CENTER FOR DRUG EVALUATION AND RESEARCH

Approval Package for:

APPLICATION NUMBER:
ANDA 209190
Name: Lidocaine (patch), 5%
Sponsor: Institute Biochimique SA

Approval Date: April 30,2020



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:

ANDA2091900rig1s000
CONTENTS

Reviews / Information Included in this Review

Approval Letter X

Tentative Approval Letter

Labeling

Labeling Review(s)

Proprietary Name Review(s)

Medical Review(s)

Chemistry Review(s)

Bio Pharm/Tox Review

Bioequivalence Review(s)

Statistical Review(s)

Microbiology Review(s)

Other Review(s)

L] [P R R AR

Administrative & Correspondence Documents




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 209190

APPROVAL LETTER




«

(pZY U.S. FOOD & DRUG

ADMINISTRATION

ANDA 209190
ANDA APPROVAL

Rhodes Pharmaceuticals L.P.

498 Washington Street

Coventry, RI 02816

Attention: Todd M. Delehant, Ph.D.
Director Regulatory Affairs

Dear Sir:

This letter is in reference to your abbreviated new drug application (ANDA) received for
review on April 14, 2016, submitted pursuant to section 505(j) of the Federal Food,
Drug, and Cosmetic Act (FD&C Act) for Lidocaine Patch 5%.

Reference is also made to the complete response letter issued by this office on
May 3, 2019, 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 Lidocaine Patch 5% to be bioequivalent
and therapeutically equivalent to the reference listed drug (RLD), Lidoderm Patch 5%,
of Teikoku Pharma USA, Inc.

Under section 506A of the FD&C Act, certain changes in the conditions described in this
ANDA require an approved supplemental application before the change may be made.

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

REPORTING REQUIREMENTS

Postmarketing reporting requirements for this ANDA are set forth in 21 CFR 314.80-81
and 314.98 and at section 5061 of the FD&C Act. The Agency should be advised of any
change in the marketing status of this drug or if this drug will not be available for sale
after approval. In particular, under section 506I(b) of the FD&C Act, you are required to
notify the Agency in writing within 180 days from the date of this letter if this drug will not
be available for sale within 180 days from the date of approval. As part of such written
notification, you must include (1) the identity of the drug by established name and
proprietary name (if any); (2) the ANDA number; (3) the strength of the drug; (4) the
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date on which the drug will be available for sale, if known; and (5) the reason for not
marketing the drug after approval.

PROMOTIONAL MATERIALS

You may request advisory comments on proposed introductory advertising and
promotional labeling materials prior to publication or dissemination. Please note that
these submissions are voluntary. To do so, submit, in triplicate, a cover letter
requesting advisory comments, the proposed materials in draft or mock-up form with
annotated references, and the package insert (Pl), Medication Guide, and patient PI (as
applicable) to:

OPDP Regulatory Project Manager

Food and Drug Administration

Center for Drug Evaluation and Research
Office of Prescription Drug Promotion
5901-B Ammendale Road

Beltsville, MD 20705

Alternatively, you may submit a request for advisory comments electronically in eCTD
format. For more information about submitting promotional materials in eCTD format,
see the draft Guidance for Industry (available at:
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guida
nces/UCM443702.pdf).

You must also submit final promotional materials and package insert(s), accompanied
by a Form FDA 2253, at the time of initial dissemination or publication [21 CFR
314.81(b)(3)(i)]. Form FDA 2253 is available at
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCMO083570.pd
f. Information and Instructions for completing the form can be found at
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM375154.pd
f. For more information about submission of promotional materials to the Office of
Prescription Drug Promotion (OPDP), see
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.

ANNUAL FACILITY FEES

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title
lll) 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 1st 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.
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All finished dosage forms (FDFs) or active pharmaceutical ingredients (APIs)
manufactured in a facility that has not met its obligations to self-identify or to pay fees
when they are due will be deemed misbranded. This means that it will be a violation of
federal law to ship these products in interstate commerce or 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.

CONTENT OF LABELING

As soon as possible, but no later than 14 days from the date of this letter, submit, using
the FDA automated drug registration and listing system (eLIST), the content of labeling
[21 CFR 314.50(D)] in structured product labeling (SPL) format, as described at
http://www.fda.gov/Forindustry/DataStandards/StructuredProductLabeling/default.htm,
that is identical in content to the approved labeling (including the package insert, and
any patient package insert and/or Medication Guide that may be required). Information
on submitting SPL files using eLIST may be found in the guidance for industry titled
“SPL Standard for Content of Labeling Technical Qs and As” at
https://www.fda.gov/media/71211/download. The SPL will be accessible via publicly
available labeling repositories.

Sincerely yours,
{See appended electronic signature page}

For Vincent Sansone, PharmD

CAPT, USPHS

Deputy Director

Office of Regulatory Operations

Office of Generic Drugs

Center for Drug Evaluation and Research

1 Some of these provisions were amended by the Generic Drug User Fee Amendments of 2017 (GDUFA
II) (Public Law 115-52, Title IlI).
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Catherine Digitally signed by Catherine Poole
Poole Date: 4/30/2020 12:20:59PM
GUID: 5407887a000alc0c26055eafb8e3258a
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WARNING:
Keep used and unused patches out of the reach of children, pets and others.

30 Envelopes
30 Patches Containing 1 Patch Each

Marketed by: Rhodes Pharmaceuticals L.P., Coventry, Rl 02816
Manufactured by: Altergon ltalia Srl, Morra de Sanctis, Avellino 83040, ltaly
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DIRECTIONS FOR USE
Do not store patch outside the sealed envelope.
Cut the envelope along the dotted line. Patches may be cut into
smaller sizes with scissors prior to removal of the release liner.
Safely discard the remaining unused pieces of cut patches
where children and pets cannot get to them.
@ (<)
&= o Each adhesive patch contains: &= o
S omm o~ Lidocaine . . ......... 700 mg (50 mg per gram adhesive) in an aqueous base. S omm O~
(] B 0 Methylparaben and propylparaben as preservatives. b B 0 Remove the transparent release liner (clear plastic backing)
- x before application of patch to the skin.
w W= USUAL DOSAGE: T W=
P o .8 Apply up to 3 patches. See package insert for complete frd ° 2 Apply immediately after removal from the protective envelope.
g 1 &U prescribing information. g (1]
- [ Store at 25°C (77°F); excursions permitted to 15° to 30°C (59° to 86°F). = :E o
d [see USP Controlled Room Temperature]. d

12 hours within a 24 hour period. Remove patch if irritation
occurs.

Placement of external heat sources, such as heating
pads or electronic blankets, over Lidocaine patches is not
recommended.

Lidocaine patch 5% may not stick if it gets wet. Avoid contact
with water, such as bathing, swimming, or showering.
Fold used patches so that the adhesive side sticks to itself and

safely discard used patches or pieces of cut patches where
children and pets cannot get to them.
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Lidocaine Patch 5%

Rx only

DESCRIPTION

Lidocaine patch 5% is comprised of an adhesive material containing 5% lidocaine, which is applied
to a non-woven polyester felt backing and covered with a polyethylene terephthalate (PET) film
release liner. The release liner is removed prior to application to the skin. The size of the patch is 10
cm x 14 cm.

Lidocaine is chemically designated as acetamide, 2-(diethylamino)-N-(2,6-dimethylphenyl), has an
octanol:water partition ratio of 43 at pH 7.4, and has the following structure:

CHg
CoH5

NH—CO—CHZ—N

CoHg

CHj

Each adhesive patch contains 700 mg of lidocaine (50 mg per gram adhesive) in an aqueous base. It
also contains the following inactive ingredients: purified water, glycerin, sorbitol, polyacrylic acid,
sodium carboxymethylcellulose, sodium polyacrylate, propylene glycol, urea, kaolin, tartaric acid,
gelatin, polyvinyl alcohol, dihydroxyaluminum aminoacetate, edetate disodium, methylparaben, and
propylparaben.

CLINICAL PHARMACOLOGY
Pharmacodynamics

Lidocaine is an amide-type local anesthetic agent and is suggested to stabilize neuronal membranes
by inhibiting the ionic fluxes required for the initiation and conduction of impulses.

The penetration of lidocaine into intact skin after application of a lidocaine patch 5% is sufficient to
produce an analgesic effect, but less than the amount necessary to produce a complete sensory
block.

Pharmacokinetics

Absorption
The amount of lidocaine systemically absorbed from lidocaine patch 5% is directly related to both
the duration of application and the surface area over which it is applied. In a pharmacokinetic study,
three lidocaine patches were applied over an area of 420 cm? of intact skin on the back of normal
volunteers for 12 hours. Blood samples were withdrawn for determination of lidocaine
concentration during the application and for 12 hours after removal of patches. The results are
summarized in Table 1.
Table 1
Absorption of lidocaine from Lidocaine Patch 5%
Normal volunteers (n=15, 12-hour wearing time)



Lidocaine | Application | Area Dose Cmax T max

Patch 5% Site (cm?) | Absorbed | (mcg/mL) (hr)
(mg)

3 patches Back 420 64 £ 32 0.13+0.06 11 hr

(2100 mg)

When lidocaine patch 5% is used according to the recommended dosing instructions, only 3 + 2%
of the dose applied is expected to be absorbed. At least 95% (665 mg) of lidocaine will remain in a
used patch. Mean peak blood concentration of lidocaine is about 0.13 mcg/mL (about 1/10 of the
therapeutic concentration required to treat cardiac arrhythmias). Repeated application of three
patches simultaneously for 12 hours (recommended maximum daily dose), once per day for three
days, indicated that the lidocaine concentration does not increase with daily use. The mean plasma
pharmacokinetic profile for the 15 healthy volunteers is shown in Figure 1.

Figure 1

Mean lidocaine blood concentrations after three consecutive daily applications of three
lidocaine patches simultaneously for 12 hours per day in healthy volunteers (n = 15).

Plasma Lidocaine, ng / mL

0 6 12 18 24 30 36 42 48 54 60 66 72

Hours

Distribution

When lidocaine is administered intravenously to healthy volunteers, the volume of distribution is
0.7t0 2.7 L/kg (mean 1.5 £ 0.6 SD, n = 15). At concentrations produced by application of lidocaine
patch 5%, lidocaine is approximately 70% bound to plasma proteins, primarily alpha-1-acid
glycoprotein. At much higher plasma concentrations (1 to 4 mcg/mL of free base), the plasma
protein binding of lidocaine is concentration dependent. Lidocaine crosses the placental and blood
brain barriers, presumably by passive diffusion.

Metabolism

It is not known if lidocaine is metabolized in the skin. Lidocaine is metabolized rapidly by the liver
to a number of metabolites, including monoethylglycinexylidide (MEGX) and glycinexylidide
(GX), both of which have pharmacologic activity similar to, but less potent than that of lidocaine. A



minor metabolite, 2,6-xylidine, has unknown pharmacologic activity but is carcinogenic in rats. The
blood concentration of this metabolite is negligible following application of lidocaine patch 5%.
Following intravenous administration, MEGX and GX concentrations in serum range from 11 to
36% and from 5 to 11% of lidocaine concentrations, respectively.

Excretion

Lidocaine and its metabolites are excreted by the kidneys. Less than 10% of lidocaine is excreted
unchanged. The half-life of lidocaine elimination from the plasma following IV administration is 81
to 149 minutes (mean 107 £ 22 SD, n = 15). The systemic clearance is 0.33 to 0.90 L/min (mean
0.64 £ 0.18 SD, n = 15).

CLINICAL STUDIES

Single-dose treatment with lidocaine patch 5% was compared to treatment with vehicle patch
(without lidocaine), and to no treatment (observation only) in a double-blind, crossover clinical
trial with 35 post-herpetic neuralgia patients. Pain intensity and pain relief scores were evaluated
periodically for 12 hours. Lidocaine patch 5% performed statistically better than vehicle patch in
terms of pain intensity from 4 to 12 hours.

Multiple-dose, two-week treatment with lidocaine patch 5%, was compared to vehicle patch
(without lidocaine) in a double-blind, crossover clinical trial of withdrawal-type design conducted

in 32 patients, who were considered as responders to the open-label use of lidocaine patch 5% prior
to the study. The constant type of pain was evaluated but not the pain induced by sensory stimuli
(dysesthesia). Statistically significant differences favoring lidocaine patch 5% were observed in
terms of time to exit from the trial (14 versus 3.8 days at p-value <0.001), daily average pain relief,
and patient's preference of treatment. About half of the patients also took oral medication commonly
used in the treatment of post-herpetic neuralgia. The extent of use of concomitant medication was
similar in the two treatment groups.

INDICATIONS AND USAGE

Lidocaine patch 5% is indicated for relief of pain associated with post-herpetic neuralgia. It
should be applied only to intact skin.

CONTRAINDICATIONS

Lidocaine patch 5% is contraindicated in patients with a known history of sensitivity to
local anesthetics of the amide type, or to any other component of the product.

WARNINGS
Risk of Methemoglobinemia

Cases of methemoglobinemia have been reported in association with local anesthetic use. Although
all patients are at risk for methemoglobinemia, patients with glucose-6-phosphate dehydrogenase
deficiency, congenital or idiopathic methemoglobinemia, cardiac or pulmonary compromise, infants
under 6 months of age, and concurrent exposure to oxidizing agents or their metabolites are more
susceptible to developing clinical manifestations of the condition. If local anesthetics must be used
in these patients, close monitoring for symptoms and signs of methemoglobinemia is recommended.

Signs of methemoglobinemia may occur immediately or may be delayed some hours after exposure,
and are characterized by a cyanotic skin discoloration and/or abnormal coloration of the blood.
Methemoglobin levels may continue to rise; therefore, immediate treatment is required to avert



more serious central nervous system and cardiovascular adverse effects, including seizures, coma,
arrhythmias, and death. Discontinue lidocaine patch 5% and any other oxidizing agents. Depending
on the severity of the signs and symptoms, patients may respond to supportive care, i.e., 0Xygen
therapy, hydration. A more severe clinical presentation may require treatment with methylene blue,
exchange transfusion, or hyperbaric oxygen.

Accidental Exposure in Children

Even a used lidocaine patch 5% contains a large amount of lidocaine (at least 665 mg). The
potential exists for a small child or a pet to suffer serious adverse effects from chewing or
ingesting a new or used lidocaine patch 5%, although the risk with this formulation has not been
evaluated. It is important for patients to store and dispose of lidocaine patch 5% out of the
reach of children, pets, and others (see HANDLING AND DISPOSAL).

Excessive Dosing

Excessive dosing by applying lidocaine patch 5% to larger areas or for longer than the
recommended wearing time could result in increased absorption of lidocaine and high blood
concentrations, leading to serious adverse effects (see ADVERSE REACTIONS, Systemic
Reactions). Lidocaine toxicity could be expected at lidocaine blood concentrations above 5
mcg/mL. The blood concentration of lidocaine is determined by the rate of systemic absorption and
elimination. Longer duration of application, application of more than the recommended number of
patches, smaller patients, or impaired elimination may all contribute to increasing the blood
concentration of lidocaine. With recommended dosing of lidocaine patch 5%, the average peak
blood concentration is about 0.13 mcg/mL, but concentrations higher than 0.25 mcg/mL have been
observed in some individuals.

PRECAUTIONS
General

Hepatic Disease
Patients with severe hepatic disease are at greater risk of developing toxic blood concentrations
of lidocaine, because of their inability to metabolize lidocaine normally.

Allergic Reactions

Patients allergic to para-aminobenzoic acid derivatives (procaine, tetracaine, benzocaine, etc.) have
not shown cross sensitivity to lidocaine. However, lidocaine patch 5% should be used with caution
in patients with a history of drug sensitivities, especially if the etiologic agent is uncertain.

Non-intact Skin

Application to broken or inflamed skin, although not tested, may result in higher blood
concentrations of lidocaine from increased absorption. Lidocaine patch 5% is only
recommended for use on intact skin.

External Heat Sources
Placement of external heat sources, such as heating pads or electric blankets, over lidocaine patch
5% is not recommended as this has not been evaluated and may increase plasma lidocaine levels.

Eye Exposure

The contact of lidocaine patch 5% with eyes, although not studied, should be avoided based on
the findings of severe eye irritation with the use of similar products in animals. If eye contact
occurs, immediately wash out the eye with water or saline and protect the eye until sensation
returns.



Information for Patients
Methemoglobinemia

Inform patients that use of local anesthetics may cause methemoglobinemia, a serious condition that
must be treated promptly. Advise patients or caregivers to stop use and seek immediate medical
attention if they or someone in their care experience the following signs or symptoms: pale, gray, or
blue colored skin (cyanosis); headache; rapid heart rate; shortness of breath; lightheadedness; or
fatigue.

Drug Interactions

Antiarrhythmic Drugs

Lidocaine patch 5% should be used with caution in patients receiving Class | antiarrhythmic
drugs (such as tocainide and mexiletine) since the toxic effects are additive and potentially
synergistic.

Local Anesthetics
When lidocaine patch 5% is used concomitantly with other products containing local anesthetic
agents, the amount absorbed from all formulations must be considered.

Drugs That May Cause Methemoglobinemia When Used with Lidocaine Patch 5%

Patients who are administered local anesthetics are at increased risk of developing
methemoglobinemia when concurrently exposed to the following drugs, which could include other
local anesthetics:

Examples of Drugs Associated with Methemoglobinemia:

Class Examples
Nitrates/Nitrites nitric oxide, nitroglycerin, nitroprusside, nitrous oxide
Local anesthetics articaine, benzocaine, bupivacaine, lidocaine, mepivacaine,

prilocaine, procaine, ropivacaine, tetracaine

Antineoplastic agents cyclophosphamide, flutamide, hydroxyurea, ifosfamide, rasburicase

Antibiotics dapsone, nitrofurantoin, para-aminosalicylic acid, sulfonamides
Antimalarials chloroquine, primaquine

Anticonvulsants Phenobarbital, phenytoin, sodium valproate

Other drugs acetaminophen, metoclopramide, quinine, sulfasalazine

Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis
A minor metabolite, 2,6-xylidine, has been found to be carcinogenic in rats. The blood
concentration of this metabolite is negligible following application of lidocaine patch 5%.

Mutagenesis
Lidocaine HCI is not mutagenic in Salmonella/mammalian microsome test nor clastogenic in
chromosome aberration assay with human lymphocytes and mouse micronucleus test.

Impairment of Fertility
The effect of lidocaine patch 5% on fertility has not been studied.



Pregnancy

Teratogenic Effects
Pregnancy Category B.

Lidocaine patch 5% has not been studied in pregnancy. Reproduction studies with lidocaine have
been performed in rats at doses up to 30 mg/kg subcutaneously and have revealed no evidence of
harm to the fetus due to lidocaine. There are, however, no adequate and well-controlled studies in
pregnant women. Because animal reproduction studies are not always predictive of human
response, lidocaine patch 5% should be used during pregnancy only if clearly needed.

Labor and Delivery

Lidocaine patch 5% has not been studied in labor and delivery. Lidocaine is not contraindicated in
labor and delivery. Should lidocaine patch 5% be used concomitantly with other products
containing lidocaine, total doses contributed by all formulations must be considered.

Nursing Mothers

Lidocaine patch 5% has not been studied in nursing mothers. Lidocaine is excreted in human milk,
and the milk:plasma ratio of lidocaine is 0.4. Caution should be exercised when lidocaine patch
5% is administered to a nursing woman.

Pediatric Use
Safety and effectiveness in pediatric patients have not been established.

ADVERSE REACTIONS
Application Site Reactions

During or immediately after treatment with lidocaine patch 5%, the skin at the site of application
may develop blisters, bruising, burning sensation, depigmentation, dermatitis, discoloration,
edema, erythema, exfoliation, irritation, papules, petechia, pruritus, vesicles, or may be the locus
of abnormal sensation. These reactions are generally mild and transient, resolving spontaneously
within a few minutes to hours.

Allergic Reactions

Allergic and anaphylactoid reactions associated with lidocaine, although rare, can occur. They
are characterized by angioedema, bronchospasm, dermatitis, dyspnea, hypersensitivity,
laryngospasm, pruritus, shock, and urticaria. If they occur, they should be managed by
conventional means. The detection of sensitivity by skin testing is of doubtful value.

Other Adverse Events

Due to the nature and limitation of spontaneous reports in postmarketing surveillance, causality
has not been established for additional reported adverse events including:

Asthenia, confusion, disorientation, dizziness, headache, hyperesthesia, hypoesthesia,
lightheadedness, metallic taste, nausea, nervousness, pain exacerbated, paresthesia, somnolence,
taste alteration, vomiting, visual disturbances such as blurred vision, flushing, tinnitus, and tremor.

Systemic (Dose-Related) Reactions

Systemic adverse reactions following appropriate use of lidocaine patch 5% are unlikely, due to the
small dose absorbed (see CLINICAL PHARMACOLOGY, Pharmacokinetics). Systemic adverse

effects of lidocaine are similar in nature to those observed with other amide local anesthetic agents,
including CNS excitation and/or depression (lightheadedness, nervousness, apprehension, euphoria,



confusion, dizziness, drowsiness, tinnitus, blurred or double vision, vomiting, sensations of heat,
cold, or numbness, twitching, tremors, convulsions, unconsciousness, respiratory depression and
arrest). Excitatory CNS reactions may be brief or not occur at all, in which case the first
manifestation may be drowsiness merging into unconsciousness. Cardiovascular manifestations
may include bradycardia, hypotension, and cardiovascular collapse leading to arrest.

OVERDOSAGE

Lidocaine overdose from cutaneous absorption is rare, but could occur. If there is any suspicion of
lidocaine overdose (see ADVERSE REACTIONS, Systemic Reactions), drug blood concentration
should be checked. The management of overdose includes close monitoring, supportive care, and
symptomatic treatment. Dialysis is of negligible value in the treatment of acute overdose with
lidocaine.

In the absence of massive topical overdose or oral ingestion, evaluation of symptoms of toxicity
should include consideration of other etiologies for the clinical effects, or overdosage from other
sources of lidocaine or other local anesthetics.

The oral LDs of lidocaine HCI is 459 (346 to 773) mg/kg (as the salt) in non-fasted female rats and
214 (159 to 324) mg/kg (as the salt) in fasted female rats, which are equivalent to roughly 4000 mg
and 2000 mg, respectively, in a 60 to 70 kg man based on the equivalent surface area dosage
conversion factors between species.

DOSAGE AND ADMINISTRATION

Apply lidocaine patch 5% to intact skin to cover the most painful area. Apply the prescribed number
of patches (maximum of 3), only once for up to 12 hours within a 24-hour period. Patches may be
cut into smaller sizes with scissors prior to removal of the release liner (see HANDLING AND
DISPOSAL). Clothing may be worn over the area of application. Smaller areas of treatment are
recommended in a debilitated patient, or a patient with impaired elimination.

If irritation or a burning sensation occurs during application, remove the patch(es) and do not
reapply until the irritation subsides.

When lidocaine patch 5% is used concomitantly with other products containing local anesthetic
agents, the amount absorbed from all formulations must be considered.

Lidocaine patch 5% may not stick if it gets wet. Avoid contact with water, such as bathing,
swimming, or showering.

HANDLING AND DISPOSAL

Hands should be washed after the handling of lidocaine patch 5%, and eye contact with lidocaine
patch 5% should be avoided. Do not store patch outside the sealed envelope. Apply immediately
after removal from the protective envelope. Fold used patches so that the adhesive side sticks to
itself and safely discard used patches or pieces of cut patches where children and pets cannot get to
them. Lidocaine patch 5% should be kept out of the reach of children.

HOW SUPPLIED

Lidocaine patch 5% is available as the following:
Carton of 30 patches... evenneiieiierieneeneene e NDC 42858-118-30
(packaged in individual Chl|d re3|stant envelopes)



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

For more information, call Rhodes Pharmaceuticals L.P. at 1-888-827-0616.
Marketed by:

Rhodes Pharmaceuticals L.P.

