for review of this standard minor
amendment is October 6, 2023. We also note that, consistent with the GDUFA Il
Commitment Letter, your information request/discipline review letter (IR/DRL) response
extends the goal date for your ANDA.

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
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.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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If you have any questions, contact Gwendolyn Murphy, Regulatory Project Manager, at
(240) 402 - 9624.

Sincerely,
{See appended electronic signature page}

Gwendolyn Murphy

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 213748
INFORMATION REQUEST
QUALITY

MSN Pharmaceuticals Inc.

U.S. Agent for MSN Laboratories Private Limited
20 Duke Road

Piscataway, NJ 08854-3714

Attention: Dr. Kondal Reddy Bairy

Dear Dr. Kondal Reddy Bairy:

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 request the following
additional information/clarification and/or have the following comments:

QUALITY

A. Druq Product

1.

(b)(4)

We request a complete written response, no later than July 6, 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.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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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
MINOR

If you do not submit a complete written response by July 6, 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 Candice Cottle-Delisle, Regulatory Business
Process Manager, at candice.cottle-delisle@fda.hhs.gov or (240) 402 - 0084.

Sincerely,
{See appended electronic signature page}

Candice Cottle-Delisle

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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MSN Pharmaceuticals Inc.

U.S. Agent for MSN Laboratories Private Limited
20 Duke Road

Piscataway, NJ 08854-3714

Attention: Kondal Reddy Bairy

Dear Kondal Reddy Bairy:

This is in reference to your amendment received on December 27, 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 2022 (GDUFA Ill). 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 August 27, 2023. If this standard
major amendment requires an inspection, the goal date for review of this standard major
amendment is October 27, 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 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
include the appropriate attachment(s) along with the cover letter for your submission to

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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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 Gwendolyn Murphy, Regulatory Project
Manager, at (240) 402 - 9624.

Sincerely,
{See appended electronic signature page}

Gwendolyn Murphy

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

MSN Pharmaceuticals Inc.
U.S. Agent for MSN Laboratories Private Limited
20 Duke Road
Piscataway, NJ 08854
Attention: Dr. Kondal Reddy Bairy
Senior Director

Dear Dr. Kondal Reddy Bairy:

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 February 9, 2022 submission, which constituted a
complete response to our April 30, 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

The Pharmaceutical Quality 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.

Drug Substance

(b)(4)

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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(b)(4)

Drug Product

(0)(4)

LABELING
1. GENERAL COMMENTS

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 the 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 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 API sameness be established by showing that the chemical structure
of each APl 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

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov

Page 23 of 69




ANDA 213748
Page 3

this communication does not represent a final decision by the Agency on the issues
raised in the pending citizen petitions.

2. PRESCRIBING INFORMATION
a. HIGHLIGHTS:

i.  Indications and Usage: Revise to read, "to reduce the risk of cardiovascular
death and hospitalization for heart failure in adult patients with chronic heart
failure and reduced ejection fraction (1.1).".

ii. Dosage and Administration: Include the bullet point, "Reduce starting dose
to half the usually recommended starting dosage for:" for clarity.

b. INDICATIONS AND USAGE:
i.  Revise to read, "Sacubitril and valsartan is indicated to reduce the risk of
cardiovascular death and hospitalization for heart failure in adult patients
with chronic heart failure and reduced ejection fraction.".

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

3. PATIENT INFORMATION LEAFLET

At the end of the list of inactive ingredients, include, "Prepared sacubitril and
valsartan oral suspension also contains Ora-Sweet SF® and Ora-Plus.®".
Additionally, include the disclaimer, "All brand names listed are the registered
trademarks of their respective owners. ".

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

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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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.

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.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm
075207.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 SUBSTANCE/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
I) 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 application addresses any changes to the RLD that occur after submission

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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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 Gwendolyn Murphy, Regulatory Project Manager,
Division of Project Management, at (240) 402 - 9624.
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 Iy (Public Law 115-52, Title l1).

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

MSN Pharmaceuticals Inc.

U.S. Agent for MSN Laboratories Private Limited
20 Duke Road

Piscataway, NJ 08854-3714

Attention: Dr.Kondal Reddy Bairy

Dear Sir or Madam:

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. Manufacturing

Process

(0)(4)

We request a prompt written response, no later than February 22, 2022 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
www.fda.gov
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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 Candice Cottle-Delisle, Regulatory Business
Process Manager, at candice.cottle-delisle@fda.hhs.gov or (240) 402 - 0084.

Sincerely,
{See appended electronic signature page}

Candice Cottle-Delisle

Regulatory Business Process Manager
Office of Program and Regulatory Operations
Office of Pharmaceutical Quality

Center for Drug Evaluation and Research

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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MSN Pharmaceuticals Inc.
U.S. Agent for MSN Laboratories Private Limited
20 Duke Road
Piscataway, NJ 08854
Attention: Dr. Kondal Reddy Bairy
Senior Director

Dear Dr. Kondal Reddy Bairy:

This is in reference to your amendment received on February 9, 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 May 8, 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.

If you have any questions, contact Gwendolyn Murphy, Regulatory Project Manager, at
(240) 402 - 9624.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov

Sincerely,
{See appended electronic signature page}

Gwendolyn Murphy

Regulatory Project Manager

Office of Generic Drugs

Center for Drug Evaluation and Research
U.S. Food and Drug Administration
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MSN Pharmaceuticals Inc.
U.S. Agent for MSN Laboratories Private Limited
20 Duke Road
Piscataway, NJ 08854
Attention: Dr.Kondal Reddy Bairy
Associate Director

Dear Sir:

This is in reference to your amendment received on March 17, 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 June 16, 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.