Coventry, R1 02816, USA

Manufactured by:

Altergon lItalia Srl

Zona Industriale ASI, Morra de Sanctis
Avellino, 83040, Italy

303194-0A
Revised 01/2019
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On Policy Alert List A A[X]Yes ALANo A
Combined Insert/Outsert A | Yes ADANo (If yes, indicate ANDA number) A
A
1|Page A
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1 Ln INGCOMMINTS n

11 Ln INGD iFICI NCI S NDCOMMNNTSFOR nNnTTRTO PP ACKNT n

n
Labeli g Deficie mies determi ed o n(add date) based o nyour submissio ifs) received (add n
date): n

n

1. GENERAL COMMENTS n

Comment n

n

2. CONTAINER LABEL n

a. Comment n

b. Comment n

n

CARTON LABELING n
PRESCRIBING INFORMATION n

a. Comment n

b. Subheading n

i. n Comment n
i. n Comment n
5. MEDICATION GUIDE n
6. STRUCTURED PRODUCT LABELING (SPL) n
n

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

P w

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

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

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

n

12 COMMENIS FOR nTTRTO PPHACNMNTWHRN n INGIS CCrPTn n

The Division of Labeling has no further questions/comments at this time based on your labeling n
submission (s) received (add date) n

Additionally, we remind you that it is it your responsibility to continually monitor available labeling n
resources such as DRUGS@FDA, the Electronic Orange Book, and the United States Pharmacopeia n
— National Formulary (USP-NF) online for recent updates and make any necessary revisions to your n
labels and labeling. n
2|Page n
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| .oyourre pon .b .y oen ureyour ANDA ddre .e . .edexcu.v.e h.c.m he
pproved drug produc . Pe .eenure h. .excu.v.e ndp.en. .edn heeecroncOB re
ddre .ed ndupd .ed nyour pp ¢ .on En ureyour be ng .gn w.hyourp .en nd

excu .vy . emen.

1.3 POST APPROVAL REVISIONS
The e commen . w. be ddre .edpo . pprov .(n hefr be ng uppemen revew)

PRESCRIBING INFORMATION
Remove the “Pregnancy Category B” per the Pregnancy and Lactation Labeling Rule (79 FR 72064).
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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”].

Reviewer Comments:

Labeling was found to be acceptable in C2 review (1/23/2017 submission). Applicant submitted the
following amendment

Rhodes Pharmaceuticals L.P. (Rhodes) is herein submitting a Labeling Amendment to the
pending application to update the proposed product labeling to align with changes to the RLD.
These changes are being made in accordance with 21 CFR 314.60.

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: Container and carton labeling were found to be acceptable in C2 review. Post
approval comment from C2 (add the NDC number to the top third portion of the principal display panel per
21 CFR 207.35(b)(3) is no longer applicable per regulations.

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].

Reviewer Comments:
Click here to enter text.

3. LABELINGRE 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

SLC to add language for Methemoglobinemia associated with the use of local anesthetics.

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

If Yes, please explain.
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Is the drug product listed on the Susceptibility Test Interpretive Criteria web page? NO

3.2 MODEL LABELING

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

DXIMOST 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): 020612/S-014

Supplement Approval Date: 11/2/2018

Proprietary Name: Lidoderm®

Established Name: lidocaine patch

Description of Supplement:

This supplemental new drug application provides for revisions to the labeling for LIDODERM consistent with our May 21,
2018, Safety Labeling Change Notification letter.

[CIMOST RECENTLY APPROVED ANDA MODEL LABELING
ANDA#/Supplementi# (S-000 if original): Click here o enter text.
Supplement Approval Date: Click here fo enter fext.
Proprietary Name: Click here to enter text.

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

[C] TEMPLATE (e.g., BPCA, PREA, Carve-out): Click here to enter text.
[] 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 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
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Reviewer Comments: Applicant revised labeling to be in accordance with RLD, NDA 020612/S-014
approved 11/2/2018. Changes are acceptable.

Post-approval comments (can be send out on 1% labeling revision if still applicable).
PRESCRIBING INFORMATION
Remove the “Pregnancy Category B” per the Pregnancy and Lactation Labeling Rule (79 FR 72064).

3.3 MODEL CONTAINER LLABELS
Model container/carton/blister labels [Source: DARRTS S-012 approval letter]

NDC 63481-687-01

lidoderm

LIDOCAINE PATCH 5%

_____
,,,,,,

® endo
promoceceh

Manufactured for: Endo Pharmaceuticals Inc., Malvern, PA 19355
Manufactured by: Teikoku Seiyaku Co., Ltd., Sanbonmatsu, Kagawa 769-2695, Japan
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3.4 UNITED STATES PHARMACOPEIA (USP)
The USP was searched on 3/16/2020.

Table 2: United States Pharmacopeia (USP)
Monograph Title Packaging and Storage/Labeling
YES or NO Date (NA if no monograph) Statements
ograp (NA if no monograph)
Currently Official No Click here to enter text. Click here to enter text.
Click here to enter
Click here to the date when the . .
Not Yet Official enter fext monograph becomes Click here to enter text. Click here to enter text.
official.
Reviewer Assessment:

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

Reviewer Comments:
Click here to enter text.
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3.5 PATENTS AND EXCLUSIVITIES

The Orange Book was searched on 3/16/2020.

Table 3 provides Orange Book patents for the Model Labeling Click here to enter NDA number 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

rrua:t;‘etr E:?::‘iton UsPeath:ie Patent Use Code Definition Ce:iaﬁtz:ttion Patent Cert | (enter Carve-out

P Submission or None)
Click here to
enter text.
Reviewer Assessment:
| Is the applicant’s “patent carve out” acceptable? NA

Reviewer Comments:

Click here to enter text.

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 - —n Exclusivity o
Code Expiration Exclusivity Code Definition Statement Exclu'sw.ny (enter Carve-out
Submission or None)
Click here to
enter text.
Reviewer Assessment:

| Is the applicant’s

e

exclusivity carve out” acceptable? NA

Reviewer Comments:

Click here to enter text.

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

nactive ingredients: purified water, glycerin,

rbitol, polyacrylic acid, sodium
carboxymethylcellulose, sodium polyacrylate,
propylene glycol, urea, kaolin, tartaric acid,
gelatin, polyvinyl alcohol, dihydroxyaluminum
aminoacetate, disodium edetate, methylparaben
and propylparaben.

inactive ingredients: purified water, glycerin,

rbitol, polyacrylic acid, sodium
icarboxymethylicellulose, sodium polyacrylate,
propylene glycol, urea, kaolin, tartaric acid,
gelatin, polyvinyl alcohol, dihydroxyaluminum
laminoacetate, edetate disodium, methylparaben,
and propylparaben.

No changes

Table 6: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products

Previous Labeling Review Currently Proposed Assessment
| idocaine patch 5% is available as the following: Lidocaine patch 5% is available as the following: No changes
Carton of 30 patches...... NDC 42858-118-30 [Carton of 30 patches............. NDC 42858-118-30
packaged in individual child-resistant packaged in individual child-resistant envelopes)
envelopes)
Table 7: Manufacturer/Distributor/Packer Statements
Previous Labeling Review Currently Proposed Assessment
arketed by: Marketed by: No changes
hodes Pharmaceuticals L.P Rhodes Pharmaceuticals L.P.
oventry, R1 02816 Coventry, Rl 02816, USA
anufactured by: Manufactured by:

ltergon Italia Srl, Morra de Sanctis
vellino 83040, Italy

Altergon Italia Srl
Zona Industriale AS|, Morra de Sanctis
fAvellino, 83040, Italy

3. MMENT N

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

DCR):

TS FOR OTHER DI

IPLINE

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:

From CMC review finalized 3/3/2020
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LABELING

{For ANDA only}

R Regional Information

1.14 Labeling
Labeling & Package Insert
DESCRIPTION section

Is the information accurate? D{ Yes [ | No
If “No,” explain.

Is the drug product subject of a USP monograph? [_] Yes No
If “Yes,” state if labeling needs a special USP statement in the Description. (e.g., USP test
pending. Meets USP assay test 2. Meets USP organic impurities test 3.)

Note: If there is a potential that USP statement needs to be added or modified in the
Description, alert the labeling reviewer.

HOW SUPPLIED section

i) Is the information accurate? |X] Yes D No

If “No,” explain.

ii) Are the storage conditions acceptable? [X] Yes D No

If “No,” explain.

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

Did the applicant provide quality data to support in-use conditions (e.g. diluent compatibility
studies)? [_]Yes [ INo [IN/A

If “No,” explain.
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Is tamper evident feature provided in the container/closure? [ |Yes [ |No

If “No,” explain.

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

ANDA Strength

Length (mm)

Imprint Code

Describe issue(s) sent to and/or received from the OGD Labeling Reviewer:

None

List of Deficiencies:

N/A

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 Sub_mlssmn Recommendation
Received Date
Container (patch) Final 1 patch 1/23/2017 Satisfactory
Patch envelope Final 1 envelope containing 1 patch 1/23/2017 Satisfactory
Carton Final 30 patches (1 patch per 112312017 Satisfactory
envelope)
(Other - specify) Choose an item. Click here to enter text. ek hf;itto nier | ek hféitto enter
Table 9 Review Summary of Prescribing Information and Patient Labeling
Final or Draft or NA Revision Date and/or Code Sub.m Ission Recommendation
Received Date
Prescribing Information Draft 1/2019 2/27/2020 Satisfactory
Medication Guide Choose an item. Click here to enter text. Click h?;itto enter | Click h«ta;)e(tto enter
Patient Information Choose an item. Click here to enter text. Click h?;)e(tto enter | Click hi;)e(tto enter
SPL Data Elements Click here to enter text. Click h?;itto enter | Click hf;itto oier
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**%* A ocument conta n propr etary nformat ont at cannot be relea e tot e publ c.**AVA!

L BELING REVIEWA

Division of Labeling Review A
Office of Regulatory Operations A

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

Date of A Revew | 2/27/2017 A

ND ANumber( ) | 209190 A

Rev ew Number | 2 A

ppl cant Name ARhodes Pharmaceuticals L.P. A

E fabl Ae Name & Strengt () | Lidocaine Patch 5% A

Propo e Propr etary Name | NA A

Submi An Rece ve Date | 1/23/2017 A

Label ng Rev ewer | Rita Lindie A

Label ng eam Lea Ar | Theresa Liu A

Rev ew Conclu An A
[ ] ACCEPTABLE —No Comments. A
X ACCEPTABLE — Include Post Aphroval Comments A

[] Minor Deficiency* — Refer to Labeling Deficiencies and Comments for the Letter to Apflicant. |A

*Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily A
Correctable Deficiency if all other OGD reviews are acceptable. Otherwise, the labeling minor deficiencies will be included |A
in the Complete Response (CR) letter to the applicant. A

[ ] On Policy Alert List A
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1g ING COMMENTS g

11 Lg INGD gFICI NCI S ND COMMENTS FOR gTT gRTO PP dCgNT g

abelin Deficiencies determined on (add date) based on your submission(s) dated (add date): g

1. GENERAL COMMENTS g
Comment g

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

(98]

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

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

However, prior to the submission of your amendment, please check labeling resources, including g
DRUGS@FDA, the electronic Orange Bagk and the NF-USP online, for recent updates and make any g
necessary revisions to your labels and labeling. g

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or wegkly updates of new g
documents posted on the CDER web site at the following address — g

http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 g

12 COMMENTS FOR gTT eRTO PP dC gNT WHgN ¢ INGIS CCgPTg

The Division of Labeling has no further questions/comments at this time based on your labeling submission (s) g
dated (add date) g

13 POST PPROVg R gVISIONS g

These comments will NOT be sent to the applicants at this time. g
These comments will be addressed post approval (in the first labeling supplement review). g
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1R ENVELOPE i
Please add the ND i number to the top th rd port on of the pr nc pal d splay panel per 21 FR 1
207 35(b)(3) 1
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2. PRh SLABH. NGRh W.DhF ChNChS,F RM’'SRIhSPN S hANDRh  WER’S h
ASS ISSMENT h

Int is section, we include any previous labeling review deficiencies, t e firm’s response and reviewer’s h
assessment to firm’s response as well as any new deficiencies found in t is cycle. Include t e previous review h

cycle and t e review’s submission date(s) [e.g. “T e below comments are from t e labeling review C3 based on h
t e 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 4/14/16.

1. GENERAL COMMENTS
Include the country of origin on all your labeling pieces.

2. PATCH LABEL
We note that final printed labeling (FPL) for the patch was not submitted for this application.
Please ensure to include the established name and strength of the drug product, Lidocaine Patch
5%, on the patch when submitting FPL of the patch.

3. PATCH ENVELOPE

a. Please ensure that the dotted line for cutting is only present on the top (as one single straight
line), as opposed to along all four sides.

b. We recommend revising the presentation of the established name from all upper case letters to
title case (i.e., Established Name) to improve its readability.

c. Relocate “Rx Only” symbol and net quantity statement to the lower portion of principal display
panel and remove the bold facetype.

d. Revise “DOSAGE” to read as ® @

e. Add the following statement to appear in conjunction with the storage statement: “[see USP
Controlled Room Temperature]”.

4. CARTON LABELING
See applicable patch envelope comments.

5. PRESCRIBING INFORMATION
Please replace the abbreviation [7®® with “mcg” for clarity.

6. STRUCTURED PRODUCT LABELING (SPL)
Revise the list of the inactive ingredients to reflect the list of the inactive ingredients in your
package insert and consistent with your submission.

Applicant responded to all of the above comments. Per applicant, “please note that the dotted line for cutting
will only be present on the top as one single straight line per FDA Easily Correctable Deficiency comment,
Labeling: (3) (a) Patch Envelope. The light dotted lines, shown on the label, are for die line purposes to show
the layout of the envelope heat seal to the back panel.”

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.
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Comments to applicant:
- Please add the NDC number to the top third portion of the principal display panel per 21 CFR 207.35(b)(3).

2.2 ADDITIONAL BACKGR D 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].

Reviewer Comments:
NA to enter text.

3. LABELING RE INFORMATION AND REVIEWER ASSESSMENT

3.1 REGULATORY INFORMATION

Are there any pending issues in DLR's SharePoint Drug Facts? NO
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 QGD’s SharePoint? NO

If Yes, please explain.
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DEL PRESCRIBING INFReA TINee

Tabl 1: Revi w Mod ¢ Lab ¢ing for Pr scribing Information and Pati nt Lab éing e
(Ch €k th ebox us e as th eMod ¢ Lab ding) e

>XIMOST RECENTLY APPROVED NDA MODEL LABELING e

(If NDA s listed in the discontinued section of the Orange Book, also enter ANDA model labeling e
information.) e

NDA# /Suppl ment# (S-000 if original): 020612/S-012 e
Suppl ment Approval Dat : 1/7/2015 e

Propri tary Name: Lidoderm®e

Establish @ Name: lidocaine patch e

D escription of Suppl ment: e

This supplemental application, submitted as a “Changes Being Effected in 30 days” supplement, e
provides for the addition of the statements “Lidoderm may not stick if it is wet. Avoid contact with water
such as bathing, swimming or showering.” to the DOSAGE AND ADMINISTRATION section of the e
Package Insert, Overwrap Envelope, and Carton labeling. e

[ IMOST RECENTLY APPROVED ANDA MODEL LABELING e
ANDA#/Suppl ment# (S-000 if original): NA to enter text. e
Suppl ment Approval Dat : NA to enter text. e
Propri tary Name: NA to enter text. e
Establish @ Name: NA to enter text. e

D escription of Suppl ment: e

[ ] TEMPLATE ( .g., BPCA, PREA, Carv eout): NA to enter text. e

[ ] OTHER (D escrib &: eNA to enter text. e

Reviewer Assessment: e

Is the Prescribing Information same as the model labeling, except for differences allowed under e
21 CFR 314.94(a)(8)? YES e

Are the specific requirements for format met under 21 CFR 201.57(new) or 201.80(0ld)? YES e
Does the Model Labeling have combined insert labeling for multiple dosage forms? NO e

Reviewer Comments: Acgeptable e
NA to enter text. e

DEL CE¥ TAINER LABELS e
o del container/carton/blister labels [Source: DARRTS S-012 approval letter e
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_.__%.(_ _____________________________________

Cut along dotted line

NDC 63481-687-01

lidoderm

LIDOCAINE PATCH 5%

®endo,

an ende intermalianal campany

Manufactured for: Ende Pharmaceuticals Inc., Malvern, PA 19355
Manufactured by: Teikoku Seiyaku Co., Ltd., Sanbonmatsu, Kagawa 769-2695, Japan
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3c TED STATES PHARMACOPE A ( SP) & PHARMACOPE A FORc M (PF) ¢

We sear hed the USP and PF to determine if the drug produ t under review is the subje t of a USP monograph ¢
or proposed USP monograph. ¢

Table 2: USP and PF Search Results ¢
Date ¢ Monograph ¢ Monograph Title c Packaging and Storage/Labeling ¢
Searched ¢ ?YESor (NA if no monograph) ¢ Statements ¢
NO ¢ (NA if no monograph) ¢
U—PSCC 3/8/2017 ¢ No ¢ NA to enter text. ¢ NA to enter text. ¢
PF g 3/1/2017 ¢ No ¢ NA to enter text. ¢ NA to enter text. ¢

Reviewer Comments: ¢
NA to enter text. ¢

35 PATE cTSACDEXCL S VTESc

The Orange Book was sear hed on 3/1/2017. ¢
Table 3 provides Orange Baok patents for the Model Labeling NDA 020612 and ANDA patent ertifi ations. ¢

(For appli ations that have no patents, N/A is entered in the patent number olumn) c¢

Table 3: Impact of Model Labeling Patents on ANDA Labeling c

Date of [ I'I?:):::tg o ¢
Patent ¢ Patent ¢
Patent ¢ Pa!ten_t q Patent ¢ Patent Use Code Definition ¢ Certificatio|c Cert ¢ “(enter 9
Number ¢ Expiration tUse Code |c . Carve- ¢
nc Submissio|c ”
nec out’ or ¢
“None”) ¢
NA to enter| ¢
text. ¢
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r Ass Ssm aifrr t

Is the applicant’s “patent ca ve out” acceptable? NA r

Reviewer Comments:
NA to ente text.

r

r

Table 4 p ovides O ange Baok exclusivities fo the Model Labeling and ANDA exclusivity statements.
Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling r
Labeling |r
Date of | Impact r
Exclusivity| Exclusivity | r . L Exclusivity r |[Exclusivity| r(enter
Code r | Expiration Exclusivity Code Definition r Statement r |Submissio|r “Carve- 1
nr out”or
“None”) |
NA to enter| r
text. r

rAss ssmaite r

Is the applicant’s “exclusivity ca ve out” acceptable? NA r

Reviewer Comments:
NA to ente text.

r

r

4. DESCRIPTION, HOW SUPPLIED AND MANUFACTURED BY STATEMENT r

Tables 5, 6, and 7 desc ibe any changes in the inactive ing edients, dosage fo m desc iption, package sizes, and
manufactu e /dist ibuto /packe statements of the P esc ibing Info mation o D ug Facts fo OTC p oducts
when compa ed to the p evious labeling eview.

T
r
T

r Ass Ssm aifrr t

A e the e changes to the inactives in the DESCRIPTION section o Inactive Ing edients (OTC)? NO r

A e the e changes to the dosage fo m desc iption(s) o package size(s) in HOW SUPPLIED o package size(s) 1
fo OTC? NOr

A e the e changes to the manufactu e /dist ibuto /packe statements? YES r

If yes, then comment below in Tables 5,6, and 7. r

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

Previous Labeling Review r
Each adhesive patch contains 700 mg

Currently Proposed r Assessment r

iEach adhesive patch contains 700 mg

of lidocaine (50 mg per gram adhesive)
in an aqueous base. It also contains the
following inactive ingredients: purified r
water, sorbitol, glycerin, polyacrylic acid,
sodium carboxymethylcellulose, r
propylene glycol, sodium polyacrylate,
urea, kaolin, tartaric acid, gelatin, r
polyvinyl alcohol, dihydroxyaluminum r
aminoacetate, disodium edetate, r

of lidocaine (50 mg per gram adhesive)
in an aqueous base. It also contains the
following inactive ingredients: purified
water, glycerin, sorbitol, polyacrylic acid,
sodium carboxymethylcellulose, sodium
polyacrylate, propylene glycol, urea, r
kaolin, tartaric acid, gelatin, polyvinyl r
alcohol, dihydroxyaluminum r
aminoacetate, disodium edetate, r

methylparaben and propylparaben. r

methylparaben and propylparaben. r

1|

No changes r
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6: Comp Irison of HOW SUPPL ED S Iction or P Ick lging Siz s for O TCIProducts |

NDC 42858-118-30 |
(packaged in individual child-resistant
envelopes) |

I NDC 42858-118-30 |
(packaged in individual child-resistant
envelopes) |

Pr viousL 1l ingRIvi wli Curr nty Propos d | Ass bsment |
Lidocaine patch 5% is available as the Lidocaine patch 5% is available as the |
following: | following: |
Carton of 30 | Carton of 30 1
patches. ... patches. ...

No changes |

Manluf ctur r/Distri utor/P Ick r St t ments |

Pr viousL1l ingRIvi wl

Curr nty Propos d |

Ass ssment |

Marketed by: 1
Rhodes Pharmaceuticals L.P 1|
Coventry, R1 02816 |

Marketed by: |

Rhodes Pharmaceuticals L.P |
Coventry, R1 02816 |
Manufactured by: |

Altergon ltalia Srl, Morra de |
Sanctis Avellino 83040, Italy |

Updated to include “manufactured by”
information as requested by Agency. |

5. COMMENTS FOR CHEMISTRY REVIEWER |

Describe issue(s) sent to and/or received from the chemistry (also known as drug product quality) reviewer: |

Reviewer Comments: |
NA to enter text. |

6. COMMENTS FOR OTHER REVIEW DISCIPLINES |

Describe questions/issue(s) sent to and/or received from other discipline reviewer(s): |

Reviewer Comments: |

7. 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. |

8: RIlvi w Summarly of Cont in IrL | ndClirtonL 1 ingl
Fin | or Dr ftor |l P Ick gina Siz s | Su Imission 1 RIlcommenrd Lti
NA | aing Rlc iv dDIt | on |
Cont in Ir (p kch) | Final | 1 patch | 1/23/2017 1| Satisfactory |
Pltch nv lop I F inal I 1enve'°ppeat°§h”tf"”'”91 ' 12320171 | satisfactory |
Bist r | Choose an item. | NA to enter text. | NA ttgxi:ntler : NA to enter text.
Cirton 1 I Final | 30 patches (1 patch per 1} 4535017 | | satisfactory |
envelope) |
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r—sp mify) m Choose an item. r+ NA to enter text. m NA:gX?nt;r M NA to enter text. |m
Tabl 9 R i w Summary of Pr scribing Informa ion and Pai n Lab iing m
Final or Draf or |m R rision Da mand/or n Submission MR mommendai m
NA m Cod m Rmroiv shDa m on m
Pr scribing m Final m 1/2017 m 1/23/2017 m | Satisfactory m
Informa ion m
Mediva ion Guid m m Choose aniten. nj NA to enter text. m NA,:gxfntz g NA to enter text. m
Pai n Informa ion m mChoose anitem. m NA to enter text. m NA;[;)XTnterznr n NA to enter text. m

SPL Da a El menns m

1/2017 m

1/23/2017 m

Satisfactory m
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Th I i iaysi nedby TheresaLi |

eresa a e: 3/02/2017 10:33:58AM |

LI I GUI :508da70a00028d58911de18a598cda6f |
. i ia ysi ned by Ria Lindie

Ria |

ae: 3/01/2017 11:16:48AM |
H H GUI :53c570830001639fca7572eedfad43b0 |
Lindie |



**%* A ocument conta n propr etary nformat ont at cannot be relea e tot e publ c.**AVA

L BELING REVIEWA

Division of Labeling Review A
Office of Regulatory Operations A

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

Date of A Revew | 1/4/2017 A

ND ANumber( ) | 209190 A

Rev ew Number | 1 A

ppl cant Name ARhodes Pharmaceuticals L.P. A

E tabl Ae Name & Strengt () | Lidocaine Patch 5% A

Propo e Propr etary Name | NA A

Submi An Rece ve Date | 4/14/2016 A

Label ng Rev ewer | Rita Lindie A

Label ng eam Lea Ar | Theresa Liu A

Rev ew Conclu An A

|:| ACCEPTABLE — No Comments A

[ ] ACCEPTABLE — Include Post Approval Comments A

X Minor Deficiency* — Refer to Labeling Deficiencies and Comments for Letter to Aphlicant. A

*Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily Al
Correctable Deficiency if all other OGD reviews are acceptable. Otherwise, the labeling minor deficiencies will be included |A
in the Complete Response (CR) letter to the applicant. A

[ ] On Policy Alert List A
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TD F C® TINTS D

1. D LABELING COMMENTS D

L)

.1 D LABELING EFICIENCIES AN DCOMMENTS FOR LETTER TO APPLICANT D
.2 D POST APPROVAL REVISIONS D

[

™
o

LABELING REVIEW INFORMATION D

2.1 D REGULATORY INFORMATION D

22 D MO [FLLABELING D

2.2.1 D MO [EL PRESCRIBING INFORMATION D

2.2.2 D MO [EL CONTAINER LABELS D

2.3 D UNITE [STATES PHARMACOPEIA (USP) & PHARMACOPEIA FORUM (PF) D
2.4 D  PATENTS AN DEXCLUSIVITIES D

25 D MANUFACTURING FACILITY D

3. D ASBESSMENT OF AN A LABELING AN DLABELS D

31D RX (PRESCRIPTION) RUG PRO UCT D

3.1.1 D RX: PRESCRIBING INFORMATION D

3.1.2 D RX: ME DCATION GUI E D

3.1.3 D RX: OTHER PATIENT LABELING D

3.1.4 D RX:CONTAINER LABEL D

3.1.5 D RX:UNIT OSE BLISTER LABEL D

3.1.6 D RX:CARTON (OUTER OR SECON ARY PACKAGING) LABELING D
32D OTC (OVER THE COUNTER) RUG PRO DJCT D

3.21 D OTC: LABELING THAT INCLU [ES RUGS FACTS INFORMATION D
3.2.2 D OTC: OTHER PATIENT LABELING D

33D CONTAINER/CLOSURE D

34D CALCULATIONS FOR CONTENTS IN LABELING D

35D STRUCTURE [PRO DUCT LABELING (SPL) ATA ELEMENTS D

4. D COMMENTS FOR CHEMISTRY REVIEWER D

5. D COMMENTS FOR OTHER REVIEW ISCIPLINES D

6. D SPECIAL CONSI _ERATIONS D

7. D OVERALL ASBESSMENT OF MATERIALS REVIEWE D
D
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1f ING COMMENTS f

11 LAf ING D fFICI NCI S ND COMMENTS FOR _fTT fRTO PP fIC fNT f
Labeling De iciencies determined on January 5, 2017 based on your submission dated April 14, 2016:

1. GENERAL COMMENTS f
Include the country o origin on all your labeling pieces. f

2. PATCH LABEL f
We note that inal printed labeling (FPL) or the patch was not submitted or this application. f
Please ensure to include the established name and strength o the drug product, Lidocaine Patch
5%, on the patch when submitting FPL o the patch. f

3. PATCH ENVELOPE f

a. Please ensure that the dotted line or cutting is only present on the top (as one single straight f
line), as opposed to along all our sides. f

b. We recommend revising the presentation o the established name rom all upper case letters to f
title case (i.e., Established Name) to improve its readability.

c. Relocate “Rx Only” symbol and net quantity statement to the lower portion o principal display
panel and remove the bold acetype. f

d. Revise “DOSAGE” to read a OO §

e. Add the ollowing statement fo appear in conjunction with the storage statement: “[see USP f
Controlled Room Temperature]”. f

4. CARTON LABELING f
See applicable patch envelope comments. f

5. PRESCRIBING INFORMATION f
Please replace the abbreviations B®® with “mcg” or clarity. f

6. STRUCTURED PRODUCT LABELING (SPL) f
Revise the list o the inactive ingredients to re lect the list o the inactive ingredients in your f
package insert and consistent with your submission. f

Submit your revised labeling electronically. The prescribing in ormation and any patient labeling should re lect
the ull content o the labeling as well as the planned ordering o the content o the labeling. The container label
and any outer packaging should re lect the content as well as an accurate representation o the layout, color, text
size, and style. f

To acilitate review o your next submission, please provide a side-by-side comparison o your proposed f
labeling with your last submitted labeling with all di erences annotated and explained. We also advise that you
only address the de iciencies noted in this communication. f

However, prior to the submission o your amendment, please check labeling resources, including f
DRUGS@FDA, the electronic Orange Babk and the NF-USP online, or recent updates and make any f
necessary revisions to your labels and labeling.

3|Pagef
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I Ee keep ANDA labeli gcu e Ewesugges ha y usubscibe he aily weeklyup aes f ew E
cume Bsp se EheCDHRwebsiea hef Il wi ga Eess— E

h p://se vice.g v elive y.c m/se vice/subsc ibe.h ml?c Fe=USFDA 17 E

1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE E

The Divisi E fLabeli ghas Efu he quesi B/c mme Esa his imebase Ey u labeli gsubmissi Ks) E
aec (a E ae). E

1.3 POST APPROVAL REVISIONS E

These ¢ mme Es will NOT bese E  he applica Ba his ime. E
These ¢ mme Es willbea Eesse p s app Bal (i he fis labeli gsuppleme E eview). E
NA ek ex. E

2. LABELING REVIEW INFORMATIONE

2.1 REGULATORY INFORMATIONE

Has the ANDA beén accepted for filing? YES E

Are there any pending issues in DLR's SharePoint Drug Facts? NO E

If Yes, please explai . E

Is the drug product listed in the Policy Alert Tracker on OGD’s SharePoint? NO E

If Yes, please explai . E

2.2 MODEL LABELINGE

2.2.1 MODEL PRESCRIBING INFORMATION E

Table 1: Review Model Labeling for Prescribing Information and Patient Labeling E
(Check the box used as the Model Labeling) E

X] MOST RECENTLY APPROVED NDA MODEL LABELING E
(If NDA is listed in the discontinued section of the Orange Book, also enter ANDA RLD information.) E
NDA#/Supplement# (S-000 if original): 020612/S-012 E
Supplement Approval Date: 1/7/2015 E
Proprietary Name: Lidoderm®E
Established Name: lidocaine patch E
Description of Supplement: E

This supplemental application, submitted as a “Changes Being Effected in 30 days” supplement, E
provides for the addition of the statements “Lidoderm may not stick if it is wet. Avoid contact with water [E
such as bathing, swimming or showering.” to the DOSAGE AND ADMINISTRATION section of the E
Package Insert, Overwrap Envelope, and Carton labeling. E
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Tt :Rtvi wMod tLt ingforPr scri ingiInformaiopn ndPtin Lt ing t
(Chtk ht oxusd s htModtLt ing) t

[] MOST RECENTLY APPROVED ANDA RLD LABELING t
ANDA#/Supp tment# (S-000 if origin t): NA to enter text. t
Supp tment Approv t Dt : NA to enter text. t
Propri t ry N tme: tNA to enter text. t
Es t ish W N tme: tNA to enter text. t
D tscrip ion of Supp tment: NA to enter text. t

[ ] TEMPLATE ( .g., BPCA, PREA, C trv tou ): NA to enter text. t

[ ] OTHER (D tscri t): NA to enter text. t

2.2.2 MODEL CONTAINER LABELS t
Model container/carton/blister labels (Source: DARRTS S-012 approval letter) t
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_.__%<_ _____________________________________

Cut along dotted line

NDC 63481-687-01

lidoderm

LIDOCAINE PATCH 5%

®endo,

an ende infermaliangl campany

Manufactured for: Endo Pharmaceuticals Inc., Malvern, PA 19355
Manufactured by: Teikoku Seiyaku Co., Ltd., Sanbonmatsu, Kagawa 769-2695, Japan
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2 ¢ TED STATES PHARMACOPE A ( SP) & PHARMACOPE A FORc M (PF) ¢

We sear hed the USP and PF to determine if the drug produ t under review is the subje t of a USP monograph ¢
or proposed USP monograph. ¢

Table 2: USP and PF Search Results ¢
Date ¢ Monograph ¢ Monograph Title c Packaging and Storage/Labeling ¢
Searched ¢ ?YESor (NA if no monograph) ¢ Statements ¢
NO ¢ (NA if no monograph) ¢
USP [ 1/6/2017 ¢ NO ¢ NA to enter text. ¢ NA to enter text. ¢
PF ¢ 1/5/2017 ¢ NO ¢ NA to enter text. ¢ NA to enter text. ¢

24 PATE cTSACDEXCL SV TESc
The Orange Book was sear hed on 1/5/2017. ¢

Table 3 provides Orange Baok patents for the Model Labeling (NDA 020612) and ANDA patent ertifi ations. ¢
(For appli ations that have no patents, N/A is entered in the patent number olumn.) ¢

Table 3: Impact of Model Labeling Patents on ANDA Labeling ¢

Labeling ¢
Date of ¢ Impact ¢
Patent ¢ Patent d Patent c L Patent ¢
Number { Expiration FUse Code [c Patent Use Code Definition ¢ Certification Patent Cert| (enter Carve- |c

Submission C out ¢
or None) ¢

NA to enter| ¢
text. ¢

Table 4 provides Orange Book ex lusivities for the Model Labeling and ANDA ex lusivity statements. ¢

8§|Pagec



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

Labeling
.. .. . Date of Impact
Excgg.:;l;nty EE);(:::,:;Y;? Exclusivity Code Definition Es):ac::::::’ SExclu-s.iv_ity (enter Carve-
ubmission out
or None)
NA to enter
text.

2.5 MANUFACTURING FACILITY

Table 5 provides a description of the drug product manufacturing facility.

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

Name and Address of ANDA
Manufacturer/Distributor/Packer

(cite source as applicable)

Name and Address on ANDA
Prescribing Information

Name and Address on ANDA
Container/Carton

Container (envelope)
Marketed by:

Rhodes Pharmaceuticals L.P
Coventry, Rl 02816

Marketed by:
Rhodes Pharmaceuticals L.P
Coventry, Rl 02816

3.2.P.3

Altergon Italia S.r.l. (Altergon),

Carton

Marketed by:

Rhodes Pharmaceuticals L.P
Coventry, Rl 02816

Zona Industriale A.S.L.
[Morra De Sanctis

Avellino 83040 Ital [e@

3. ASSESSMENT OF ANDA LABELING AND LABELS

The results for each material reviewed in this section provide the basis for the labeling comments to the
applicant.

Is this product Rx or OTC? Please check one.

X Rx Product (If Rx, skip 3.2 OTC DRUG PRODUCT and go to 3.3 CONTAINER/CLOSURE).)
[] OTC Product (If OTC, skip 3.1 RX DRUG PRODUCT and go to 3.3 CONTAINER/CLOSURE)

3.1 RX (PRESCRIPTI DR PRODUCT

3.1.1 RX: PRESCRIBING INFORMATION

Reviewer Assessment:

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

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

Is the established name for this ANDA acceptable? YES

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

Are the required USP recommendations reflected in the labeling? NA

Is the applicant’s “patent carve out” acceptable? NA
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Is the applicant’s “exclusivity carve out” acceptable? NA
Is the Manufacturer statement acceptable? NO

Reviewer Comments:

Comments to applicant:

-Please replace the abbreviations “pg” with “mcg” for clarity.
- Include the country of origin on all your labeling pieces.

3.1.1.1 RX: DESCRIPTION

We reviewed the DESCRIPTION section for accuracy (with input from the chemistry review, if appropriate)
and acceptability from Labeling perspective. We compared the list of inactive ingredients contained in this
product to those contained in the Model Labeling.

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

Model Labeling Inactive Ingredients ANDA Labeling Inactive Ingredients
inactive ingredients: dihydroxyaluminum aminoacetate, inactive ingredients: purified water, sorbitol, glycerin,
disodium edetate, gelatin, glycerin, kaolin, methylparaben, | polyacrylic acid, sodium carboxymethylcellulose, propylene
polyacrylic acid, polyvinyl alcohol, propylene glycol, glycol, sodium polyacrylate, urea, kaolin, tartaric acid,
propylparaben, sodium carboxymethylcellulose, sodium gelatin, polyvinyl alcohol, dihydroxyaluminum
polyacrylate, Dsorbitol, tartaric acid, and urea. aminoacetate, disodium edetate, methylparaben and

propylparaben.

Reviewer Assessment:

Does the chemistry review follow the Chemistry/Labeling Memorandum of Understanding (MOU)?
YES, chemistry review pending

(Note: The MOU became effective on November 1, 2014. MOU does not apply to amendment reviews for
ANDAs originally reviewed before November 1, 2014.)

If the chemistry review follows the MOU, labeling reviewer is not responsible for reviewing for accuracy of the
DESCRIPTION section for chemical properties, system components of the drug product, etc. Please refer to
the MOU, Appendix A, DESCRIPTION section for delineation of responsibilities. If chemistry review does
NOT follow the MOU, labeling reviewer will follow the traditional review approach of reviewing the entire
DESCRIPTION section.)

Are the inactive ingredients information consistent with “Components and Composition” information as
provided in Module 3.2.P.1? (If Chemistry follows the MOU, refer to the Labeling section of Chemistry
review.) YES

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 (See comment
under Section 4)

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

Reviewer Comments: Acceptable
NA to enter text.

3.1.1.2 RX: HOW SUPPLIED/STORAGE AND HANDLING

We compared the descriptions of the model product to the ANDA finished product. Product differences, such
as scoring configuration and storage conditions, are highlighted in Table 7 and will be referred to the
appropriate review discipline for evaluation.
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Table 7: Comparison of Model Labeling to ANDA Labeling f

LIDODERM (lidocaine patch 5%) is available as the following: f

Carton of 30 patches, packaged into individual child-resistant envelopes NDC 63481- f
687-06 Store at 25°C (77°F); excursions permitted to 150-300C (590-860F). [See USP | f
Controlled Room f
Temperature]. f

Model f
Labeling f

Lidocaine patch 5% is available as the following: f

Carton of 30 patChes. ... NDC f
ANDA f 42858-118-30 f

Labeling f (packaged in individual child-resistant envelopes) f

Store at 25°C (77°F); excursions permitted to 15° to 30°C (59° to 86°F). [See USP f
Controlled Room Temperature]. f

Rf Ass ssm aatt

Does the chemistry review ollow the Chemistry/Labeling MOU? YES, chemistry review pending f

I the chemistry review does NOT ollow the MOU, is the description (scoring, color and imprint) o the f
inished product in the HOW SUPPLIED section consistent with the in ormation in Module 3.2.P.5.1 or Drug

Product Speci ication? NA f

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

Is there any di erence in scoring con iguration between the ANDA and the Model Labeling? NA f

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

I the packaging con iguration is di erent than the Model Labeling, does it require addition or deletiono  f

labeling statements? NA f

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

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

Reviewer Comments: Acceptable f

3.1.2 RX: MEDICATION GUIDE f

Is Medication Guide required? NO f
I YES go to Reviewer Assessment below, i NO go to section 3.1.3. f

Rf Ass Ssm aatt

Was Medication Guide submitted? NA f

Is the Medication Guide same as the model labeling, except or allowable di erences? NA f
Does the Medication Guide meet the requirements o 21 CFR 208.20? NA f

Has the Applicant committed to provide a su ficient number o medication guides? NA f

Is the phonetic spelling o the proprietary or established name present? NA f

Is FDA 1-800-FDA-1088 phone number included? NA f

Reviewer Comments: f
NA to enter text. f

3.1.3 RX: OTHER PATIENT LABELING f

Are other patient labeling required? NO f
I YES go to Reviewer Assessment below, 1 NO go to section 3.1.4. f

Rf Ass ssm aatt

Was other patient labeling submitted? NA  f
Is the patient labeling the same as the model labeling, except or allowable di erences? NA f

Reviewer Comments: f
NA to enter text. f
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3.14 RX: CONTAINER LABEL

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

We evaluated the container labels for the inclusion of all required statements and safety considerations.

Reviewer Assessment:

Is the established name acceptable? YES
Is title case used in expressing the established name? NO
Does labeling comply with Tall Man lettering recommendations found on FDA webpage? NA
Is container label too small to contain all required information? NO If yes, does the container meet the “too
small” exemption found in 21 CFR 201.10(1)? 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): YES
Warnings (if any) or cautionary statements (if any): NA
Medication Guide Pharmacist instructions per 21 CFR 208.24(d): NA
Controlled substance symbol: NA
Usual Dosage statement: YES
Product strength equivalency statement: NA
NDC: YES
Bar code per 21 CFR 201.25(c)(2): YES
Is the Manufacturer/Distributor/Packager statement acceptable? YES
For foreign manufacturers, does the labeling have the country of origin? NO
Are the required USP recommendations reflected on the label(s)? NA
Is the storage or dispensing statement consistent with the How Supplied section of the insert? YES
Does any inactive ingredient require special warnings, precautions, or labeling statements? NA
Are multiple strengths differentiated by use of different color or other acceptable means? NA
Are the labels of related products differentiated to avoid selection errors? NA
Does the ANDA require the same color coding as the Model Labeling? NO
Are the requirements of 21 CFR 201.15 met for all required label statements? YES
Are the requirements of 21 CFR 201.100 met for all required label statements? YES

Reviewer Comments:

Comments to applicant:

-We note that final printed labeling (FPL) for the patch was not submitted for this application. Please ensure to
include the established name and strength of the drug product, Lidocaine Patch 5%, on the patch when
submitting FPL of the patch.

- Please ensure that the dotted line for cutting is only present on the top (as one single straight line), as opposed
to along all four sides.

-We recommend revising the presentation of the established name from all upper case letters to title case (i.e.,
Established Name) to improve its readability.

-Relocate “Rx Only” symbol and net quantity statement to the lower portion of principal display panel and
remove the bold facetype.

-Revise “DOSAGE” to read as ® @y

- Add the following statement to appear in conjunction with the storage statement: “[see USP Controlled Room
Temperature]”.

-Include the country of origin.

3.1.4.1 RX: CONTAINER LABEL FOR PARENTERAL SOLUTIONS
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btai er f rpare teral luti B NOb
fYESg t Reviewer Abe me t el w,if NOg t e ti b3.142. b

Reviewer Assessment: b

the pr du t tre gthexpre eda t tal qua titypert talv lumef 1l wed ythe b e trati per milliliter Y

(mL),a de i edi the USP, Ge eral Chapter <1> je ti B NA b

fv lumei le btha 1mL,1 tre gthperfra ti b familliliterthe Hyexpre b b f tre gth? NA b
the qua tity rpr p rti b falli a tivei gredie t li ted bla ela requiredu der 21 CFR b

201.100( )(5)(i1)? NA b

Reviewer Comments: b
NAt e tertext. b
3.1.4.2 RX: CONTAINER LABEL FOR SOLID INJECTABLE b

btai erf r lidi je ta le ( thertha Pharma y Bulk Pa kage)? NO b
fYESg t Reviewer Abe tme t el w,if NOg t e ti b3.143. b

Reviewer Assessment: b

the tre gthi terms bthet talamarlt fdrugper vial? NA b
Arei Wru ti b frre b tituti ba dreultat b e trati bpr vided, if pa e permit ? NA b
the qua tity rpr p rti b falli a tivei gredie t li ted bla ela requiredu der 21 CFR b
201.100( )(5)(i1)? NA b

Reviewer Comments: b
NAt e tertext. b

3.1.4.3 RX: CONTAINER LABEL FOR PHARMACY BULK PACKAGED

btai er a Pharma y Bulk Pa kage (pare teral preparati b f r admixture )? NOb
fYESg t Reviewer Abe bme t el w,if NOg t e ti b3.1.5. b

Reviewer Assessment: b

the tre gthi terms bthet talamartt fdrug per vial? NAb
thereapr mi e t, txed de larati breadi g “Pharma y Bulk Pa kage—N tf rDiret fui B> bthe b
pri ipal di playpa el f Il wi gtheexpre b b f tre gth? NA b
Dk the btai erla eli Hude graduati bmark ? NA b
Arei Wru ti b frre b tituti ba dreultat b e trati bpr vided, if pa e permit ? NA b
Dk la el btai therequiredi f rmati b bpr pera epti te h iquei Hudi gtime framei whi hthe b
tai ermay eued beitha de e tered? NA b
the qua tity rpr p rti b fall1 a tivei gredie t li ted bla ela requiredu der 21 CFR b

201.100( )(5)(iii)? NA b

Reviewer Comments: b
NAt e tertext. b
3.1.5 RX: UNIT DOSE BLISTER LABEL b

btai eraUhtD be Bli ter Pa k? NOb
fYESg t Reviewer Abe bme t el w,if NOg t e ti b3.1.6. b

Reviewer Assessment: b

Dt eah literi Hude Hy ted bageu it(e.g., teta let, & ap ule)? NAb
D bpr prietary ame, e ta li hed ame, tre gth, ar lle,a d ma ufa turer appear a turately bea h 1i ter 1

)

ell? NAb

Reviewer Comments: b
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NA to enter text.

3.1.6 RX: CARTON TER OR SECONDARY PACKAGING) LABELIN

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

Reviewer Assessment:

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

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

If country of origin is not on Container, does it appear on outer packaging labeling? NO

Reviewer Comments:
Comments to applicant:
-See container label comments.

3.2 T VER THE TER) DR PRODUCT

3.2.1 TC: LABELING THAT INCLUDES DR FACTS INFORMATION

Reviewer Assessment:

Is Drug Facts Labeling format acceptable per 21 CFR 201.66? NA
Does “Questions?” have a toll-free number no less than 6 pt. font size per 21 CFR 201.66(c)(9) or “1-800-FDA-
1088” per 21 CER 201.66 (c)(5)(vii)? NA
Did firm submit a Labeling Format Information Table to evaluate the font size? NA
Is the applicant’s “patent carve out” acceptable? NA
Is the applicant’s “exclusivity carve out” acceptable? NA
Is the established name for this ANDA acceptable? NA
Is title case used in expressing the established name? NA
Are established name (proprietary name, if applicable) and strength the most prominent information on the
Principal Display Panel? NA
Is the following information properly displayed?
Pharmacological category: NA
Net quantity statement: NA
Route(s) of administration (other than oral): NA
Warnings (if any) or cautionary statements (if any): NA
NDC: NA
Bar code per 21 CFR 201.25(c)(2): NA
Is the Manufacturer/Distributor/Packager statement acceptable? NA
For foreign manufacturers, does the labeling have the country of origin? NA
Are the required USP recommendations reflected in the labeling? NA
Is the storage statement acceptable? NA
Does any inactive ingredient require special warnings, precautions, or labeling statements? NA
Are multiple strengths differentiated by use of different color or other acceptable means? NA
Are the labels of related products differentiated to avoid selection errors? NA

Reviewer Comments:
NA to enter text.

3.2.1.1 OTC: INACTIVE INGREDIENTS COMPARISON

We compared the list of inactive ingredients contained in this product to those contained in the Model Labeling.

14|Page




8: Comp Rison of In tiv Angr di nts Cont in B in Mod P roduct nd ANDA D Bcription S Rtion P

Mod PL P ing In Rtiv AHngr di nts P ANDA In Rtiv Angr di nts P

NA to enter text. P NA to enter text. P

Reviewer Assessment: P

Are the inactive ingredients information consistent with “Components and Composition” information as P
provided in Module 3.2.P.1? NA P

Are the inactive ingredients listed in alphabetical order? NO P

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

Does any inactive ingredient require special warnings, precautions, or labeling statements? NA P

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

Reviewer Comments: P
NA to enter text. P

3.2.1.2 OTC: HOW SUPPLIED AND STORAGE INFORMATIONP

We compared the descriptions of the model product to the ANDA finished product. Product differences, such P
as scoring configuration and storage conditions, are highlighted in Table 9 and will be referred to the P
appropriate review discipline for evaluation. P

9: Comp Rison of Mod PL P ing to ANDA finish © product P

D Bcription of Finish roduct (Source: NA to enter text.) P

NA to enter text. P

Mod PL P ing P ck B PConfigur tions (Source: NA to enter text.) P

NA to enter text. P

Stor g PConditions (Source: NA to enter text.) P
NA to enter text. P

D Bcription of Finish roduct (Source: NA to enter text.) P

NA to enter text. P

ANDA P ck B PConfigur tions (Source: NA to enter text.) P

NA to enter text. P

Stor g PConditions (Source: NA to enter text.) P
NA to enter text. P

Reviewer Assessment: P

\%J

Is the description (scoring, color and imprint) of the finished product consistent with the Drug Product Quality |
submission? NA P

Is there any difference in scoring configuration betwd@n the ANDA and the Model Labeling? NA P

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

15|PageP



e ackaging con iguraionisdi eren an e Model Labeling, doesi require addi ion or dele iono A
labeling s a emen s? N A
s esoragesaemen acce AbleascommrAd o e Model Labeling? N A
s esoragesaemen acce Able as commrAd o USP? N A

Reviewer Comments: A
NA oener ex. A

3.2.2 OTC: PATIENT LABELING A

s aien labeling required? N
YES go o Reviewer Assessmen below,i NO go o secion3.3. A

Reviewer Assessment: A

Was aien labeling submi ed? N A
s e aien labeling esameas e modellabeling, exce Aor allowable di erences? N A

Reviewer Comments: A
NA oener ex. A

3.3 CONTAINER/CLOSURE A

We evalua ed e con ainer/closure sysemo is roduc o deerminei s ecial ¢ ild-resis an ackagingis A

required based on ackaging con igura ion. AdAi ionally, we evaluaed o Aras ecso e con ainer closure A
a relae o edosage orm, roduc ormulaion, and roduc class. Below isadescri iono ¢ A

con ainer/closure or e ANDA roduc. A

Reviewer Assessment: A

Describe con ainer closure (e.g., 30s CRC, 100s non-CRC) and ci e source o in orma ion in Reviewer A
Comments ex box. A

Does ¢ con ainer require a ¢ ild-resis an closure (CRC) as described in e Poison Preven ion Ac and A

regula ions? YES A

Are e am prAviden requiremen s me or OTC and Con rolled Subs ances? ( quali y review ollows e A
¢ emis ry-labeling MOU, ob ain answer rom A Aendix D o ¢ emis ry review; i quali y review doesno A
ollow e MOU, labeling reviewer is res onsible or assessing or am perAvidence) N A

For ophthalmic products: A
Does iso A almic roduc ca colormac AAmerican Academy o O A almology (AAO) ackaging A
color-coding sc eme? N A

For parenteral products: A
s ere ex onA e caA/ errulAdArsed o A is injechable Roduc 7 NA A
YES, does ex com fdyAwi e recommenda ions in USP General C A Ar<1>? N A
WhaAs eca color? NA to enter text. A
NOTE: Black closure system is prohibited, except for Potassium Chloride for Injection Concentrate. A

Reviewer Comments: A
From 3.2.P.7 QOS: A

1 Page has been withheld in full
as b4 (CCI/TS) immediately
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34 CALCULATIONS FOR CONTENTS IN LABELING

Is calculation of ingredient(s) required? NO
If YES, go to Table 10 and Reviewer Assessment below, if NO go to section 3.5.