If you have any questions, contact Gwendolyn Murphy, Regulatory Project Manager, at
(240) 402 - 9624.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov

Sincerely,
{See appended electronic signature page}

Gwendolyn Murphy

Regulatory Project Manager

Office of Generic Drugs

Center for Drug Evaluation and Research
U.S. Food and Drug Administration
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ANDA 213748
COMPLETE RESPONSE

MSN Pharmaceuticals Inc.
U.S. Agent for MSN Laboratories Private Limited
20 Duke Road
Piscataway, NJ 08854
Attention: Dr. Kondal Reddy Bairy
Associate Director

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 August 19, 2020 submission, which constituted a
complete response to our June 8, 2020 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

1.

Drug Product

2.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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(b)(4)
Process
3.
LABELING
GENERAL COMMENT

(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 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.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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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.

BIOPHARMACEUTICS/FACILITY INSPECTION/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.gov/Drugs/GuidanceComplianceRegulatoryInformation/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

DRUG SUBSTANCE/DRUG PRODUCT/PROCESS/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,

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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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 (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 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

Page 41 of 69



ANDA 213748
Page 5

If you have any questions, call Gwendolyn Murphy, Regulatory Project Manager,
Division of Project Management, at (240) 402 - 9624.

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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www.fda.gov

Page 42 of 69



Digitally signed by Mandy Kwong
Date: 4/30/2021 11:31:23AM
GUID: 529372550000cc96a0a98e57d06862e5

Page 43 of 69



-----

7 4 1) U.S. FOOD & DRUG

N, ADMINISTRATION

ANDA 213748
AMENDMENT ACKNOWLEDGEMENT
Standard
Major

MSN Pharmaceuticals Inc.
U.S. Agent for MSN Laboratories Private Limited
20 Duke Road
Piscataway, NJ 08854
Attention: Dr. Kondal Reddy Bairy
Associate Director

Dear Sir:

This is in reference to your amendment received on August 19, 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 April 18, 2021. If this standard
major amendment requires an inspection, the goal date for review of this standard major
amendment is June 18, 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 Gwendolyn Murphy, Regulatory Project Manager, at
(240) 402-9624.

Sincerely,
{See appended electronic signature page}

For Gwendolyn Murphy

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

MSN Pharmaceuticals Inc.
U.S. Agent for MSN Laboratories Private Limited
20 Duke Road
Piscataway, NJ 08854
Attention: Dr. Kondal Reddy Bairy
Associate Director

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

1.

(b)(4)

Drug Product

2

(b)(4)

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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3.

Process

5.

Biopharmaceutics

6.

(b)(4)

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.

Facility Inspection

(b)(4)

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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receipt, in FDA's judgement, the evaluation of new facilities added in an amendment
and any additional inspections will require substantial expenditure of FDA resources.

7.

(b)(4)

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.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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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/PROCESS/
BIOPHARMACEUTICS/FACILITY INSPECTION

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 (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.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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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 Gwendolyn Murphy, Regulatory Project Manager,
Division of Project Management, at (240) 402 - 9624.
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 Il) (Public Law 115-52, Title 1l1).

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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Priority
Minor

MSN Pharmaceuticals Inc.
U.S. Agent for MSN Laboratories Private Limited
20 Duke Road
Piscataway, NJ 08854
Attention: Dr. Kondal Reddy Bairy
Associate Director

Dear Sir:

This is in reference to your amendment received on March 23, 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
minor amendment and it meets the criteria for a priority review per the Center for Drug
Evaluation and Research’s Manual of Policies and Procedures 5240.3, Prioritization of
the Review of Original ANDAs, Amendments, and Supplements. The GDUFA goal date
for review of this priority minor amendment is June 22, 2020.

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.

If you have any questions, contact Gwendolyn Murphy, Regulatory Project Manager, at
(240) 402 - 9624.

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov

Sincerely,
{See appended electronic signature page}

Gwendolyn Murphy

Regulatory Project Manager

Office of Generic Drugs

Center for Drug Evaluation and Research
U.S. Food and Drug Administration
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MSN Laboratories Private Limited
Atin: Kondal Reddy Bairy

20 Duke Rd

Piscataway, NJ 08854-3714

Dear Kondal Reddy Bairy:

This letter is to update applicants with an approved or pending application for an

(0)(4)

Reference is made to FDA’'s General Advice Letter' issued in March 2019, which
detailed FDA’s understanding at that time of the known root causes i \

(0)(4)

FDA expects that, when feasible, manufacturers of APls and drug products should take
reasonable steps| " |

(0)(4)

(b)(4)
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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

MSN Pharmaceuticals Inc

U.S. Agent for Msn Laboratories Private Limited
20 Duke Road

Piscataway, NJ 08854

Attention: Dr. Kondal Bairy

Dear Dr. Kondal Bairy:

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, 97 mg /103 mg.

The following possible deficiencies have been identified by the Office of Pharmaceutical
Quality:

A. Druq Substance:

1.

: (0)(4)

B. Drug Product:

1

(b)(4)

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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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 January 27, 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 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

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov

Page 64 of 69




ANDA 213748
Page 6

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 Helina Zenebe, PharmD, 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 Program and Regulatory Operations
Office of Pharmaceutical Quality

Center for Drug Evaluation and Research

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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' GDUFA Reauthorization Performance Goals and Program Enhancements Fiscal Years 2018-2022

(available
at:https://www.fda.gov/downloads/Forlndustry/UserFees/GenericDrugUserFees/UCM525234.pdf).

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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