We verified the calculation on the following content.

Table 10: Ingredients

Ingredient Stated Content Location of the Information
NA to enter text. NA to enter text. NA to enter text.

(Note: For Rx products, if chemistry review follows the MOU, chemistry reviewer will verify the accuracy of
the active and inactive ingredient amount(s) if information is in the DESCRIPTION and HOW SUPPLIED
sections for all products, and additionally, DOSAGE AND ADMINISTRATION section for parenteral
products. See Chemistry-Labeling MOU, Appendix A, Miscellaneous section for discussion on calculations.)

Reviewer Assessment:

Does the chemistry review follow the Chemistry/Labeling MOU? NA
Are the stated contents in the table above acceptable? NA
Aluminum content in small volume parenterals, large volume parenterals, and pharmacy bulk packages, which
are used in TPNs, need to be in the labeling per 21 CER 201.323.
Did the chemistry reviewer verify the aluminum content? NA
Are the labeling requirements met per 21 CFR 201.323? NA

Reviewer Comments:
NA to enter text.

3.5 STRUCT D PRODUCT LABELIN PL) DATA ELEMENT
Was SPL submitted? YES
We evaluated the SPL data elements to ensure they are consistent with the information submitted in the ANDA.

Table 11: ANDA Tablet/Capsule Size and Imprint

Tablet/Capsule ANDA Tablet/Capsule Size (mm) and ANDA Tablet/Capsule Size (mm) and imprint
Strength imprint code from SPL code
(Cite source of information such as the
chemistry review that follows the MOU,
Product Specification in 3.2.P.5.1,
Commercial Batch Record in 3.2.P.3.3. etc.)

NA to enter text. NA to enter text. NA to enter text.

Reviewer Assessment:

For solid oral dosage forms: Do size and imprint code from the SPL data elements match the information
provided in the quality submission? NA

Are all the other data elements (strength, inactive ingredients, product characteristics, packaging etc.) consistent
with the information submitted in the ANDA labeling? NO

Reviewer Comments:

Comments to applicant:

-Revise the list of the inactive ingredients to reflect the list of the inactive ingredients in your package insert and
consistent with your submission.
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ME NTSFR HE@ STRY REVIEWER (

Describe issue s) sent to and/or received from the chemistry also known as drug product quality) reviewer: (

5 ( E _NTSFR T(HERREVIEW DIS (IPLINES (

Describe questions/issue s) sent to and/or received from other review discipline reviewer s): (

Reviewer omments: (

6 §_PE (AL N _SIDERATIN S (
NA to enter text. (
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RALL ASS SSMENT F MAT dRIALSRd I WEN d

Tables 12 an 13 provi e a summary of recommen ations for each labeling piece analyze in this review. d

Table 12: Review Summary of Container Label and Carton Labeling

Final or Draft or |d Packaaing Sizes d Submission i Recommendati
NA d ging Received Date on d
Container (Patch d Draft d 1 envelope containing 1 d 4/14/2016 d Revise d
envelope) d patch d
Blister d NA to enter text. |d NA to enter text. d NAtt;)Xi:ntir . NA to enter text.
Carton d d Draft d 30 patches (1 patch per d /145016 ¢ Revise d

envelope) d

(Other — Patch) d

NA to enter text.

d

NA to enter text.

d

NA to enter d|
text. d

NA to enter text.

Table 1

3 Review Summary of Prescribing Information and Patient Labeling d

Final or Draft or |d Revision Date and/or d| Submission i Recommendati
NA d Code d Received Date on d
Prescribing  d Draft d 3/2016 d 4/14/2016 d | Satisfactory d

Information d

Medication Guide d d

| NA to enter text.

d

NA to enter text.

d

NA to enter d
text. d

NA to enter text.

Patient Information d

dNA to enter text.

NA to enter text.

d

NA to enter d
text. d

NA to enter text.

SPL Data Elements d

NA to enter text.

i

3/2016 d

4/14/2016 d

Revise
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ANDA 209190
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Clinical Review of Comparative (Threshold) Analyses
for Drug-Device Combination Products
Division of Clinical Review (DCR)

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

ANDA#

209190

Drug Product
Strength(s)

Lidocaine Patch

5%

ANDA Applicant

Rhodes

Pharmaceuticals LP

Reference Listed Drug (RLD)

Lidoderm (lidocaine) Patch, 5%

RLD#

020612

RLD Approval Date
RLD Sponsor

3/19/1999

Teikoku Pharma USA, Inc.

Primary Reviewer

Sunny Tse, PhD
Clinical Reviewer, DCR/OB/OGD

Secondary Reviewer

Submission Date

Ying Fan, PhD
Team Leader, ANDA Team, DCR/OB/OGD

4/14/2016

Materials Reviewed

Draft Guidance “Comparative Analyses and Related
Comparative Use Human Factors Studies for a Drug-
Device Combination Product Submitted in an ANDA”
(01/2017)

RLD labeling dated 1/2019

Proposed generic product (ANDA) labeling dated
1/2019

Test product and RLD samples provided by the
Applicant: 9/4/2019

Date of Review

10/23/2019

GDUFA Goal Date

3/29/2020

Comparative Threshold
Analyses Conclusion

[J No Design Differences - Acceptable
Minor Design Differences
Acceptable [1 Not acceptable
[0 Other Design Differences
[0 Acceptable [ Not acceptable




ANDA 209190
Lidocaine Patch, 5%

Deficiency | (0 Major
Classification | ] Minor

X N/A (Review is Adequate)
O Comments to the Office of Pharmaceutical Quality (OPQ)

COComments to the Division of Labeling Review (DLR)
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ANDA 209190 o
anePat h,5% O

O
1 INTRODUCTIO N AND BACKGROUND O

1.1 Summary of Drug Product Information Pertinent to Review O

Ths sa @hparat ve analys s fRh Qs Pharma eut als P’s (“Applicant”) proposed generic O
a ne Pat h (5%) subm tteOun er ANDA 209190 an the Referen ¢ ste Drug (R @), O
erm (I O ane)Pat h, 5%. The R @ was\appr ve un er NDA 020612 f rrelef fpan O
ass Oate OvEh PG-h@pdd ndiral®@ The s @erOe f ©a0m n stratOn bythdns&O O
Thepr p se an R@® rugpr @ tsare elvere t theuservapath @anng O ane, O
(5%) an theref re, t s @ Ore a @plex rug- ev © @bnat npr @ t. Thereare O
urrently 2 gener vers @ fthe O anePat h(ANDAs 200675 an 202346). O
(0]
Th s rev ew evaluates the el very ev @ @st tuent part fthe @bnat npr @t ntene t O
a mn sterthe rugpr @ tan anyass QOate pr @ tlabel ngan pa kagng. Thsrevew O
f @ses ntheanalyss fthe user nterfa e! f rthe rug- ev @ @bnat npr @t €@parng O
the pr p se gener an the R ®. O
(0]
1.2 Other Relevant Information O

All  @parat ve thresh 1 analyses rev ews that have been @plete f rthepr p se gener O
pr @ t(subm iteOby ther appl ants un er separate ANDASs) have been rev ewe Olhere are O
n pre-ANDA meet ng pa kages r ntr lle @esp n en esf rths rugpr @ t, referrngt O
NDA 020612 as an R @, that relatet rug- ev @ es gnevaluat n r @parat vethresh 1 O
analyses rev ew. O

(0]
2 COMPARATIVE (THRESHOLD) ANALYSES REVIEW AND DISCUSSION O

DCR @ u te a @paratveanalyss ftheuser nterfa e fthepr p se gener @bnat n O
pr @ tan tsR @, O anePat h(NDA 020612). O

(0]
2.1 Labeling Comparison: RLD vs. Proposed Generic Product O

S @-by-s ©, 1 ne-by-1nelabel ng @pars n fthe Directions For Use was @ u te betwen O
the R M an thepr p se gener pr @ t.Ex eptf rthe el very ev @ @sttuentpart O

label ng, the rev ew fthereman er fthelabel s eferre t theDvs @ f abelngRevew O
(D ). The R M label was r g nally appr ve n 3/19/19€9. The m stOurrent R M label was O
revse 1/2019.2 The R @ label ng n lu es Pres rbng Inf rmat n(PI)an Dret nsf rUse. O

0

' User nterfa ereferst all @p nents fthe @bnat npr @ twth wh @auser ntera ts. O

2NDA 020612 O erm(l Oane)Pat h,5% abel, revse 1/2019. O

https://el st.f a.g v/prpllr/publ /spl/7 6 €Bee-72e5-4f a-9966-2975a96 9465/7 6 €Bee-72e5-4f a-9966- O
2975296 9465.vew O
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ANDA 209190
Lidocaine Patch, 5%

Table 1: Labeling Comparison: RLD vs. Proposed Generic Product

Delivery device constituent part labeling: RLD vs. Proposed Yes/No/NA
Generic Product

(1) Any difference in the description/design? No

(2) Any difference in the administration? No

(3) Any difference in the illustration(s)/figure(s)? Yes-Minor
(4) Any differences in the end-user Directions for Use? Yes-Minor

Page 4 of 7




Table2: w aisn fRLDand P w sed Gene ic P wduct Di ecti ns f wUse w
RLD w P w sed Gene ic P wduct w

DIRECTIONS FOR USE “I || "“l | "| “I |1
Do not store patch outside the sealed envelope.
DIRECTIONS FOR USE

Do not store patch outside
the sealed envelope.

Cut the envelope along the dotted line.

Patches may be cut into smaller sizes with
scissors prior to removal of the release liner.
Safely discard the remaining unused pieces of
cut patches where children and pets cannot get
to them.

Cut the envelope along the dotted line.
Patches may be cut into smaller sizes with

I prior to | of the rel liner.

Safely discard the remalning unused pieces of

cut patches where children and pets t get '

to them. Remove the transparent release liner (clear
plastic backing) before application of patch to
the skin.

Remove the transparent release liner (clear 5 Apply immediately after removal from the

plastic backing) before application of patch to =] protective envelope.

the skin. &

Apply immediately after removal from the 3

protective envelope. =

Apply the prescribed number of patches, only
once for up to 12 hours within a 24 hour period.
‘ /[{ Remove patches if irritation occurs.

Placement of external heat sources, such as
heating pads or electric blankets, over Lidocaine
patches is not recommended.

Lidocaine patch 5% may not stick if it

paiches, only once for up to
12 hours within a 24 hour period.
Remove patches if irritation occurs,

) Apply the prescribed number of

ot o | heat gets wet. Avoid contact with water,
;ueh as heating pads or electric % such as bathing, swimming or shawering.
blankets, over LIDODERM patches Fold used patches so that the
is not recommended. adhesive side sticks to itself and

safely discard used patches or

LIDODERM may not stick if It gets
wet. Avold contact with water, such
as bathing, swimming or showering.

Fold used patches so that the
adhesive side sticks to ltself and
safely discard used patches or

7 pleces of cut patches where children
and pets cannot get to them.

pleces of cut patches where children
and pets cannot get them.

AN

(01)20 3 42858-118-30 3
w

303193-0A

3

I

211374

M?ﬂ'llJ

LoT: L1803155
exp: 03.202]

w
Revie er’s Comments: There were acceptable minor design differences identified in the w
Directions for Use between the proposed generic product and RLD. Text in the Directions for w
Use is the same for the RLD and proposed generic products. The figures in the IFU are similar. w
However, RLD figures have shading, whereas the proposed generic product figures do not. This w
difference is minor and acceptable. w

w
Overall, the labeling comparison supports that the proposed generic product can be substituted w
for the RLD without the intervention of a health care provider and/or without additional w
training prior to use of the proposed generic product. w

w
2.2 Cw a ative task analysis: RLD vs. P w sed Gene ic P wduct w

DCR examined the dosing delivery tasks of the proposed generic product compared to the RLD. w
w

Revie er’s Comments: There were no design differences identified in the tasks of w
administering/using the proposed drug product compared to the RLD product. The steps for w
using the generic product are the same as the steps for using RLD. w

w
Overall, the task analysis comparison supports that the proposed generic product can be w
substituted for the RLD without the intervention of a health care provider and/or without w
additional training prior to use of the proposed generic product. w
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ANDA 209190 y
ane Pat h,5% vy

2.3 Ph sical comparison of the deliver device constituent part: RLD vs. Proposed y
Generic Product y

DCR examne the elvery ev ¥ wsttuentpart ftheRyDan pr p se gener pr ymt y
us ng samples pr v y by the Appl ant. Representat ve ph t s are presente n Table 3bel w. 'y

Table 3: Comparison of Actual Samples — Photos of RLD and Proposed Generic Product y

Ph t staken by Rev ewer n 9/12/2019 'y
y
Reviewer’s Comments: The brand name Lidodermy is printed on the RLD patch, and the generic 'y
name, Lidocaine Patch 5%, is printed on the proposed generic product. This is an acceptable 'y
minor design difference. 'y
y
Overall, the physical comparison of the delivery device constituent part supports that the 'y
proposed generic product can be substituted for the RLD without the intervention of a health 'y
care provider and/or without additional training prior to use of the proposed generic product. 'y

y
3 APPLICANT’S THRESHOLD ANALYSES vy

ANDA 209190 s a GDUFA I ANDA. Theref re, the appl ant yn tsubmtthresh | analyses y
n urrent submssyn. y

y
4 CONCLUSION vy
Fr ma 1n yl safety perspe t ve, there are a yeptable mn r es gn §feren es betwegn the y
RyDan pr p se rug elvery ev y. Theref re, DCR w lu esthsgener ynbnat n y
pr yu t anbe subst tute f rthe R yD w th utthe ntervent n fahealth arepr v yeran / r y
wth uta yt naltranngpr rt use fthe gener mbnat npr yu tan thatthe esgn vy
fferen esf rths ynbnat n ev ¥ ysn talterthesafety reff a ypr fle fths vy
pr p se ANDApr yutun erthe y y ns fuseasspe Ye nthelabel ng. In summary, y
DCR fn sthepr p se rug elvery ev yuser nterfa ef rthepr p se gener 'y ane vy
Pat h acceptable. y

y
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ANDA 209190 N
anePat h,5% N

5 RECOMMENDATION N

The Cln NIDs plnehas Mplete tsrevew fthe Mparatve (thresh 1 )analysesan N
has: N

N
No comments at this time. N

Rage 7 7 NN



> Sunny f Df ys fned by Sunny Tse f
Tse f D fe: 10/23/2019 06:36:36PM f
GUID: 508d 6 0002855c7d 84880bd716ed2 f

> Ynf Df ysfnedbyYn fF i f
Fnf D fe: 10/24/2019 08:22:10AM f
GUID: 507d9e07000062 f73c410 f 19b793c f




ANDA 209190 a cane Patch 5%] a

Clinic 1 Review of Skin Irrit tion, Sensitiz tion nd Adhesion Studies

Division of Clinic 1 Review (DCR) a
Office of Bioequiv lence (OB), Office of Generic Drugs (OGD) a
Center for Drug Ev lu tion & Rese rch (CDER) a

ANDA number a

209190 a

Drug Product L a

cane T p cal Patch, 5% a

Strength(s) a

5%a

Applic nt N ane a

Rh aes Pharmaceut cals .P. a

Tre tment Indic tion a

Relef fpanass cate wthp at-herpet c neuralga a

Reference Listed Drug (RLD)

La em®(l acane)T p cal Patch, 5%a

Reference St nd ad (RS) L a

erm® (I acane) T p cal Patch, 5%a

NDA number for RLD a

020612 a

RLD Applic nt N ane a

Te k hu Pharma USA, Inc. a

Origin ASubmission D #e a

04/14/2016 a

Materi Is Reviewed a

FDA Stat st cal rev ew by S mesh Chatt pa hyay, PhD
¢ mplete an 06/06/2017 a

FDA Stat st cal A aen am by Stella Gr sser, PhD a
¢ mplete an 06/15/2017 a

OSIS nspect arep a: 12/08/2016 a

Draft Pr auct Spec fc Gu ancef r a ca ne Patch,
5%, rec mmen a n 12/2086; Rev se #©5/2007, a
07/2014, 01/2016 a

a

a

Prim ary Reviewer a

Sunay Tse, PhD a
Cl n cal Rev ewer, ANDA Team a

Second zy Reviewer a

Car 1Y. K m, PharmDa
Actng Team ea er, ANDA Team a

Terti ry Reviewer a

Sarah Y m, MD a
Das aDnactr a

D #e of Completion a

06/19/2017 a

GDUFA DATE a

07/02/2017 a
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ANDA 209190 ¢ cane Patch 5%] ¢

DCR Con tusion ¢

The appl cat @ srec mmen e f rappr valfr m ¢
Des @ fClncal Revew (DCR) perspect ve. The ¢
a hes @ atafr mPK/a hes @ stu ¢ RP- ID-PKGO1 ¢

are acceptable. The skn rrtat e an censtzat astu gy |c¢

RP- ID-SSI ha enult ple ecrepanc es n atasets wh ch
mae t €fcultt havec of ence nthestu gresults. d
H owvever verall, the mn ¢ ¢€ferences ntest ¢
f rmulat @ c mpare ¢ the reference pr cuct weren t ¢

expecte ¢ p se any greater safetyc mcernf r rrtat @ ¢

rsenstzat ap tentals fthetestpr cuct;n cwere ¢
fferences n rrtat @ rsenstzat asuggeste en RP- ¢
ID-PKGO1. Theref re DCR ¢ nclu esthet tal ty fthe
nf rmat a nthe appl cat @ supp ©ots appr val. OSIS ¢
nspect @ fn amgf rthe appl cat a sacceptable. ¢
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ANDA 209190 e cane Patch 5%] e

Tabl of Cont nts e

1e Ex cutiv Summary -e

£

1.1 e Approval Recommendation -e

N
o

N NN

W D D
o o o 0o 6o 0

o

1.2 e Summary of Clinical Findings--e
1.2.1 BrefOvervew fClncal Pr gram ---e
1.2.2  C neparat ve Irr tat n-e
1.2.3 C neparat ve Sens t zat n-e
1.2.4 C neparat ve A édes & -e
1.2.5 C neparat ve Safety -e

2 e Clinical R &i w--¢
2.1 e Introduction and Background -e

2.1.1  Summary fDrugInf rmat n-e

2.1.2  Regulat ry Backgr un e

2.1.3  Other Relevant Inf rmat n-e

— 0NN &
o o 0o 0

22 e Description of Clinical Data and Sources -e

o

23 e Clinical Review Methods -¢
2.3.1 Overvew fMateralsC asulte n Revew ---e

2.3.2 Overvew fMeth esUse t Evaluate Data Qual ty an Integr ty --e
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ANDA 209190 a cane Patch 5%] a

Clinic 1 Review of SKkin Irrit tion, Sensitiz tion nd Adhesion Studies for a
ANDA 209190 a

1 EXECUTIVE SUMMARY a

1.1 Approv 1 Recommend tion a

The Dvs a fClncal Revew (DCR)rec mmen sappr val fthsapplcat n,c ntngent n a
appr val rec mmen at ns fr mthe ther scplnes ntherevew team. OSIS nspect n a
fn ag sacceptable. a

1.2 Summary of Clinic 1 Findings
1.2.1 Brief Overview of Clinic 1 Progr ma

Th srevew f cuses ntw astu as subm ttea t ensure thatthe sk n rrtat nan senstzat n a

p tentals fthe appl cant’s a caneT p cal Patch, 5% (test pr aict) are n greater thanth se a
fthe reference I ste rug(R d) a erm T p cal Patch, 5%, an that the test pr aicta heres a

t thesknaswellasthe R @ verthe nten e urat n fwear. Tw astu @sareskn rrtat n a

an senstzat nstu y(RP- ID-SSI)an pharmac k net c/a hes astu y (RP- ID-PK@1). a

The pharmac knetc ataan f rmulat nare eeme a equatebytheDvs a f a

B aequ valence II (DBII). a

1.2.2 Comp a tive Irrit tion a

The appl cantc n ucte nec mbne skn rrtat nan senstzat nstu y(RP- ID-SSI). a

Stu y RP- ID-SSI was aran am ze , s ngle-center, ¢ ntr lle , evaluat r-bln e , repeat nsult a
patch test stu yt evaluate thep tental f rskn rrtat nan senstzat n fatest a cane a
Patch, 5% ¢ mpare t thereference a erm®( a ca ne Patch, 5%) the Reference ste a
Drug (R d), n 248 healthy a ult subjects. B ah treatments (1/4 patch ftest an reference a

pr aucts) were place s multane usly f ra2-3 ay wear cycle perappl cat n verat tal f9 a
appl cat ns (21 ays flIn uct nPhase), f 1l we bya 12-14 ay Rest Phase an subsequent a
48-hr Challenge phase, f 11 we bya3- ay bservat nan rrtat nevaluat n. Dermal a

rr tat n was assesse 0.5, 24,48, an 72 h urs after patch rem oval ur ng the Challenge Phase. a
N asubjects part c pate n a re-challenge phase. a

Acc r ngt the FDA analys s, the stu y RP- ID-SSI (test pr aict, n=182, reference, n=180) a
em astrates that the rrtat np tental fthetestpr aict sn n-nfer rt the reference. Usng a
the least ava lable number fstu yp pulat nnumber ava lable base n further exclus a f a
subjects uet nappr pr ate stu y es gn by the FDA stat st cal rev ewer, the FDA’s upper a
b un fthe ne-s & 95%c nf ence nterval fthe test mean-1.25 reference mean s-0.041, a
wthnthen n-nfer rtymargn f<=0.H avever, the FDA stat st cal rev ewer ¢ nclu e that a
the stu y ataaren trel ablet ensurea equate nterpretat n fthe stu y results. The pr mary a
cl n cal rev ewer als agree that ata ntegrty s nquest n. Asaresult, FDA statstcansan a
DCR cl n cal rev ewers ha a meet ng n June 8, 2017. At th s meet ng, DCRsec n aryan a
tert ary rev ewers scusse therat nale f r DCR rec mmen ag appr val fthsapplcat n a
base naweght fev @®nceappr ach, supp rte by ther nf rmat navalablewthn a
subm ss am; .c.,the f#iference nf rmulat n(see Sect n2.7) sn texpecte t beass cate a
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wthachange n rrtat n rsenstzat np tenta,an the bserve safetypr f ehasn trase 1
unexpecte ¢ ncerns (see Sect n2.5be Iw). 1

1.2.3 Comparative Sensitization |

Of 227 subjects eva uate fr m the same rrtat n/senstzat nstu y RP- ID-SSI,n patchha 1
ev lence fp tenta senstzat nreact nt e therthe test rthe reference pr luct. As refer 1
t Sect nl.2.2ab ve. 1

1.2.4 Comparative Adhesion 1

The a hes ve pr pert es fRh les Pharmaceutcas .P.’s | caneT pca Patch, 5% an the 1

reference were assesse  n the pharmac k net c/a hes Instu y (RP- ID-PK(001) wh ch was 1

¢ ns stent w th the raft pr luct spec fc gu lance. Stu y RP- ID-PK(00l wasaran Imwze , 1
pen- abe ,tw l-per 1,cr ds ver,snge Iseb lequ vaencean patcha hes lnstu yenr 1 ng 1

48 subjects. Dur ng each per 1, each subjectrece ve asnge 12h urapp cat n f3test 1

pr lucts rreference pr lucts. Afterarestper 1 {7 ays, each subjectrece ve asnge 12 1

h urapp cat n fthe ther treatment arm. C Ins stent w th the raft pr luct spec fc gu lance, 1

patch a hes Inf reach patch was assesse urngeachper | at6h urs(£30mn)f 1 wng 1

patchapp cat nan pr rt patchremovd. 1

Acc r ngt the FDA’sanayses fa hes n perf rmance between test pr luctan the 1
reference, the a hes n ata fr mstu y RP- ID-PKA01 em msdtrate n n- nfer rty fthetest 1
pr luctc mpare t the reference us ng the current FDA stat st ca meth 1 (Test-Reference < 1
0.15). Theupperb un f ne-s le 95% c nf ence nterva fTest mean m nus Reference |
mean s -0.4075, whch swthnn n-nfer rtymargn f<O0.15. Thestu y utc me sthe 1
same us ng the tra It na FDA meth | (Test-1.25 Reference <0). 1

1.2.5 Comparative Safety 1

In rrtat nan senstzat nstu y RP- ID-SSI (n=248), 129 (52.0%) subjects rep rte at east 1

ne a verse event. Mostla verse events were mi | r mo drate n ntens ty. Three subjects 1
exper ence ser usa verse events unre ate t thestu y rugan sc ntnue thestu y. Three 1
subjects rep rt ngaser usa verse event (SAE) ha asthmat ¢ br ncht s an acute upper |

(b) (6) ®© () (6)

resp rat ry nfect 1 my car a nfarct | an efts era cu Ipath I 1
One subjec P®ha a papu ar rash nthe backan ab Imenpr rt patchapp cat nf rthe 1
cha enge phase. N1 eath was rep rte . The m stlfrequent y rep rte a verse events were |
app cat ns te prur tus (42.3%), hea ache (6.9%), app cat nstepan(5.2%),an backpan 1
(3.6%). Because the app cantc lecte app cat nstereact nsw th utspec fy ng treatment 1
arm, twasn tp bsbet c mparethe nc lence fapp cat nstea verse events betwden test 1
an reference pr lucts. 1

In pharmac k net ¢c/sk na hes Instu y RP- ID-PKA01 (n=48), 2 subjects wh app e thetest 1
pr luctha treatment emergent a verse events (TEAEs). Subjec ® (s)rep rte trans ent |

zz ness. Subjec [ ®@rep rte hea ache, nausea, an v ming. N1TEAEs wererep rte |
f 1 wnga mnstrat n fthe reference. N lsubject sc ntnue thestu y uet ana verse |1
event. There weren SAEstep rte . Thsstu ysh we n ¢ nca ysgnfcant fference n 1
safety pr f es betwden the test an reference pr lucts. 1
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2 CLI ICAL REVIEW N
2.1 Introduction and Background N

2.1.1 Summary of Drug Information N

Reference Listed Drug Il NNDODERM®N

RLD Applicant ame N| Te k ku Pharma USA, Inc. N

RLD DA umber N | 020612 N

Date of RLD Approval | 03/19/19% N

Current Label! 01/2015 N

Approved Indication N | rel ef fpanass cate wthp st-herpet c neuralga N

Recommended N e AppWy the prescr be number fpatches (max mum f3), N
Dose/Administration N nly ncef rupt 12h urswthna24h urper N N
Patches may be cut nt smaller s zes w thsc SN rspr Nt )}
rem ovdN fthe release 1 ner. N

e L NDODERM may n tstck f tgets wet. Av N ¢ ntact w th
water, such as bath ng, sw mminX rsh wer ng. N

Application site N Apdly IDODERMt ntactsknt c ver the m stiNa nful area.
Boxed Warnings N N Ne N

Commonly reported N| Application Site Reactions: bl sters, bru s ng, burn ng N
Adverse Events N sensat N ep gmentat N ermatts, N | rat Ne ema, N
erythema, exf 1at N rrtat I papules, petech a, prur tus, N
ves cles, rmay bethel cus fabn rmal sensat N These N
react Ns are generally mi Bh trans ent,res lvng N

sp ntane uslywthnafewmnuNst h urs N

Allergic Reactions: Allerg c an anaphylact Nreact B N
ass cate wthl Ncane,alth ugh rare, can Nur. They are N
character ze by ang N ema, br nch spasm, ermatts, N
yspnea, hypersens t v ty, laryng spasm, prur tus, sh ck,an  N|
urt cara. N

Contraindications L N | IDODERM sc ntran Nate npatentswthakn wnh st ry
fsenstvtyt | calanesthetcs ftheamieMype, rt any N
ther c mp Nent fthe pr Nict. N

Prominent Warnings/ N Ad¥idental Exposure in Children N

Precautions N Evenause IDODERM patch ¢ ntans alargeamaii¥N f N

1 Nca ne (at least 665 mg). The p tent al ex sts f ra small ch 1
rapett sufferser Nsa verse effects fr mchewng r N
ngestnganew ruse IDODERM patch, alth ugh ther sk N

!http://www.access ata.f a.g v/ rugsatf a_ Nes/label/2015/020612s012Ibl.p f N
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wththsf rmdat mhasn tibeen eval ate . It s mp utant f r
patentst st rean u sp se f IDODERM u fthereach f
ch1 ren, pets an u thers. u

Excessive Dosing u
Excess ve 18 ng by apply ng IDODERM t largerareas rf r
|1 nger than the rec mmen @ wearngtmec ul res It n u
ncrease abs rpt m fl ucanean th ghbl u c ncentrat us,
lea mgt ser usa wverse effects. System t a1 verse effects f u
| ucanearesmiamunnat ret th se bserve wth ther u
amied cal anesthet c agents, ncl ung CNSexctat man Or |
epress w (I ght-hea e mess, nerv usness, apprehens m, u
e ph na,c nf s m, mzness, r wsness,tnnt s,bl me r 1
blevs wm,v mtng sensat ms fheat,c I rn mbness, U
tw tch ng, trem asyuc nv 15 ms, nc nsc usness, resp rat ry u
epress wm an wrrest). Exc tat ry CNS react mns may be br ef |
rn tt ac matall, n wh ch case the f rst man festat n may be |
r wsness mergng nt nc msc usness. Car uvasc lar u
man festat ms may ncl wbra ycar a, hyp tens man u u
car uvasc larc llapselea wmgt arrest. u canet xcty u
c ul beexpecte wtl ucanebl u c mcentrat msab we5 u
pg/mL. The bl u ¢ mcentrat m fl ucane s etermneuby u
the rate fsystemc abs rpt man wl mnatt m. uwnger uwat m
fappl cat m, appl cat m fm aetthan the rec mmen @ u
n mber fpatches, smaller pat ents, r mpare wlmnat m u
may all¢c ntrb tet ncreasngthebl u c mcentrat m f u
1 ucane. Withuec mmen @ u sng f IDODERM,the u
average peak bl u ¢ mcentrat m sab ut0.13 pg/mL,b tt u
¢ ncentrat ms h gher than 0.25 pug/mL have been bserve n u
smenwuals. u

|

Mechanism of Action L

1

cane sanami ettype | cal anesthet c agentan us u
s ggeste t stablze ne m nal membranes by nhbtngthe u
ncfl xesreq we frthe ntat man w nuct m f u
mp uses. u

Absorption u

When IDODERM s se acc m mgt therec mmen @ u
sng nstr ct ms, nly3+2% fthe wseapple sexpecte

t beabs rbe . u
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2.1.2 R gulatory Background
2.1.2.1 Guidanc on Drug Product e

A raftpr euctspec fcgu encef r e caneT ¢ cal Patch, 5% s ava lable. Table 2.1 e
pr v esabref vervew fthe raftpr euctspec fcgu encerec mmen at ns. e

Tabl 2.1: Drug Product Guidanc e

Draft Product e
Sp eific Guidanc e

Draft Gu eance n e cane?

Dat Post d Rec mmen e €2/2006; Rev se 05/2007, 07/2014, 10/2016 e
R €eommend d e 1. Fastng B eequ valence (BE) Stu ¥ e
Studi s e 2. Ades eaStu ¢ e

3. Sknlrrtat ean Senstzat aStu ¢ e

Fasting BE Study e

D eign: S ngle- ese, nv v eus ng three t p cal patches e

Subj ct population: N emal healthy males an efemales, general e

p pulat a e

Tr atm ent dosing: Apply three t p cal patches s multane esly vera e

12-h arper e

P etin at additional comments: e

e Use fewer patches, pr v e the plasma c ncentrat as fl ecane ¢
are measurablet a equately character ze the pharmac knetc e
pr fle fl ecanef rb equ valence (BE) assessment base e n the
90% c ef ence nterval cr tera. e

e Inclu ea24-h arp et- ese sampl ngtme nthe BEstu g. e

e Ina et at pharmac knetc ata, rep e the "apparent ee" e

el vere . The apparent ee can be eterm nee by subtract ng the e

remanng ama® fl ecane neachpatch (use patch) fr mthe e
manufacture em ai®t. Analyze an enclu e n the calculat athe e
amam fa kes veres ee fr m each patch left ntheskn. e

Adh eion Study e

D sign: Ran em zee, s ngle- ese, tw etreatment nv v e
Subj ct population: Healthy males an eemales, general p pulat a e
Tr atm ent dosing: A ées @ perf rmance fthe ntacttestan R e e
patches must be f rmally evaluate an enay be ¢ mpare nthe e
pharmac k net ¢ (PK) BE stu ¢ r na separate parallel rcr & ver e
a hes enstu ¥ fsngle 12-h ar patch appl cat as fthe act ve test e
pr euct versus the R . e
P etin at additional comments: e
e N patchre nf rcement s all we evhenthestu ¢ sbenguse t e
establ sh a equate a kes & perf rmancet supp e pr euct e
appr val. A des @1 sc eng st be perf rme eatleast aly, nths e
case justpr et removad attheen e fa 12-h arapplcat a.F e e
patches that ¢ mpletely etach,asc ' f4sh al becarre e
f rwar nthea hes @ analyssf rallremanng bservat as nthe

2 http://www.f a.g v/ucm/gr ups/f ag v-publ c/@f ag v- rugs-gen/ euments/ ecument/ucm086293.p f e
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appl cat nper k. k

S kn Irritation and
Sensitization Study

KDesign: Ran km ze , evaluat r-bln e , nvv w th n-subject repeat k

test k
Strength: 5% (a m n stere as ne-f urth fthetestan ne-f urth f Kk
the reference) k
Subject population: Healthy males an females, general p pulat n k
Treatment dosing: k
In uct n Phase - Dur ng the n uct n phase, all test art cles (.e., ne- k
f urth ftestpr luct, ne-f urth fthe R D, ne-f urth fthe pt nal k
veh cle patch, an  pt nal negat vec ntr l)aret beapple k
s multane usly t each subject at Kerent s tes. The testartclest be k
use areasf Il ws: k
1. One-f urth ftestpr kict (the test pr kuct evaluate sh ul be Kk
the actual patchest be markete .) k
2. One-f urth fthe R ID k
3. One-f urth fthe pt nal veh cle patch (the pt nal vehcle k
patch sh ul have all fthe nact ve ngre lentsan be entcal k
t the test pr kuct n every manner except f r the absence f k
1 kcane.) k
4. Opt nal negat ve c ntr 1 (an example fthe pt nal negatve k
c ntr | san delus ktype evcewthn rmalsalneapple n [k
ap lyester pa wthnthe evcechamber.) k
Sequent al patch appl cat nsaret beapple t thesamesknstes k
every 48-72 h ursan t have each fthemreman nplace f r48-72 k
h urs,f rat tal £f21 aysalt gether. k

Restper k—n patchapplcat nf r14-17 ays k

Challenge phase —a s ngle 48-h urappl cat n f ne-f urth fthetest Kk
pr kuct, ne-f urth fthe R KD, ne-f urth fthe pt nal veh cle patch, |k
an the pt nalnegatvec ntr It anaiveste k

Pertinent additional comments: k

e A hes nsh ul beevaluate pr rt patch rem ovdtthr ugh ut the
entre stu yper kt ensurea equate sk nc ntactf rmax mal k
nuct n frrtat nan senstzat n. k

e [Irrtat nevaluat n:In uct nphase—atthetme feachpatch k
change; Challenge phase — 30 m nutes an at 24,48, an 72h urs Kk
after challenge patch rem ovdt. k

e F rsubjects wh experence rrtat nc nsstentwthac mbne Kk
sc re >3, rwh exper ence sympt mat ¢ nt lerable rrtat n, k
the patch may bemovék t anewste n r ert ¢ mplete the 21- ay
In uct nPhasean c ntnuew ththe senstzat npart fthestu y. [k

e Ifapatch c mpletely etaches, tsh ul bereplace wthn24h urs |k
an the subject sh ul ¢ ntnue nthe stu y. Dur ng the 21- ay k
In uct n Phase, fapatch sc mpletely etache f rm aekhan?24 K

.
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h urs (unless the atch was rem ove f ran unacce table egree f p
rr tat n), the subject sh ul beexclu e fr mb ththe rrtat nan |p
sens t zat n analyses f rthat r puct. Dur ng the 48-hr Challenge p
Phase, fa atch sc mpetely etache f rm aepthan 24 h urs, the p
subject sh ul beexclu e fr mthesenstzat nanalyss. p
e Duet safetyc ncerns, t sn trec mmen e t s multane usly p
a ply tw pwh le, act ve, p cane Patch 5% atches nthe same p
subject ur ngthe 21- ayskn rrtat nan senstzat nstu y. The p
tmum esgn fthsstu ywH e en nthe esgn fthetest p
r puct atch. S nce the R D has a matr x es gn that can be safely p
cut, ne-f urth fthe atchcanbeuse f rthesestu pes. If the test p
r puct atchals hasa esgnthatcanbecutt asmallersze, t p
sh ul als becut n ne-f urthan ne-f urth fthetest r puct p
atcha ple smultane usly wth ne-f urth faR @D atch(t p
se arate sk nstes). twml n tbeacce tablet manufacturea p
se aratebatch f r pact n r ert use asmaller atch nthsstu y. |p

Guidance for Industry p

On 6/1/2016, the FDA te a raftgu mnce f r n ustry ent tle Assessing Adhesion with p
Transdermal Delivery Systems and Topical Patches for ANDAs (June 2016)° (“A thes m p

Gu mnce”). Ths A thes m Gu mnce r v esu pate rec mmen at nsf rthe esgnan p
c n uct fa hes mstu s. The A thes m Gu mnce als nclu esu pate stat st cal analyss p
meth pt evaluatea hes m erf rmance. p

2.1.2.2 Generic Product Development p

Thea plcant pn tsubmic ntr lle ¢ pes pn encesan rtc If rthsa plcat n. p

2.1.2.3 Relevant Communications with Other Generic Applicants p

Merca psearchesy el e 25results,n ne fwhchwererelevantt theskn rrtat n, p
sens tzat n,an a hes mstu pes evaluate f rthscurrenta plcat n. p

2.1.2.4 Other ANDA submissions for same or related product p

ANDA p Applicant p Current Status p | Status Date p
200675 p ACTAVIS ABORATORIES UT INC p Aprvep 8 /23/2012 p
202346 p MY pAN TECHNO pOGIES INC p Apr ve p 8 /7/2015 p

C pn dete Res pnse

203265 |p NOVEN PHARMACEUTICA S INC p ssue — p 09/13/2016
A mquate DCR rev ew

3htt ://www.f a.g v/ pwnl a s/Drugs/Gu mnceC pn d anceRegulat ryInf rmat n/Gu mnces/UCMS504157. @ p
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ANDA i

Appl cant i

Current Status i

Status Date

205882

KREMERS URBAN MANUFACTURING INC i

Pen ing - DCR i
rec mmen € i
appr val i

10/26/2016 i

206463 |i

AMNEA i PHARMACEUTICA'iS i

Pen ing - DCR i
rec mmen € i
appr val i

07/20/2016 i

2.1.3 Other Relevant Informat on i

n ne i

2.2 Descr pt on of Cl n cal Data and Sources i

The appl cant ¢ n ucte

pharmac k net c/skna hes instu y (RP- ID-PKGOI). i
Table 2.2: Source of Cl n cal Data i

Study # i

RP-LID-SSI i

RP-LID-PKO001 i

Study Type i

skn rrtat han senstzat h i

pharmac k net ¢/a hes in i

CROi

Fr ntage Cl n cal Serv ces Inc.

Fr ntage Cl n cal Serv ces Inc.

Study Per od i

08/12/2013t 12/16/2013 i

08/22/2013 t 09/18/2013 i

Study Center

Fr ntage Cl n cal Serv ces Inc. i
241 Ma n Street i
Hackensack, New Jersey 07601 i

Fr ntage Cl n cal Serv ces Inc. i
241 Ma n Street i
Hackensack, New Jersey 07601 i

Enrollment i

248 i

48 i

2.3 Cln cal Rev ew Methods i

2.3.1 Overv ew of Mater als Consulted n Rev ew i

ANDA Subm bs on(s) i

Subm ssiin i

Rev ew — atasets i

patches i

04/14/2016 (eCTD Sequence 0d00): Or g nal i

05/23/2016 (eCTD Sequence 0(01): Resp nset i
Inf rmat h Requestfr mDvs in fFIng i

08/15/2016 (eCTD Sequence 0003): Resp nset i
ECD fr m Stat st cs ate 08/30/2016f r rrtat h |i
an senstzat hstu yRP- ID-SSI—quest hs i

regar hg sk gpe v sts, patcha hes in, make-up i

09/06/2016 (eCTD Sequence 0004): Resp nset i
ECD fr m DCR ate 08/23/2016f r rrtat han |i
sens t zat h stu y RP- ID-SSI—quest hs i
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regar @g patch re nf rcementan (& verse events 0
9/29/2 06 (eCTD Sequence 05): Resp fiset
ECD fr m DCR ate ®9/16/2016f r rrtat @ an 0
sens t zat @ stu § RP- ID-SSI—quest s 0
regar @g rrtat €@ assessment, patcha hes @, an 0
appl cat @ s tea Oerse events 0
1 ®1/2 06 (eCTD Sequence 06): Resp fiset  (
ECD fr m Stat stcs ate 10/03/2016 f r rrtat @
an Genstzat @stu § RP- ID-SSI—quest @s 0
regar @g ataset @crepances 0
12/ 9/2 06 (eCTD Sequence 0 7): Resp fiset  (
ECD fr m Stat stcs ate 11/18/2016f r rrtat @
an Genstzat @stu § RP- ID-SSI— ssues 0
regar @g atasets an Gtu @ pr ce ure 0

0

0

Th s ANDA s subm iteQOn eCTD f rmatan 0 0
ent rely electr n c. The ANDA submss06h s 0
archve atthef 10 wfigl cat @: 0
\¢_sesubl\evspr OANDA209190\209190.enx 0

FDA Statistical Review

ANDA 209190 Stat st cal Pr mary Revew 0
(“A209190 stat stcal. @”)by S fhesh 0
Chatt pa hyay, PhD, C @nplete

n 06/06/2017 0

2.3.2 Overview of Methods Used to Evaluate Data Quality and Integrity 0

Study # 0

RP-LID-SSI 0

RP-LID-PKO01 0

Office of Study 0
Integrity and 0
Surveillance 0

Establ shment Inspect @ Rep &

rev ew subm tte0 12/08/2016. 0

Please seesect @2.6.1fr 0
etals. 0

DDecl net Inspect Mem oslbm ite0 0
05/19/2016. Please see sect €2.6.1fr |0
etals. 0

Blinding 0

Irrtat @an Genstzat @ 0
evaluat rbln 6 0

Evaluat @ f ermal react @satthe 0
appl cat @ s tes was cl n cally assesse 00
nabln 0 fash (h 30 m nubes an 012 ¢
h Qrs after patch rem ovdl 0

Randomization 0

ste fpatchapplcat @: nes @
fthe nfrascapular area fthe 0
back; 2-1 cat @ (upfer/l wer) 0
ran Omzaf) @ 0

@w Otreatment sequences (T-R, R-T) 0

Retention of 0
Reserve Samples 0

n/a 0

Retent @ (reserve) samples fthe 0
reference an Qest f rmulat @ were 0
selecte an Qetane by the Prncpal 0
Invest gat r( r esgne®) nal cke , 0
secure pharmacy cab net nc mpl ance |0
wo b (o) (4

Stan 8r Operat ng Pr ce ures. 0

Page 12 40 0



ANDA 209190 w ca ne Patch 5%] w

Revie er's comments: w
o The irritation/sensitization evaluator was blinded for study RP-LID-SSI. The applicant’s w
method of blinding is acceptable. w
e Randomization is acceptable for both studies RP-LID-SSI and RP-LID-PKWI. w
o OSIS indicated the study data for study RP-LID-SSI were acceptable. w
e OSIS declined to inspect study RP-LID-PKOMI clinical site due to acceptable inspection w
history. w
2.3.3 Were Trials Conducted in Aoecordance with Aoeepted Ethical Standards w

Stu 1es RP- ID-SSIan RP- ID-PKO®1 appeart havebeenc n ucte nacc r ancewth w
accepte eth cal stan ar s. The IRB appr ve the rgnalpr t ¢ lan the Inf rme C msent w
F rmpr rt thestart fthestu yf rb thstu wes. w

2.3.4 Evaluation of Financial Disclosure w

F rstu wes RP- ID-SSI an RP- ID-PKOO1,aF rm FDA 3454 ( ate 03/04/2016) s subm ftew w
f rall nvest gat rs. The appl cantha n f nanc al arrangements w th the nvest gat rst = w
scl se. w
2.4 Review of Skin Irritation, Sensitization, and Adhesion w
2.4.1 General Approach to Review of Skin Irritation, Sensitization and Adhesion w

Stu y RP- ID-SSI was rev ewe t ver fy that test pr mact sn maewrr tatngan senstzng w
than the reference. RP- ID-PKO#1 was rev ewe t ver fy that the a hes m perf rmance fthe w
test pr mact sn w wse than that fthe reference. w

2.4.2 Detailed Review of Skin Irritation, Sensitization and Adhesion Studies w

2.4.2.1 Skin Irritation and Sensitization Study (RP-LID-SSI) w

Applicant’s Study #: | RP- ID-SSI w

Title w A Ran wmwze ,C mtr lle Stu yt Evaluatethe Sknlrrtat n w
an Senstzat nP tental faTest w cane5%T pcal Patch w
Cwnpare t w erm 5% T p cal Patch Us ng a Repeat Insult  w
Patch Test Des gn n Healthy A wlts w
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Objec ives t The pr mary bject ves fth sstu y were: t
e T d¢valuatetheskn rrtat h n tice byt pcal t
appl cat © fthetest] tcane 5% patchc mpare t t
erm 5% 1 tcanepatchf  whg2l ays f t
exp sure n healthy a @lt male an tfemale subjects. t
e T d&valuatethesknsenstzat bt n tice byt pcal t
appl cat h fthetest]l tcane5% patchc mpare t t
erm 5% 1 tca ne patch aftera 21- ayIn tict ot
Phase, f f we by a48-h tir Challenge Phase n healthy t
a tlt male an tfemale subjects. t
The sec n ary bject ve fthsstu ywas: t
e T assessthe safety an tt lerablty fatest] tcane5% t
t pcalpatchc mpare t t erm5%]1 tcanepatch n |t
healthy a ult male an tfemale subjects. t

2.4.2.1.1 Pro ocol Review t

Pro ocol Version t Pro ocolDae t IRB ApprovalDae t

1.0 t 07/25/2013 t 07/31/2013 t

Reviewer's comments: t
The protocol was approved prior to study initiation (study period: 08/12/2013 to 12/16/2013). t

2.4.2.1.2 S udy Design t

Overall S udy Design t
Stu y RP- ID-SSI was a tw ttreatment, s ngle s te, mult ple-appl cat n, evaluat r-bln e , t
three-phase, ran tmze stu y n 248 healthy a ults. Cumulat ve sk n rrtat nan senstzat n t
p tent als fthe test pr tuct were ¢ mpare t reference by repet t ve placement feach t
treatment t the same sk n s te. B th treatments (1/4 test pr tuct patch an 1/4 reference t
pr tuct) were place s multane tsly an replace 3t mes wekkly atthestu ystef rat tal f9 t
appl cat ns (21 ays fIn uct n Phase). If patcha hes t was assesse as <50% a here but t
n t etache (m aetthan half the system 1 ft ng ff fthe sk n w th ut fall ng ff), the subject t
was sche ule f ra make-up patch appl cat n. The sk n rrtat n assessment f r the patch t
a here <50% wasn t nclu e nthe rrtat nanalyses. Subjectswh tn treturnf r ne t
vstt thestu yste urngthelIn uct nPhase were nstructe t keep the patches nplace. t
They were sche ule t rece ve a make-up patch appl cat natthelastvst urngtheln uct n t
Phase. The make-up patches were rem oved 48 h urs later an the patch s tes were assesse . t
There was a 12-14- ay rest phase. Then f 11 we a subsequent 48-hr Challenge phase, w tha 3- t
ay bservat nan rrtat nevaluat n. Dermal rrtat n was assesse 0.5,24,48,an 72 t
h urs after patch rem ovtl ur ng the Challenge Phase. There were 2 ¢ h rts. The C th rt1 t
treatment start ate was 08/20/2013. The last C th rt 1 treatment exp sure ate was 09/26/2013. t
The C th rt 2 treatment start ate was 11/05/2013. The last C t rt 2 treatment exp sure ate was t
12/13/2013. t
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Table .3: Overall Study Design 2

Study/Protocol Number 2 RP- ID-SSI 2
Subject Population 2 Healthy, a ult subjects wh met the nclus Z/exclus hcrteraf rths |2
stu 'y 2
Blinding 2 Thsstu ywasbln e t thestu ystaff perf rm ng2he rrtat 2an 2
sens t zat R assessments. 2
Randomization 2 Apbl cat 2 stes were es gnate as “upper” an “l wer” nthe 2
ran 2m za 2 sche ule, wh ch pertane t therelatvep st 2ng f 2
the test an reference stu y pr 2uctst each ther. 2
Treatment arms Test 2 Reference 2
Reinforced 2 Yes 2 Yes 2
Number of period/phase 2 Induction 2 Rest 2 Challenge 2
Duration 2 21 ays 2 12-14 5 ays 2
ays 2
Dose administered 2 1/4 test patch 2 n ne 2 1/4 test patch 2
1/4 reference patch 2 1/4 reference patch 2
Dosing regimen 2 1/4 test patch 2 n ne 2 1/4 test patch 2
1/4 reference patch 2 1/4 reference patch 2
Number of applications 3t mes/wek appl cat 2s; 2| n ne 2 1 f rtestan reference 2

t tal f9f rtestan 2
reference 2

Application site 2 Stu y patches were apple 2 n ne 2| Thetestan referencestu y |[2
s multane uslyt the same 2 patches were apple t 2
stes n nes 2 fthe 2 naivestes nthe B ste 2
nfrascapular area fthe 2 s 2 fthespne nDay36 2
back. Subjects returne t 2 f r48h urs runtlremovd |2
the stu ysteat48-h ur 2 uet excessvel cal 2
ntervals t have the 1/4 2 rr tat . The respect ve s te |2
patches rem ov@ an 2 fappl cat 2 (“upper” r 2
replace bystu yste 2 “l wer”) was the same as 2
pers nel. 1/4 patches 2 that use urngthe 2
apple nFr 2yremane 2 In uct 2 Phase. 2

nplacef r72h ursuntl 2

Mon2ay. 1/4 patches appl e | 2
n Satur ayremane n 2

placef r72h ursuntl 2

Tues ay. 2

Adhesion assessment times pr 2t removd feach1/4 2 nne 2| pr 2t remov@ feach1/4 2
patch 2 patch 2

Irritation assessment times f 2 wngremovdd feach 2| n ne 2|0.5,24,48,an 72h urs 2
1/4 patchan pr 2t 1/4 2 after 1/4 patch rem vl 2

patch replacement 2

Reviewer’s comments: 2

The applicant’s study design is different from the draft product specific guidance. The applicant 2
allowed an additional “make-up” patch if patch adhesion was less than 50%. In addition, the 2
applicant’s Other Effects scale for skin reactions included one additional “no other 2
observations”, which is not present in the product specific guidance. For Other Effects scale, the 2
applicant used continuous numerical scores of 0 to 6 whereas the drug specific guidance 2
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reco m ends nu mric equivalent scores of 0 to 3 only. The FDA statistical analyses relied on m
the FDA-reco m ended scale and study design for the analyses of irritation and sensitization. m

Treatment Arms m

Table 2.4: Treatment Arms (Study # RP-LID-SSI) m

Treatment arms m Test m Reference m
Pr mct Name m cane T mcal Patch, 5% 1. m erm® (1 mcane) T mcal |m
Patch, 5% m
Strength m 5% m
Patchsze L m ength: 14 cm, Wi tle 10 cmm  ength: 14 cm, Wi tht 10 cm 7|
(Yapatch fthetestpr mct m  (Yapatch fthe reference m
was apple ) m pr mct was apple ) m
Manufacturer m Alterg n, Itala m O+ Tm
En mPharmaceut cals m
Batch/ mNm L m 1304191 m Y2282 m
Manufacture Date m 04/2013 m n/a m
Exp rat mDate m n/a m 10/2015 m
D mage F om m t p cal patch m
R mte fa mnstrat m m t pcal m
Re nf rce w thtape m Yes m

Study Population Selection m

Thsstu yenr lle malean female subjects at least 18 years 1 . See appl cant’s stu yrep rt, m
Sect n9.6 (pages 29-30 f149) f rthe full I st fthe appl cant’s nclus man exclus m m
crtera. m

Reviewer’s comments: m

The applicant’s inclusion/exclusion criteria incorporated all the inclusion and exclusion criteria m
fro mthe draft product specific guidance. All of the applicant’s additional inclusion and m
exclusion criteria are acceptable. A key applicant inclusion criterion was that a subject was to m
be free of any syste it or der atologic disorder, which, in the opinion of the investigator, would m
interfere with the study results or increase the risk of adverse event. Two of these key applicant m
exclusion criteria were: Not willing to refrain fro mswi ming or bathing such that the patch will m
be sub marged for the duration of the study and not willing to refrain fro nmexcessive exercise or m
physical activity for the duration of the study. m

Restrictions during the |/Bubjectsc ul n tuse system c/tmp cal analges cs (e.g. asprn, m
study m Aleve, Motrm, A m 1, Nuprn) f ratleast 72 h urspr mt an m
ur ng the stu y. Subjects ¢ ul take oeas mal acetam n phenas m
nee ¢ f rhea ache r therpan. Subjectsc ul n tuse m
system ©/tnmp cal ¢ rt ¢ ster ms f ratleast 3 weaks pr mt r urng |m
the stu y. Subjects ¢ ul n tuse system c/tmp cal ant h stam nesif r m
atleast 72 h urs pr mt r ur ngthe stu y. Other ver-the-c unter m
r prescr pt mme ncat ms were pr hbte urngthestuy, m
nclu mg ur ng the Rest Phase, unless appr ve bythe Sp ns ran |m
nvest gat r n a case-by-case bas s. Female subjects us ngh rm mah |m
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c ntracept vesc ntn e therapy u ngthest w. Whereas bathng u
was all we (1 wt bbath/fr ntal sh wers), the patche arecawasn t |u
t bes ake an wast bekeptas ryasp ssble, perthe u
nstr ¢t msgvent eachs bject. u

Treatment compliance | All patches were appl e an rem ovar by cln cal st w staff. u
Rec r s fpatch appl cat msan v stsche ulec mpl ance were u
rec r ¢ nthes bjects’s urce w mentsan CRFs. u

Reviewer comments u

o The restrictions on medication use during the study reflect the applicant’s exclusion criteria u
and are acceptable. The RLD labeling recommended avoidance of patch contact with water, u
such as showering. The applicant’s allowance of frontal showers was an acceptable u
compromise to maintain subject hygiene as the patch application site was on the back and u
the induction phase was 21 days. u

o The applicant’s measures to ensure treatment compliance are acceptable. u

Page 17 £40 u



ANDA 209190 n cane Patch 5%] n

Assessme ts n
The appl cant use the f 1l w ngscalesan senstzat n efnt n urngstu y RP- ID-SSI: n

Table 2.5: Dermal Respo se n

Score | Descriptio n
On | Npev mnce f rrtat m n
1 n | Mm mal erythema, barely percept ble n
2 n | Defn te erythema, rea 1y v s ble, m n mal e ema r m n mal papular
resp nse n
3 n | Erythema an mpapules n
4 n |Defntee eman
5 n | Erythemaw the ema an mpapules n
6 n | Vescularerupt n n
7 n | Str ngreact nsprea mgbey n mpplcat nste n

Table 2.6: Other Effects n

Score n| Descriptio n

O n | n nther bservat ns n

1 n | sl ghtly glaze appearance n

2 n | marke glaze appearance n

3 n | glaz ng w th peel ng an mrack ng n

4 n |glazngwthfsmres n

Sn |flm f re ser usexu mtesc verngall rpart fthe n
patchste n

6 n | small petechaler s msan hrscabs n

Senstzat nDefnt n n

A sknsenstzat nreact nwas efne asthe evel pment, attheste fre-exp suret the n
patch, f efn te erythemac mbne w ththe presence fany fthef 1l w ngs gns: papules,

n

e ema, ves cles, bullae, crack ng, f ssur ng, crust ng, peel ng, rsprea bey n thec nfnes f n

patch appl cat n s te. Such react nswererequre t haveatmec ursec mpatblewtha n

sens t zat nreact n;that s, suchareact n aeurr ng at the beg m ng fthe In uct nPhase n
was ame asgn fpr rsenstzat n,an react ns wh chmarke ly mpr ve wthna72-96 n

h ur t meframe were n t character st ¢ fan allerg c resp nse, an were class fe asan rr tant

n

resp nse. Sk nsenstzat nreact ns methkely agur nthe Challenge Phase, alth ugh they n
aeur later n the In uct n Phase,an w ml have at me ¢ urse character stc fTypelV n
elaye hypersens t v ty react ns. n

c ul

Reviewer's comments: n

The applicant’s Dermal Response scale is the same as recommended by the draft product

specific guidance. n
The applicant’s Other Effects scale for skin reactions had an additional observation, “no n
other observations”’, which was not present in the product specific guidance. Also, the n

applicant’s Other Effects scale numeric scoring was different than what is recommended n

in the product specific guidance. The FDA statistical reviewer followed the draft product

specific guidance’s numerical scale. n

Page 18 f40 n
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o The F DA statistician followed the draft product specific guidance sensitization criteria D
for the F Dl analysis. D

Endpoints D

Primary D | Dermal resp fke sc res an ¢ res f r ther effects D

Endpoints D| . Dermal response scores and scores for other effects collected during the Induction Phase
to evaluate the skin irritation potential of the study product.

» Dermal response scores and scores for other effects collected during the Challenge Phase
to evaluate the skin sensitization potential of the study product.

« The number of patches removed due to an unacceptable degree of irritation.

»  The number of days until sufficient irritation occurs to preclude patch application.

Reviewer's comments: D
The applicant’s primary endpoints are acceptable. D

Statistical Analysis Plan D

See appl cant’s stu y rep rt, Sect n9.10 (page 37) an FDA Stat st cal Rev ew, Sect n3.2.7.2 D
—3.2.7.4 (pages 34 -38) f r etals fthe stat st cal analys s plan. The appl cant’s analys s D

p pulat ns efnt nsarepr v 2 bel w. D

Appl cant’s Irr tat n Analys s P pulat n D

Irritation: D

The appl cant’s rrtat nanalys sp pulat n nclu e all subjects wh rece ve test/reference D

pr Dicts such that sequent al test/reference pr Mct appl cat ns weren t etache fr mtheskn D
f r1 nger than 24 h urs ur ngthe 21- ay In uct n Phase (unless the patch wasremovéD f ran D
unacceptable egree f rrtat n). Ifa test/reference pr Mct etache an c¢ ul n tbereplace D
wthn24h urs, rasubject Dn tkn w when a test/reference pr Ict etache , the subject’s D
patch was exclu e fr m the test/reference rr tat nanalyssp pulat n. D

Sensitization: D

All subjects wh rece ve test/reference pr Icts (Challenge Phase) an wh have ¢ mplete the D
In uct n Phase, wear ng the test/reference pr Icts f rthe entre 21 aysan c¢ mplete the D
Rest Phase. A D't nally the challenge test/reference pr Icts must be attache f r48h urs D
(unless the challenge test/reference pr ct was rem ovéD uet asenstzat nreact n)wththe D
subject return ng f r evaluat n at least 24 h urs after rem ovaD f the challenge test/reference D

pr Ixct. D

Reviewer's comments: D
The applicant’s irritation analysis population definition is consistent with the draft product D
specific guidance per-protocol population for irritation. D

The applicant’s sensitization analysis population definition is different than the draft product D
specific guidance sensitization analysis population definition. The draft product specific D
guidance recommends the subject to return for at least one of the scheduled evaluations at 48 D
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and 72 ours after removal of t e ¢ allenge patc . However, t e applicant’s sensitization h

analysis population includes subjects w lo return for evaluation at least 24 ours after removal h
of t ec allenge patc . T e FDA statistician used t e definition specified in t e drug specific h
guidance for t e FDA analysis. h

2.4.2.1.3 Study Subjects 7/
Subject Disposition /

Tw hhun re f rty-e ght (248) healthy a ult subjects were entere nt th sstu yan rece ve at
least ne appl cat n fpatches. At tal {227 subjects c mplete thestu y. &

Subjects Analyzed /
Of the 248 subjects ran Amze nt the stu y, 228 test subjects an 228 reference subjects were 4

nclu e ntheappl cant’s rrtat n PPp pulat nan 227 test subjects an 227 reference
subjects were nclu e n the appl cant’s sens t zat n PP p pulat n.

Reviewer's comments: h

T e FDA clinical reviewer did not recommend any ¢ anges to t e applicant’s irritation and h

sensitization PP populations for t e FDA analysis.* h

Demographics 7

The em qgrhph cs fthe rrtat nan senstzat nstu y RP- ID-SSlareasf Il ws. 4

h

h

Table 2.7: Demographic and Baseline Characteristics for Irritation and Sensitization /

Study: Gender, Race and Age /

All Enrolled 7/
(N=248) h

Female £ 184 (74.19%)
Gender & Mypile 64 (25.81%)
As an B (1.21%)
Race 7 Black & 135  (54.44%)
Whte A 110 (44.35%)
18-40 111 (44.76%)
;:‘lg;gi‘s’“fl "41-64 h 129 (52.02%)
65-75 h 8 h (3.23%)
Agein 4 | MeanSDJ 41.39,12.22 h
Ve Min,Max 18,69 h
QI, Me /an, Q3 B3,43,49 h

S urce: FDA Stat st cal Rep rt Table 18 /4

4 h

h

http://pan_rama.f a.g v/ /cument/prev ew?vers mID=5775b58a0093¢7eb4704e2b302{4bb00&ID=5775b58a0093¢c &

7ea3a9a373¢525¢3883 4
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Reviewe 's comments: r

There was a higher percentage of females in the study. Enrolled subjects consist mainly of black r
and white subjects. The age range of subjects is consistent with the applicant’s inclusion criteria r
of > 18 years of age. These demographics are acceptable and have no impact on the study r
outcome because both test and reference patches were applied simultaneously to the same r
subject. r

2.4.2.1.4 Results r

Irritation Results r
The appl cant’s rrtat n analys s results areas f 1l ws. r

Table 2.8: Applicant Irritation Analysis Results (Study RP-LID-SSI) r

Variable r Hypotheses r | LSmean y LSmean 1 Estimate of r One-Sided r
Test r| Reference [rpa—1.25%ug,| 95% Upper |r
Confidence |

Bound r

<

Mean Irritation r | Ho: hy — 1.25%ug >0 ¥ 0.21% r 0212 r -0.001 r -0.015 r
Score (“dermal r | Hi: yy — 1.25%ug <0
response” + “other |r
effects” scores r
from induction r

phase assessments)

ey

S urce: Appl cant Stu y Rep rt Table 9 r

Because the appl cant’s stu y es gn ss gn fcantly fferent fr m the rec mmen at n r
pr v e nthe rugspecfcgu rancef rthspr ruct uet a rt nal make-up patch use, r
FDA stat st cal rev ewer perf rme 6 fferent stu yp pulat nsp st-h ct evaluate whether r
th sepr t ¢ 1v dat ns entfe bythe FDA stat st cal rev ewer change the stu y utc me. r
FDA stat st cal rev ewer ent fe multple ata nc nsstences n rrtat nsc resfr mthe r

r gnal atasett subsequent atasets nresp nset the r ECD requests. r

The 6 var ants fthe PP p pulat nc ns rere f rthe FDA rrtat nanalys s (PPPI1 — PPPI6) r
nclu e a justments wh ch rem ove subjects uet asgnfcantprtcl evat ns r r
v Hat ns. The efnt nf reachstu yp pulat nan the summary results arelste bel w. r

The patches exclu e fr m PPPI1 are: r
e A patch type that r n thaveall nne patchapplcat ns r rn thaveallnne r
T tat n assessments f r arsubiect.  r -
e All patches fr m Subject Ths sbase nthe OSIS r
nspect nrep rt. r

The patches exclu e fr m PPPI2 are: r
e All patches exclu e fr m PPPILl. r
e All patches fr m the subjects wh sk ppe avst urngthe n uct nphase. r
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The patches excl w fr m PPPI3 are: u
e All patches excl w fr m PPPIl. u
e All patches that were etache  uwngthe n uct nphase base n the patch etachment u
flagb tn tkn wnt bereplace wthn24h ursafter etachment. The atasets u
s bmiteu n December 9, 2016 were se f rths etermnat n. u

The patches excl w fr m PPPI4 are: u
e All patches excl w fr m PPPI3. u
e All patches fr mthe s bjects wh skppe avst wngthe n uct nphase. u

The patches excl w fr m PPPIS are: u
e All patches excl w fr m PPPIl. u
e All patches that were etache  wngthe n uct nphasebase nthea hes msc res u
b tn tkn wnt bereplace wthn?24h ursafter etachment. The atasetss bmiteu u
n December 9, 2016 were se f rths etermnat n. u
The patches excl w fr m PPPI6 are: u

e All patches excl w fr m PPPIS. u
e All patches fr mthe s bjects wh skppe avst wngthe n uct nphase. u
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Tabl 2.9: Irritation Analysis R sults (Study RP-LID-SSI) e

Appl cant e FDA e
Test! | Refer |eTest! | Refer |eTest! | Refer |eTest! | Refer |e Test! | Refer |eTest! | Refer |eTest! | Refer |e
ence? ence? ence? ence? ence? ence? ence?

Irr tat n Analyss e | Applcant’s |e PPPIl e PPPI2 e PPPI3 e PPPI4 e PPPI5 e PPPI5 e
PPP pulat n e FIAP e
Var able e CII? MIS* MIS* MIS* MIS* MIS* MIS*
Number fPatches e| 228 ¢ 228 ¢ 222 ¢ 222 ¢ 196 ¢ 196 ¢ 193 ¢ 192 ¢ 176 ¢| 175 ¢ 199 ¢ 199 ¢ 182 ¢ 180 e
Mean e 0.211 | 0.212 | 0.206 | 0.210 | 0.209 | 0.214 | 0.220 | 0.224 | 0.223 | 0.227 | 0.216 | 0.226 | 0.218 | 0.227 ¢
SD e 0.354 | 0.344 | 0.323 | 0.345 | 0.341 | 0.354 | 0.336 | 0.350 | 0.345 | 0.360 | 0.333 | 0.354 | 0.341 | 0.362 ¢
Upper 95% UCB> e 0.015 e
f r Test —Reference®
Upper 95% UCB°> e -0.034 e -0.038 e -0.038 e -0.039 e -0.041 e -0.039 e -0.039 e
fr Test- e
1.25*Reference’
C eclus & Is Test ¢ Yes e Yes e Yes e Yes e Yes e Yes e Yes e
N er-Infer et e
Reference? e
Senstzat n e Appl cant’s e  PPPS1 e PPPS2 e PPPS3 e PPPS4 e PPPSS e PPPSS e
Analys s e FSAP e
PPP pulat n e
Number fPatches e| 225 ¢ 225 ¢ 217 ¢ 215 ¢ 191 ¢ 189 ¢ 187 ¢ 186 ¢ 170 e¢| 169 ¢ 192 ¢ 193 ¢ 175 ¢ 174 ¢
Number f e 0e 0e 0e 0e 0e 0e 0e 0e 0e 0e 0e 0e 0e 0e
Senstzat n e

ITest:

ZReference: e

éferent fr m FDA’s.

e cane 5%t p cal patch (D str bute by Rh ees Pharmaceut cals
erm® (1 eca ne patch 5%) (manufacture by Te k ku Se yakuC e, t .f r En e Pharmaceut cals, Inc.) e
3CIL: Cumulat ve Irr tancy In ex ef ne by the appl cant as the mean fthe rrtat nsc res( ermal resp nse + ther effects) ur ngthe n uct n phase.
Appl cant’s ther effects scale s

€

.P.an manufacture by Alterg n, Ital a) e

4MIS: Mean rrtat nsc re sthemean fthe9 rrtat nsc res( ermal resp nse + ther effects) urngthe n uct nphase. e
SUCB=Upper C af ence B en e
SAppl cant’s n n- nfer rtycrter n: 95% UCB f r Test — Reference <0.11; "FDA’s n n- nfer rty crter n: 95% UCB f r Test — 1.25*Reference <0. e
S urce: FDA Stat st cal Rep rt Table 74 e
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Reviewe 's comments:

ca ne Patch 5%] r

r

The results of all six above-mentioned FDA irritation analyses demonstrate non-inferiority of the r
test product to the reference product. However, due to inconsistency in irritation scores reported r
in multiple datasets, DCR primary reviewer cannot make adequate conclusion of irritation r

assessment from the irritation and sensitization study RP-LID-SSI. Please see FDA statistical r
report for further details. r

Sensitization Results »

Table 2.10: Patche

Rh Rtaton Sco e =2 at480 72 Hou Evaluat on n Challenge R

Pha e R
Subject D | T eat R taton Sco e at R Max Appl cant’ FDA R
ment” R D He ent T me afte |R tato RDete minat on |[RDete minat R
Challenge Pha e Patch | R Sco e | R of Potent al onof R
emoval R Du Rg |[KSen Rzaton n |RPotental R
30 24 |R48 |R72 |Rnduct R the Challenge en Rzaton | R
Min r RHr RHr R on R Pha e R (Ye ,No) R
Phae R (Ye,No) R Ba edon R
taton R
Sco e R
@9 AR| 1R 2R 2R IR 2R [NoR No R
B R IR 2R 2R 1R 3R |NoR No R
" A=Test, B=Reference. R

Source: FDA Statistical Report Table 60 R

Reviewer's comments:

R

No subjects demonstrated a sensitization response during this study. However, due to same R
reason as stated above, DCR primary reviewer cannot make adequate conclusion regarding R

sensitization potential. Please see FDA statistical report for further details.

Page 24 40 r
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ANDA 209190 a cane Patch 5%] a

2.4.2.2 Ph rm acokinetic/Skin Adhesion Study (RP-LID-PK001) a

Applic nt’s Study #: | RP- ID-PKGW1 a

Title a A Ran am zea, Open- abel, Tw aPer a,Cr s ver, Sngle D ®¢ |a
B aequvalence Stu ¢ f a cane5% T @ cal Patchan a a
erm® n Healthy A ailtsun arFaste Ca 4 as a

Objectives a The pr mary bject ves fthsstu s were: a
o T assesstheb @qu valence fasngle210@8mg =e (3 a
patches) fatestf rmulat a fl acane 5%t pcalpatch |a
versus a erm® after a 12-h ar appl cat a n healthy a
a ult male an demale subjects un ar faste * n & as. a
o T assesstheapparent @me elvere f lh wag a
applcat a fasngle210@8mg @se fatestf rmulat a a
fl acane5%¢t pcal patchversus a erm® afteral2- |a
h ar appl cat a n healthy a ult male an demale subjects
un ar faste * n & as. a
e T assess patch a hes ve perf rmance fatestf rmulat a |a
fl acane 5%t pcal patch versus a erm® aftera 12- |a
h arappl cat a n healthy a ult male an @emale subjects. |a

()

The sec n ary bjectve fthsstu gwas: a
e T assessthe safety an & lerablty fasngle210@8mg a
se fatestf rmulat a fl acane5%¢t pcalpatch a
versus a erm® after a 12-h ar appl cat a n healthy a
a alt male an demale subjects un ar faste &£ n & as. a

Reviewer’s comments: a
Only the adhesion data were evaluated in this clinical review. Per DBII, the pharmacokinetic a
study is acceptable. a

2.4.2.2.1 Protocol Review a

Protocol Version a Protocol D #e a IRB Approv hD #e a

I a 08/08/2013 a 08/16/2013 a

Reviewer’s comments: a
The study began on 09/04/2013, after the approval of the protocol on 08/16/2013. a

2.4.2.2.2 Study Design a

Over H Study Design nd Pl n a

Ths saran amze , pen-label, tw aper a,cr s ver, s ngle- ae faste b @&qu valencestu y a
an patcha hes astu y. Thea hes ve pr perty fRh aes Pharmaceut cals .P.’s] acane a

t p cal patches (test pr auct) wasc mpare t a erm® (reference). Dur ng each per a, three a
t p cal patches fan ass gne treatment were appl e s multane usly (2100 mg)t the a
nfrascapular area fthe back nethers & fthespne, wth ut celus a, w th appr x mately a

Page 25 40 a
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2.5 cm betwgen each atchf rat tal f12h urs. F  wngawash ut er p f7 ays, p
subjects cr gs¢  vert the alternate reference (R) rtest (T)f rmulat nan thesame p
r ce ures were erf rme atthesametme pntsasn te frPer pl. p

Table 2.11: Overall Study Design p

Study/Protocol Number p RP- D-PKG91 p
Subject Population p healthy a ult male an ffemale subjects p
Blinding o p en-label stu p p
Randomization p treatment sequence p
Treatment arms p Test p | Reference p
Reinforced p np
Number of period/phase p Period 1 p Rest p Period 2 p
Duration p 12h prs p 7 ays p 12h prs p
Dose administered p 3x70pmgt pcaltest r |p n pe p| 3x70pmgt pcaltest r |p
reference r puctsa ple |p reference r puctsa ple |p
s multane psly (2100 mg) s multane usly (2100 mg)
Dosing regimen p 12 hrs p n/a p 12 hrs p
Number of applications p 1 p n/a p 1 p
Application site p the nfrasca plararea f p n/a p|the nfrasca plararea f p
theback nethers g f p theback nethers g f p
thes me,wth pt p thes me,wth pt p
cclus m,wth p cclus m,wth p
a pr x mately 2.5cm p a pr x mately 2.5cm p
betwegen each atch p betwegen each atch p
Adhesion assessment times | 6 h prs (=30 mn)p p n/a p|6h prs (30 mn)p p
fhwpg atch p fhwpg atch p
a plcat pan pr pt p a plcat pan pr pt p
atch rem ovgd p atch rem ovgd p

Reviewer’s comments: p

o The applicant’s study design is consistent with the draft product specific guidance. The p
draft product specific guidance recommends that adhesion scoring is to be done at least p
daily. p

e The FDA’s primary endpoint is the mean of adhesion scores at 6 hours (£ 30 min) p
following patch application and prior to patch removal. p

o The treatment administrations are consistent with the draft product specific guidance. p
Per RLD label, up to maximum of 3 patches can be applied at once up to 12 hours within p
a 24 hour period. p
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Trea men Arms t

ca ne Patch 5%] t

Deta Is feach treatment are pr v te n the table bel w.
Table 2.12: Trea men Arms (S udy # RP-LID-PKO001) ¢

Trea men arms t Tes t Reference t

Pr tuct Name t cane T p cal Patch, 5% L t erm® (1 tcane) t
T o cal Patch, 5%¢t
Strength t 5%t
Patch s ze t Wh le patch: ength: 14 cm, t Wh te patch: ength: 14 cm,
Wi th: 10 cm t Wi th: 10cm t
Manufacturer t Alterg n t ®@ f r
En t Pharmaceut cals t

Batch/ ttNt L 1304191 t Y82 t
Manufacture Date t 04/2013 t n/a t
Exp rat f© Date t n/a t 10/2015 t

D tsage F tm t

t p cal patch t

R tute fa mndtrat © t

t pcal t

Reviewer’s comments: t

marketed product.

Test product lot # L1304191 is also used in irritation/sensitization study RP-LID-SSI. t
The composition and size of test product lot # L1304191 is the same as the to-be- t

t

S udy Popula ion Selec ion t

Stu y RP- ID-PKQ01 enr

stu yrep rt, Sect n9.2 (pages 23-25 f143) f rthe full I st fthe appl cant’s nclus t an

exclus t cr ter a.

Reviewer’s comments: t

t
t

lle healthy v lunteers age 18t 45 years fage. See appl cant’s

The draft product specific guidance does not specify inclusion/exclusion criteria for the t

adhesion study. The applicant’s inclusion/exclusion criteria are acceptable. t

Res ric ions during he
sudy t

tSubjects weren tt applyt pcal pr tuctst rwashtheback, r t

engage nstrenu us act vty urngthe 12-h urpatchapplcat n t

per t.

Onthe ay f tsng, subjectsweren tt c nsume any water w th n

Il h urbef rean 1h urafter patch appl cat nan weret reman t

faste f ratleast4 h ursf 1l wng patch appl cat n. Water was t
ffere ad libitum after the 1-h urp st- tsebl t sample was t

¢ Hecte . Water,s ft rnks (s tas)wth utcaffene rn n-ctrus t

fru t ju ces were ffere w th meals an ad libitum beg tn ng 4 h urs

p st- tse.

Subjects were t refran fr m ngest ngalc h 1 rcaffe ne wthn 24

h urspr tt each ftse. Subjects weret refran fr m ngestng t

grapefru t pr tucts an grapefrut-c ntanngjuceswthn72h urs ¢

pr tt each ftse.
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mailto:��./��01203�����!�"�#�!$�45678�9�:;<=>?<;@AA2B
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Trea men compliance | Alt patches were appl e by cl n ¢ pers nel. The ate an tt me stu ¢
rug was a mn dtere t each subject were tcumente . t

Reviewer comments t
o The applicant’s restrictions during the study and treatment compliance assurance are t
acceptable. t

Assessmen s t
The f 1l wnga hes nscale wasuse urngthe stu y RP- ID-PKQ01: t

Table 2.13: Pa ch Adhesion Scoring Sys em t

0==90% a here (essentallyn 1ft ff ftheskn) t

1==75%t <90%a here (s mee ges nlylftng ff ftheskn) t

2==50%t <75%a here (lessthan half fthesystemlftng ff ftheskn) t
3=<50%a here byn t etache (m aetthan halfthe system1ftng ff fthesknwth ut t
fallng ff) t

4 =patch etache (patch ¢ mpletely ffthe skn) t

Reviewer’s comments: t
The applicant’s adhesion scale is consistent with the draft product specific guidance. t

Endpoin s t
| Primary Endpoint | mean a hes tsc res t |

Reviewer’s comments: t

The FDA statistical analysis used adhesion scores at 6 hours (£ 30 min) following patch t
application and prior to patch removal for assessment of the cumulative adhesion score during t
the 12 hour application period. This is acceptable as the draft product specific guidance t
recommends adhesion scoring to be performed at least daily and in this case, the applicant t
evaluated at 6 hours and just prior to removal at the end of a 12-hour application. t

S a is ical Analysis Plan t

See appl cant’s pr t ¢ 1, Sect n 13.1 (page 36-37 f45)an FDA Stat st cal Rev ew, Sect n t
3.3.6.2 (pages 88 -89) f r etals fthe stat st cal analys splanf r etals fthestatstcal t
analys s plan. t

Reviewer’s comments: t
All 48 enrolled subjects completed the study and were included in the applicant and FDA t
adhesion analyses. t

This clinical reviewer did not recommend any changes to the applicant’s adhesion population t
for the FDA analysis. t
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ca ne Patch 5%] t

2.4.2.2.3 S udy Subjec s t

Subjec Disposi ion t

F rty-e ght (48) subjects, age 18-45 years, were enr lle

subjects ¢ mplete thestu y. t

Subjec s Analyzed t
The a hes thanalyssc h rt sthe 48 subjectsenr lle . t

Demographics t

n RP- ID-PKA01. F rty-e ght (48) t

The em ggmaph cs fthe PK BE/a hes nstu y RP- ID-PKA01 are as f 11 ws. t

All Enrolled t
(N=48) t
Female t 23t (47.92%) |t
Gender ¢ "Urle ¢ 25t (52.08%) |t
Race t Black t 19 t (39.58%) |t
Whte t 29 t  (60.42%) |t
Age Group t18-40 t 35t (72.92%) |t
in Years t 41-64 t 13t (27.08%) |t
Agein t M@an, SD t 31.96,9.22 t
Years t Minn,Max t 18,45 t
Ql,Me tan, Q3 t 22,31.5,45 t

S urce: FDA Stat st cal Rep rt Table 63 t

Reviewer's comments: t
The demographic distributions for gender, race, and age should have no impact on the adhesion t
of the test and reference products. t

2.4.2.2.4 Resuls t

Adhesion Resul s t

The a hes thsc resf reachpatchsh ul bemmtt ne vertme. It s bserve that ut fa t

t tal f288 patches nthe PPp pulat n, I patch tn tsatsfymmtt ncty fthea hes th t

sc res. The FDA stat st cal rev ewer perf rme the analysesby mmtt nzngthea hes th t

sc res where at eacht me p tntthe a hes tasc re fapatch sreplace by theh ghesta hes th t

sc re fthe prev tus assessments fthe currenta hes tasc re s bserve t be less thanthe t

a hes tasc reatany ftheprev tustmep tnts. Th smeth t sals kn wnasthew trst t
bservat ncarre f rwar (WOCF). t

Table 2.14: Primary Non-inferiori y Analysis of Mean Adhesion Score (Mono onized) for t
Tes vs. Reference Pa ches per FDA (RP-LID-PK001) t

Variable t Hypo heses § LSmean LSmean | Es imae |t One-Sided 95% ¢
Tes t | Reference |t of t Upper Confidence |t
(SE) t (SE) t Hr — MR Bound t
Mean Adhesion t| Ho: yr—pr>06 t 0.5278 t| 1.1632 ¢t -0.6354 t -0.4075 t
Score t Hiipr—Pr<3 | (0.1257) t| (0.1257) ft
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S urce: DA Stat st cal Rep rt Table 68 F

Table 2.15: Number and Percent of Test and Reference Patches with Each Monotonized F
Adhesion Score at Each Assessment (RP-LID-PK001) F

AskKessment
Time

FTreatment

F

Adhesion Score

0F

1F

2 F

3F

4 F

6 Hours F

Test F

109

(75.69%)

F 24

(16.67%)

F 9]

F(6.25%)

F 2]

F(1.39%)

F 0]

F(0.00%)

Reference

79

(54.86%)

F 38

(26.39%)

F 9]

F(6.25%)

F12

F (8.33%)

F 61

E(4.17%)

12 Hours F

Test F

86

(59.72%)

F 32

(22.22%)

F1l

F (7.64%)

F 10

F (6.94%)

F 51

F(3.47%)

Reference

44

(30.56%)

F 40

(27.78%)

F22

(15.28%)

F17

(11.81%)

(14.58%)

/™ /™ ™

S urce: DA Stat st cal Rep rt Table 66 F

Reviewer’s comments:

F

According to the FDA statistical review, the adhesion study RP-LID-PK(P1 demonstrates non- F
inferior adhesion performance of the test product to the reference product.

F

2.4.3 Brief Statements of Skin Irritation, Sensitization and Adhesion Conclusions F

2.4.3.1 Irritation Conclusion F

The ata subm tteF f rstu y RP- ID-SSI em mdfrate that the sk n rrtat np tental fRh Fes

Pharmaceut cals

P.’s.

F caneT pcal Patch, 5% sn w rse than that fthe R D. Results

fr m RP- ID-SSI are supp rte by ther ev Ence fr m the appl cat n that supp rts the

c nclus nthattheskn rrtat np tental fthe Rh Fes
w Ise than that fthe R HD; .e., the

safety pr fle hasn trase unexpecte c ncerns (see Sect n2.5bel w). F

2.4.3.2 Sensitization Conclusion F

N Fsubject ha p tent al sens t zat nreact nt e therthe test rthe reference pr Hict nstu y F

RP- ID-SSI. Als refert Sect n2.4.3.1.

2.4.3.3 Adhesion Conclusion F

The ata em mdfrate that the a hes ve perf rmance fRh Fes Pharmaceut cals
cane T P cal Patch, 5% satleastasg F asthat fthe R DD. F

Page 30 40 F
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F caneT p cal Patch, 5% sn
Ference n f rmulat n (see Sect n2.7bel w) sn t
expecte t beass cate wthachange n rrtat n rsenstzat np tental,an the bserve

F
F

F

F

F

F

F
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ANDA 209190 o ca ne Patch 5%] o

2.5 C neparative Review f Safety
2.5.1 Descripti n f Adverse Events o
2.5.1.1 Skin Irritati n and Sensitizati n Study (RP-LID-SSI) o

Of 248 subjects enr lle nthe rrtat nan senstzat nstu y RP- ID-SSI, 129 (52.0%) o
subjects rep rte at least ne a verse event. Moste verse events werem1 rmo arate n o
ntens ty. Three subjects exper ence ser usa verse events unrelate t thestu y rugan o

sc ntnue the stu y. Three subjects rep rt ng a ser usa verse event (SAE) ha a(sthmat c o
br nchtsan acute upper resp rat ry nfect 0 e )my car al nfarct o an left o
s era @ul pathy One subjec “ha a papular rash n the back an enpr r o
t patch appl cat nf rthe challengep o .N o eath was rep rte . The m (st(frequently )

ccurr ng a verse events were appl cat n s te prur tus (42.3%), hea ache (6.9%), applcat n o
stepan (5.2%), an back pa n (3.6%). Because the appl cant ¢ Hecte appl cat nstereact ns o
w th ut spec fy ng treatment arm, twasn tp es blet ¢ mpare the nc @nce fapplcat nste o
a verse events between test an reference pr aucts. o

Please see Table 2.16 bel w f r the appl cant’s safety p pulat n nc @nce fa verse events. o
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Tabl 2.16: Incid nc of Adv rs Ev nts — Applicant Saf ty Population e

Reported Incidence by Cohort and Overall
Study No. RP-LID-55I
Body System /
Adverse Event Cohort 1 ‘ Coh01t 2 ‘ Overall
N=123 =125 N=1248
n (%) n (%) n (%)
Cardiac disorders 0 | 108 | 1(04
Myocardial infarction 0 | 108 | 1004
| |
Gastromtestinal disorders 3249 | 324 | 6(2.4)
Abdominal pam 2(1.6) | 0 | 208
Constipation 1(0.8) | 0 | 1 (0.4)
Diarrhoea 1(08) | 0 | 1(04)
Drv mouth 1(08) | 0 | 1(04)
Flatulence 1(08) | 0 | 1(04)
Toothache 108 | 108 | 208
Vomiting 0 | 206 | 2008
| |
General disorders and administration site conditions 45 (36.6) | 64 (51.2) | 109 (44.0)
Application site pain T ) | 6 (4.8) | 13 (5.2)
Application site pruritus 43(350) | 62(496) | 105(423)
Fatigue 0 | 324 | 302
| |
Immune system disorders 1(08) | 0 | 1(04)
Hypersensitivity 1(0.8) | 0 | 1(0.4)
| |
Infections and infestations 1(08) | 864 | 9 (3.6)
Bronchitis 1(08) | 0 |  1(04)
Upper respiratory tract infection 0 | 108 | 1(04)
Viral infection 0 | 7166 | 7028
| |
Musculoskeletal and connective tissue disorders 5(4.1) | 10(80) | 15 (6.0)
Arthralgia 0 | 108 | 1004
Back pain 3240 | 6(8 |  9(6)
Muscle spasms 1008 | 0 | 1(0.4)
Musculoskeletal discomfort 1(08) | 0 | 1(04)
Neck pain 0 | 1008 | 1(04
Pain in extremity 0 | 3@4a | 302
| |
Nervous system disorders 3(7.3) | 10 (8.0) | 19.(7.7)
Dizziness 2(16) | 108 | 3012
Headache 865 | 972 | 17(69)
Radiculopathy 0 | 108 | 1(04
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|
Psychiatric disorders 3(24) 0 | 3012
Dysphoria 1008 | 0 | 1049
Euphoric mood 1008 | 0 | 1004
Insomnia 1(0.8) 0 | 1049
Mood swings 1(0.8) 0 | 1004

| |
Renal and urinary disorders 0 108 | 1(4)
Nephrolithiasis 0 108 | 1(4)

|
Reproductive system and breast disorders 1(0.8) 108 | 208
Dysmenorrhoea 108 | 108 | 2(8)

|
Respiratory. thoracic and mediastinal disorders 2(1.6) 329 | 50
Asthma 1(0.8) 0 | 1049
Oropharyngeal pain 1(0.8) 3249 | 4(16)

| |
Skin and subcutaneous tissue disorders 2(16) | 2(1.6) | 4(1.6)
Pruritus 108 | 108 | 2(8)
Pruritus generalised 0 | 1008 | 1(04
Rash papular 1008 | 0 |  1(04)

|
Vascular disorders 1(0.8) 0 | 104
Hot flush 1(0.8) 0 | 109

Total 53 (43.1) 76 (60.8) | 120 (52.0)
: Applicant Report Table 1

Reviewer's comments:

Application site related events occurred in 44% of enrolled subjects. Forty two percent of
enrolled subjects had application site pruritus, which is expected from this type of study design.
Because the applicant did not collect treatment arm information related to application site
adverse events, this reviewer could not compare between products. Other systemic adverse
events reported in this study have been reported similar to those in the RLD labeling.

AESs, Including Death
No subjects died during this study. SAEs are listed below.

Table 2.17: Subjects Reporting an SAE

Subject | Cohort Phase SAE Reported SAE Onset | SAE Resolution
1 Induction Asthmatic bronchitis and acute upper
respiratory infection
2 Challenge Myocardial infarction
2 Induction Left side radiculopathy Not yet

recovered’

Note:  Cohort 1 was initiated in August and completed in September.
Cohort 2 was initiated in November and completed in December.
'Clinic attempted to follow up after discharge from the hospital for 30 days with no success.
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S urce: A plcant Stu y Re prt Table 14 p

Reviewer’s comments: p
o Due to SAEs, three subjects were discontinued from the study. This reviewer agrees with the p
investigator’s assessment that those 3 SAE are not related to the study drug. p

Pregnancy p
N psubject became regnant urngthsstuy. p

2.5.1.2 Pharmacokinetic/Skin Adhesion Study (RP-LID-PK001) p

Of 48 subjects enr lle n harmac knetca hes nstu y,tw (4.2%) subjects re prte atleast p
ne TEAEf 1l wnga mnstrat n ftest r pactan n subjectre prte any TEAEf 1l wng p
a mn strat n fthe reference r puct. p

) (b) 6) . (b) (6) .

Subjec re prte  pz ness an subjec re prte hea ache, nauseaan v ming. These p
AEswerec ns gre m1 n ntensty, psblyrelate t stu y rug,an wereres lve wth ut p
res mal effects ranyact ntaken. p

There weren a plcat nsterelate AEsre prte nthsstuy. p

S gn f cant A perse Events, Inclu mg Death p
n ne p

TEAEsthatle t stu y rug sc ntnuat n p
n ne p

Pregnancy p
There weren regnanc esre prte f r Stu y RP- ID-PK@91. p

Table 2.18: Incidence of Adverse Events — Applicant’s Safety Population p

Reported Incidence by Treatment Group
Fasted Bioequivalence Study No. RP-LID-PK001
Body System /
Adverse Event Test Reference
N=48 N=48
n (%) n (%)
Gastrointestinal disorders 2(4.2) 0
Nausea 1(2.1) 0
Vomiting 1(2.1) 0
Nervous system disorders 2(4.2) 0
Dizziness 1.{2.1) 0
Headache 1(2.1) 0
Total 2(4.2) 0
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Source: Applicant Study Report Table 12-1

Reviewer’s comment: The incidence of adverse events reported in the test group is low and
consistent with the RLD labeling. No application site related adverse events were observed from
a single application 3 patches for 12 hours in both test and reference groups.

2.5.2 Brief Statement of Safety Conclusions
The systemic AE profile for the test product is acceptable.

2.6 Relevant Findings From Other Consultant Reviews
2.6.1 Office of Study Integrity and Surveillance

A routine inspection was requested by OSIS on 04/20/2016 for irritation/sensitization study RP-
LID-SSI. The OSIS inspection occurred from 10/17/2016 through 10/22/2016. Per OSIS memo
dated 05/19/2016, OSIS declined to inspect the in vivo PK BE study with adhesion component
based on acceptable inspection history. OSIS EIR dated 12/08/2016 observation #2 pertained to
irritation and sensitization study RP-LID-SSI noted the following:

“An investigation was not conducted in accordance with the investigational plan.

Specifically, in clinical study number RP-LID-SSI, 12 study subjects with patches that had
completely fallen off (Class 4) were given Make-up Visits at the end of the study, when the study
protocol only required study subjects that had greater that 50% of the patch fallen off, but not
completely fallen off (Class 3), to have a make-up visit.”

OSIS rec,o,mmende,d,ﬂlat,clinical,sg’lgy data be accepted for further Agency review. except io,r@,m
_subiec 'OSIS recommended data from subject
_ be excluded from per protocol analysis due to a protocol deviation. The inspection
outcome was acceptable.

Due to applicant’s protocol deviation related to “make-up” patches, FDA statistical reviewer
performed subgroup analysis excluding all subjects who had the same issue as identified by the
OSIS. Based on the FDA statistical result, the study outcome remained the same.

Reviewer’s comments:

Although OSIS recommended accepting data for the review for study RP-LID-SSI, the FDA
statistical reviewer identified numerous inconsistent irritation scores from the original dataset
compared to subsequent datasets submitted in response to their ECD requests. Thus, DCR
primary reviewer is concerned with data quality.

2.6.2 Office of Biostatistics
See FDA Statistical Review’

Reviewer’s comments:

3 http://panorama.fda.gov/task/view ?2ID=570{f5950007410d7a1b29ccd88d6ecc
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The CR primary reviewer agrees with the Olffice of Biostatistics conclusion. D

2.7 Formulation D
2.7.1 Product Design D

Generic Drug Product D RLD Product D
Polymeric adhesive | S ngle p lymera hes ve D S ngle p lymer a hes ve D
Composition of D | Each a hes ve patch ¢ ntans 700 mg f1 Dcane (50 mg per gram D
Unit per area D a hes ve) nanaque us base. Itals ¢ ntans ther nact ve ngre Bnts. [
Type D aww Me®
Size D 10cmx14cm D 10cmx14cm D
Shape D rectangle D rectangle D
Layers D 3 layers D 3 layers D
Figure D N X gurewasf un nthe D N If gure was f un nthe appr ve | D
appl cant’s subm 8s 7R D labelng f D erm®?
Dose delivered D 700mg f1 Dcane D 700 mg fl1 Dcane D

2.7.2 Generic and RLD Components and Composition®D
2.7.2.1 Test Formulation D

Ingredient D Function D % Formula /] Milligrams Per Patch D
cane D Act ve ngre bnt D 500 D 700 D
Pur fe Wate D

Glycern D

Srbt 1S lut @

P lyacryl ¢ Ac

S Dum P lyacrylate D

S Dum Carb xymethylcellul se D

Pr pylene Glyc D

Urea D

Ka ln D

Tartar c Ac D

Gelatn D

P lyvnyl Alc h 1(PVA) D

©OGD DBIl rev ew ate 05/11/2017 pages 35-37 f43 D
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ANDA 209190 [Lidocaine Patch 5%]

Dihydroxyaluminium Aminoacetat

Edetate Disodiu

Methylparaben

Propylparaben

Total | 100.0

2.7.2.2 NDA 020612 Formulation

Ingredient mg/g adhesive
Lidocaine 50

Glycerin
Sorbitol, 70%

Polyacrylic acid
20% wiw

Sodium polyacrylate

- Sodium carboxymethyl
cellulose

Propylene gl

Urea .

Disodium edetate

| Propylparaben

Total

Reviewer’s comments:

The test product and the RLD are qualitatively the same but quantitatively different. Except for
sodium carboxymethyl cellulose and dihydroxyaluminum aminoacetate, all other inactive
ingredients present in the test product were the same o -tha present in the RLD.
According to DBII review dated 04/24/2017, a slight increase oWor sodium carboxymethyl
cellulose in the test formulation compared to that in the RLD is not a safety concern and is

acceptable based on the pharmacology/toxicology consult response. Sodium
carbosymethylelllose | cxampie

In addition, for dihydroxy alumin ino acetate, another ANDA 200675 (Lidocaine patch)
approved on 08/23/2012 include mount than the level proposed in the test formulation
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®®@ ). Thus, the DBI x
deems the test product acceptable. See DBII review for details.  x

2.8 Relevant findings from Secondary and Tertiary Reviewers x

Base n ata screpanc es bserve by the FDA pr mary stat st calrevewerf r rrtat n x
sc res nstu y RP- ID-SSI, DCR pr mary rev ewer ¢ nclu e thatn a equate x
c nclus mcanbema e fr mthsstu y. As aresult, DCR sec n ary an tert ary rev ewers x
c ns xre allrelevant fn xgsan base nweght fev xence appr ach, supp rte by x
ther nf rmat n ava lable w th n subm ssxn as f 11 ws, DCR rec mmen s appr val f x
th sapplcat n: x
1. The appl cant’s test pr xuct s nly quant tat vely fferent fr m the R aD. Exceptf r x
tw x nact ve ngre xents, s x um carb xymethylcellul sean  hy r xyalum num x
am n acetate, all ther nact ve ngre xents present n the test f rmulat nare x
qual tat vely the same an are at levels same r®® th se fthe R xD. DBII x
eterm ne thattheamant f hy r xyalumnumpr p se nthetestpr xuct s x
w thnthe level fanappr ve x canepatchf ran ther gener c appl cant (ANDA x
200675). A x t nally,whle hy r xyalum num amn acetate sc ns xre a x
p tent al sk n rr tant, the fference between the test an R aD patch am amts s small  x
®@an  sn texpecte t beclncallys gn fcant. Regar ngth @@ am qnt  x
®@ fg xum carb xymethylcellul se present n the test pr xuctc mpare t the x
R D, DCR eterm ne that t sunl kely that th » @®w sl affect the safety x
pr fle,ass xum carb xymethylcellul se sc ns xere an n-rrtatngan n n- x
sens t z ng substance that s even use asa O heref re, verall, DCR «x
sec n ary an tert ary rev ewers ¢ nclu e thatthemn r fferences ntest x
f rmulat nc mpare t the reference pr xuct xn tp se any greater safety c ncern x
frrtat n rsenstzat np tentals fthetestpr xct. x
2. Per DBII, the test pr xuct s eeme t beb xequ valentt the R D base na x
pharmac k net c stu y. In th s same stu y, a hes xn perf rmance fthe testpr xuct x
was sh wnt be acceptable. x
3. Per FDA stat st cal rev ewers, the appl cant’s atasets ha nc nsstent rrtat n x
sc res thatra se c ncerns regar ng ata ntegr ty. Per OSIS, there weren  x
s gn fcant fn xngs bserve f rthe rrtat n/senstzat nstu yan atawere x
c ns xre acceptable f r FDA rev ew. Theref re, wh le DCR ackn wle gesthe x
stat st cal rev ew team’s ¢ ncerns w th the ata fr m stu y RP- ID-SSI, the lack f x
¢ &r b xat ng ¢ ncerns fr m OSIS nspect nmakes tm aex ffcultt justfy x
¢ mpletely sregar ngstu y results. x
4. Because the appl cant’s stu y es gn ss gn fcantly fferent fr mthe x
rec mmen at npr v 22 nthe rugspec fcgu xancef rthspr xuct uet x
nc ns stent make-up patch use, FDA stat st cal rev ewer perf rme 6 fferentstu y x
p pulat nsp st-h ct evaluate whetherth sepr t ¢ 1v dat ns entfe bythe x
FDA stat st cal rev ewer ¢ ul change the stu y utc me. Base n FDA statstcal x
rev ewer’s 6 fferent stu y p pulat ns analyze ,the stu y utc meremane the x
same, meet ng n n- nfer rty cr ter a. Alth ugh the atasets may appeart be x
unrel able ns me cases, verall assessment f atasets xn’tpresentanybas r x
better rrtat nresp nset war the testpr xuctc mpare t the reference pr xct. x
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The ata screpances eremanly uet p wqualtyc ntr . Takng nt w

c ns wrat nthatthere sal wpre-testc ncernf r rrtat n/senstzat n,an n w
ser us rrtat n/senstzat nevents nthe evel pmentpr gram, DCR sec n ary w
an tertaryreve wrsc nclu ethatths sa equatet supp wappr val. w

2.9 Conclusion and Recommendation w
2.9.1 Conclusion w

There sa equate nf rmat n n ANDA 209190t c nclu ethatthe mn w ferences ntest w
f rmulat n fRh wes Pharmaceut cals .P.’s w cane T p cal Patch 5% ¢ mpare t the w
reference pr wact, w erm T p cal Patch, 5%, wsn tp se any greater safetyc ncernf r w
rrtat n rsenstzat np tentals fthetestpr wact. The clncal atafr m Stu y RP- ID- w
PKO®1 em mstrate that the a hes ve perf rmance fRh wes Pharmaceut cals .P.’s w cane w
T wcal Patch, 5% satleastas g w asthat fthe R WD, w erm® (1 wcane) T wcal Patch, w
5%. w

2.9.2 Recommendations w

DCR rec mmen s appr val fthsapplcat n,c ntngent nappr val rec mmen at nsfr m w
the ther scplnes nthereve weam. w
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NnAn OMMENTS TO BE PROV DED TO THE APP n ANT n

The Cli ical Discipli e has completed its review o ANDA 209190 a d has o comme ts at this n
time. n
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Division o  lini h Review onsut tion h
Lidocaine Topical Patc , 5%h

Lidocaine Topical Patc ,5 %h

209190 h

R bdes P hrmaceuticals, L.P. h

Lidoderm® (lidocaine) patc 5% h
NDA 020612, Approved on 03/19/1999
Heikoku P hrma, USA Inc. h

i Young Yang, P b h

P hrmacologist, Division Of Clinical Review (DCR) h
Office of Bioequivalence (OB) h

Office of Generic Drugs (OGD) h

MMobnica L. Fiszman, MD, P D h

Klinical Reviewer h

DCR,0OB,0GD h

Hoolita Lopez, MD h

Klinical Team Leader h

DCR,0OB,0GD h

Daiva S hktty, MDh
Deputy Director h
DCR,0B,0GD h

Beena Mat ew, P hrm.D. h
Division of Filing Review (DFR) h
Office of Regulatory Operations (ORO) h

Assess t e safety of t e excipient carboxymet ylcellulose (CMC) sodium
int e drug product att e levels proposed. h

04/13/2016 h

04/28/2016 h

06/07/2016 h

05/10/2017 h

DCR concludes t att _m_
int e proposed lidocain tot eRLDd

additional safety concerns, and is acceptable from Clinical and P hrm/Tox
perspectives. h

1 Exe utive Summary: h

T is review addresses a consult from t e Division of Filing Review (DFR) to evaluatet ¢ h
applicant’s justification regarding t e safety of t e ig er level of carboxymet ylcellulose h
(CMC) sodium in t e proposed generic lidocaine 5% patc compared tot ¢ RLD, submitted h
under ANDA 209190 by R lodes P armaceuticals L.P. T e RLD, Lidoderm® Topical Patc 5% h
was approved for t e relief of pain associated wit post- erpetic neuralgia on 03/19/1989 (NDA h
020612, sponsor: Teikoku P arma USA Inc.) Eac patc contains 700 mg of lidocaine. h

1 h
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Advbrdin M M RLD’slab I, pai nsmayapplyup o M Mac Mina24- ourp riod. T M

propos d pa ¢ Nbn ains CM C sodium [ ®) @)
. T MRLD &dn ains i ®) @
. T M for , amoun M CMC sodium in M propos d M
forr(gl(%a ion i ®@compar d o M RLD. T MDE for M propos d produc is also M

an any produc lis din M FDA ND Da abas wi Mimilar condi ions ofus . M

DCR Malua MICM C sodium in M propos d lidocain Mpical pa ¢ Mom clinical saf y and M
p arm/ oxicolo y p rsp civ s. T Mapplican ’s jus ifica ion, FDA da abas s and o Mrsourc s M
w M r vi w Mlfor informa ionr 1 van M Ms consul . M

CMC sodium is M sodium sal of a polycarboxyme M M rofc Ilos .1 is M rally M

r co niz d as saf MGRAS) as a misc llan ous and Mh ral purpos food addiiv wi ou M

limi a ions w Mh us d in accordanc Mii Mood manufac urin Mrac ic ¥21CFR 182.1745). M
Apdli d locally, CM C sodium is consid r d as a non-irri a in Mhd no s nsi izin §hbs anc . M
T M ar no publis Mclinical sudi st porin Mdv rs M nswi MMC sodium appli d M
opically o M skin. T MWorld H M Mr aniza ion (WHO) d Mmin d as “no sp cifi d” M
Acc p abl Daily In ak NWADI) for o al ¢ llulos d rivaiv sb caus WHO consid r d M no M
oxic M csmayb Mkp ¢ d Mnaf r i Mnaks. M

T MApglican submi Ml wo clinical s udi s o suppor approval of M ANDA; a skin M

irri a ion/s nsi iza ion s udy (S udy RP-LID-SSI) w M Mund rr vi wby M ANDA T vi wM
am in DCR, and a bio quival nc s udy (S udy RP-LID-PKQUl) isund rr vi wby M

Division of Bio quival nc . T Mad quacy and acc p abili y of Ms udy conduc andr sul sar M

p ndin Mvi w. M

Fromap arm/ ox p rsp ¢ iv , Mnon-clinical da a indica MM M propos d1 v 1of sodium M
CMCin M n ricv rsion of lidocain lgh ¢ M wi insaf ran Mcompar d o M RLD. M

Bas d on availabl informa ion, i isunlik ly My api ®®@) in M amoun of M
CMC sodium in M propos d formula iodMompar d MM RLD Wbould aff ¢ M saf y profil M
of Mpropos d formula ion. M

2 Recommendation: M

From a clinical saf y and P arm/Tox p rsp civ s, DCR conclud s M M amoun of M
carboxyme Mc llulos MM C) sodium in M propos d Mn ric lidocain pac MPois M
acc p abl . T Mamoun M CMC sodium & (o) @)
in M propos d pac Munlik M Mpos bhincr as d saf Wrisk MM pain M M
n M dru Mroduc Mlus dasa Mrap uic Nhival n ¥ MRLD. M

DCR Ms nor commentlh ions ob Nbnv y d o M applican from a clinical saf y and M
P arm/Toxp rsp civs. M
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3 Regula ® Backg ®und: ®

The RLD, Lidoderm ®(lid®caine patch 5%) was given orphan drug designation on 10/24/1995 ®
for the indication of the relief of allodynia (painful hypersensitivity) and chronic pain associated ®
with post-herpetic neuralgia'. It was subsequently approved by FDA for marketing for the relief ®
of pain associated with post-herpetic neuralgia on 03/19/1999 (per Orange Ba®Bk and DARRTS) ®
under NDA 020612 (sponsor: Teikoku Pharma USA). ®

On 04/14/2016, Rhodes Pharmaceuticals L.P. (Rhodes), the applicant, submitted ANDA 209190 ®
for a generic lidocaine patch 5%, the RLD is Lidoderm®. The applicantion included two studies ®
to support approval of the ANDA: a skin irritation/sensitization study (Study RP-LID-SSI) which ®
is reviewed by the ANDA f®view team in DCR, and a pharmacokinetic (PK) bioequivalence ®
(BE) study (Study RP-LID-PK(®1) is reviewed by the Division of Bioequivalence II (DB ). ®
Both studies are currently under review. ®

The proposed patch contains the excipient carboxymethylcellulose (CMC) sodium that i ®@
than the amount present in the RLD. DFR sent a consult to DCR stating the amount of ®

excipient in the proposed product could not be justified by the IIG database, MDD, or RLD ®

formulation, and requested evaluation of the Pharm/Tox data submitted by the applicant. ®

31 Cu ®&n ® D @f Guidance ®

There is product specific bioequivalence guidance for lidocaine topical patch, 5% at the ®
“Bioequivalence Recommendations for Specific Products” website: ®
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/u ®
cm086293.pdf (last revision, January 2016) ®

Ac ive Ing edien : Lidocaine ®
D ®age F ®m: Route: Patch; topical ®
Rec mmended S udies: Three studies ®

1. Type of study: Fasting
Design: Single-dose, in vivo, using three topical patches ®
Strength: 5% ®
Subjects: Normal healthy males and females, general population. ®
Additional Comments: ®
e App®y three topical patches simultaneously over a 12-hour period. ®
e You may use fewer patches, provided the plasma concentrations of lidocaine are ®
measurable to adequately characterize the pharmacokinetic profile of lidocaine for ®
bioequivalence (BE) assessment based on the 90% confidence interval criteria. ®
e Please include a 24-hour post-dose sampling time in the BE study. ®
e In addition to pharmacokinetic data, please report the "apparent dose" delivered. The ®
apparent dose can be determined by subtracting the remaining amount of lidocaine in ®
each patch (used patch) from thé®manufactured amount. Analyze and include in the ®
calculation the amount of adhesive residue from each patch left on the skin. ®

' FDA Intranet-Search Orphan Drug Designations and Approvals- Ad®essed on 08/ 08/2016 ®
http://www.accessdata.fda.gov/scripts/opdlisting/oopd/detailedIndex.cfm?cferidkey=92395 ®

3 ®
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2. Type Sdy: Adhe i n Sdy S
De ign: Rand mized, ingle-d Se, w S reamen inviv S
reng h: 5% S
bjec : Heal hy male and emale , generalp p lai n. S
Adglii nal c mmen S peciic rec mmendai n are pr vided bel w. S

3. Type Sdy: kinirriai nand eniizain Sdy S
De ign: Rand mized, eval a S-blinded, in viv wi hin- $jec repea ¢ S
reng h: 5% (admini ereda ne- Srh he e and ne- Srh  here erence) S
bjec : Heal hy male and emale , generalp p lai n. S

Reviewer’s comments: The product specific guidance for lidocaine 5% patch recommends three S
studies as listed above. As mentioned earlier, the firm conducted two (instead of three) studies as S
recommended by the guidance, a PK/BE study and an irritation and sensitization study. Instead of S
conducting a separate adhesion study (see item 2 above), the applicant included an adhesion S
assessment in their BE study RP-LIDPK(®1 study. S

3.2 Orange Ba®k Information S

There are hree marke ed pre cripi nenrie in he Orange B Sk 8Lid caine, T pical Pach S
5% ( &8 Table 1 bel w). Lid derm Pa ch 5%, NDA 020612 ha RLD de ignai n. S

Table 1: Orange Bo®k Currently Approved Applications for Lidocaine, Topical Patch 5% S

(n=3) S
Afpl S | TE S | RLD |cive S | D SageF Bm; |S rengh SPr prie ary SApplican S
NS C §le S Ingredien S RS e S Name S
N020612 | ABS | Ye SL id caine | Pach; T Pical | 5%S Lid derm S| TEIKOKU PHARMA §

USAS
A202346 | AB S NS L id caine | Pach; T pical | 5%S Lid caine | MYLAN S
TECHNOLOGIE S

A200675 | AB S NS L id caine | Pach; T Pical | 5%S Lid caine | ACTAVI LAB SUT S
INC S

rce: earch n 08/02/16 by hi reviewer She n-line Orange B Sk S
TE=Therape Sc Eq ivalence S
RLD=Re erence Li edDr g S

3.3 RLD Formulation S
The RLD, Lid derm® pa ch (NDA 020612), rmdaS n1 pre enedin Table 2. S

4 S



Table2 y u lati n fLid de y T pical Patch 5%%3 Y

Lid de y®Y

Ing edients y uncti n y .
P enc y%) | ' cight (gy)/Patch

)

Lidocaine, USP y Active 5.00 %y 700

Gelatin, NF y

Edetate Disodium, USP y

Glycerin, NF y

D-Sorbitol, NF y

Kaolin, NF 'y

Sodium Polyacrylate

Carboxymethylcellulose
Sodium, NF y

Polyacrylic Acid y

Dihydroxyaluminum y
Aminoacetate, USP y

Propylene Glycol, NF y

Polyvinyl Alcohol, NF y

Tartaric Acid, NF y

Methylparaben, NF y

Propylparaben, NF y

Urea

34 P psedGeneic yu lati ny

The proposed generic formulation was obtained from Section 3.2.P.1 in the application 'y
submission dated 04/13/2016%. 'y

Table3 Cy siti n fLid cained ug P yduct (ANDA 209190) y

LIDODERM®Y

Ing edients y e 10 Weight(gy )/Patch

P tenc (%) y

Lidocaine, USP y Active 5.00 % 700
D-Sorbitol, NF y

2NDA 020612/ S10-DARRTS, 12/28/2006, CMC Review (Table 1) 'y

3 ANDA 203265, DARRTS, 8/8/2012, CONSULT REV-NONCLINICAL-01- Emami, Armaghan y

4ANDA 209190 \\cdsesubl\evsprod\anda209190\0600\m3\32-body-data\32p-drug-prod\lidocaine\32p1-desc- y
comp\description-and-composition.pdf 'y

5y
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Polyacrylic Acid

Carboxymethylcellulose Sodium,
NF

Sodium Polyacrylate Starch

Propylene Glycol, NF

Urea, USP

Kaolin, NF

Tartaric Acid, NF

Gelatin, NF

Polyvinyl Alcohol, NF

Dihydroxyaluminum Aminoacetate,
USP

Edetate Disodium, USP
Methylparaben, NF

Propylparaben, NF

Reviewer’s comments: The proposed formulation is qualitatively the same, only the amounts for

Jfew ingredients differ in minor percentages; polyvinyl alcohol amount is slightl [ 7®® in the
RLD @@ ) compared zﬁ;m osed); dihydroxyaluminum aminoacetate
is slightl 0O i the propose ersu } RLD.

the amount i -

DCR is consulted for CMC sodium in the proposed formulatio
than in the RLD Lidoderm 5% (700 mg patch).

4 Labeling:

The current product label for Lidoderm® (lidocaine) patch 5% was approved on 01/07/2015. See
the full label for additional details®. There is no black box warning.

4.1 Indications

Relief of pain associated with post-herpetic neuralgia.

4.2 Off-Label Uses

A search of the NIH Clinical Trial Website® retrieved the following off-label uses for lidocaine
topical patch 5%: Neuropathic pain, low back pain, myofascial pain, osteoarthritis [OA], diabetic
neuropathy, fractures, and carpal tunnel syndrome.

5 Lidoderm Patch , Label — S012, 01/07/2015
] ACCE ata.fda.g osatida )




Reviewer’ s e  nt : In the majority of clinical trial the do e of lidocaine topical patch 5% s
wa up to 4 patche applied topically once daily although the Lidoderm label recommend only s
up to 3 patche within 24 hour .

4.3 Dosage and Administration s

Apply Lidoderm to intact skin to cover the most painful area. Apply the prescribed number of s
patches (maximum of 3), only once for up to 12 hours within a 24 hour period. Patches may be s
cut into smaller sizes with scissors prior to removal of the release liner. Clothing may be worn s
over the area of application. Smaller areas of treatment are recommended in a debilitated patient, s
or a patient with impaired elimination. s

If irritation or a burning sensation occurs during application, remove the patch (es) and do not s
reapply until the irritation subsides. s

When Lidoderm is used concomitantly with other products containing local anesthetic agents, s
the amount absorbed from all formulations must be considered. s

Lidoderm may not stick if it gets wet. Avoid contact with water, such as bathing, swimming or s
showering. s

©@ s

4.4 Contraindications s

Lidoderm is contraindicated in patients with a known history of sensitivity to local s
anesthetics of the amide type, or to any other component of the product. s

4.5 Adverse Reactions s

Application Site Reactions s

During or immediately after treatment with Lidoderm (lidocaine patch 5%), the skin at the s

Site of application may develop blisters, bruising, burning sensation, depigmentation, dermatitis, s
discoloration, edema, erythema, exfoliation, irritation, papules, petechia, pruritus, vesicles, or s
may be the locus of abnormal sensation. These reactions are generally mild and transient, s
resolving spontaneously within a few minutes to hours. s

Reviewer’ s e  nt : Per label, application ite reaction are generally mild to moderate and s
re olve pontaneou ly.

Allergic Reactions s

Allergic and anaphylactoid reactions associated with lidocaine, although rare, can occur. They s
are characterized by angioedema, bronchospasm, dermatitis, dyspnea, hypersensitivity, s
laryngospasm, pruritus, shock, and urticaria. If they occur, they should be managed by s
conventional means. The detection of sensitivity by skin testing is of doubtful value. s

Other Adverse Events s

Due to the nature and limitation of spontaneous reports in postmarketing surveillance, causality s
has not been established for additional reported adverse events including: s

Asthenia, confusion, disorientation, dizziness, headache, hyperesthesia, hypoesthesia, s

7 s



lighthea e ne nmetallic ta te mau ea nervou re npai exacerbate mpare the ia mmmwla ce n
ta te alteratio nvomiti g vi ual i turba ce nucha blurre viio nflu hi g ti itu m n
tremor. n

4.6 Usei Specific Populatio s n

Preg a cy Labora nDelivery: The label tate thatLi o erm ha notbee ntu ie 1 n

preg a cy a nit houl beu e nuri gpreg a cyo lyifclearly me ¢ .Li 0 erm ® ha not n
bee ntu ie m labora n elivery. Li ocai ei motco trai mcate m labora n elivery. Shoul n
Li o ebmbeu e wo comita tly with other pro uct co tai i gli ocai e total oe n

co tribute iy all formulatio nmu tbeco n ere . n

Pe iatric U e: Safety a neffective e ni pe iatric patie t have otbee e tabli he . n
Geriatric U e: The label make no comme t about geriatricu e. n

5 Discussio : n

DCR wa co mlte by DFR regar i g the level of the excipie t carboxymethylcellulo e (CMC) n
i thezb)n(g)opo e 1ge eric li ocai e topical patch 5%. The propo ¢ mpatch co tai nCMCno ium n
oer patch while the RLD co tai 1 ®@®yer patch or a MDE Therefore the amou t n

of CMC o iumi the propo ¢ dormulatio n ®®tha nhe amou tpre e ti the RLD. n

DFR’ co mltreque t tate in-verbatim: n
“The above excipient(s) could not be justified by the IIG database, MDD, or RLD n
formulation. n
Please evaluate the Pharm/Tox data submitted in section 2.6.6: "Toxicology Written n
Summary” to determine if these inactive ingredient(s) are safe for use in this drug n
product at the levels proposed.” n

5.1 Applica f’s Justificatio n

The Safety A ne me t for CMC no ium ulbmitte by Rho e 1 clu e precli ical ata from the n
publi he niterature o PK a ntoxicity after local a mi i tratio m n y temic expo ure. The n
a imal ata arereviewe m Sectio 15.6 of thi review. n

For the cli ical afetya ® me t Rho e referre tore ult ofthe twocli ical tu ie nubmitte n
u ner ANDA 2091907. n

5.2 Brief Descriptio mf Excipie t n

Carboxymethylcellulo e (CMC) o iumi the o ium alhof a polycarboxymethyl ether of n
cellulo e. It co tai nNLT 6.5% a nNMT 9.5% of o ium (Nm) calculate o the mie bai. n
CMCmo iumi al ok owmna cellulo e gum (Cfy). n

7 ANDA 209190-Sectio 12.6.6. CMC Safety Review-Page 10-11. \\c e ubl\ev pro \a ma209190\0GD0\m2\26- n
o cli - um\ o ;me- af-rev.p f n




Cosmeti - se -The ellulose derivatives are used in a wide variety of osmeti s and toiletries as -
thi keners, suspending agents, film formers, stabilizers, emulsifiers, emollients, binders, or -
water retention agents. Generally, the majority of uses are in hair produ ts, eye and fa ial -
makeups, and skin -are preparations. The on entration of use an range up to 10%. However, -
the elluloses are most frequently used in -on entrations of >0.1 1 %. In 19 1, CG was used in -
a total of 42 formulations, most of whi h were eye and skin makeup and skin -are preparations. -
Of these -12, 11 % in orporated CG at unreported -on entrations; 73% at on entrations of -
>0.1 1 %; 13% at on entrations <0.1 %; and 3% at on entrations of > 1 5%. -

Non -osmeti - se CG is used in the pharma euti al industry as a tablet ex ipient, suspending -
and vis osity in reasing agent, bulk laxative, demul ent, dental adhesive, and as an absorption -
medium. -

Synonyms® -Aku ell; Aqualon CMC; Blanose; Carbose D; armellosum natri um; cellulose -
gum; CMC sodium; Dyna el; E466; Finnfix; Ki -olateNym @l-ZSB; SCMC; sodium -
carboxymethylcellulose; sodium eHulose gly olate; Sunrose; Tylose CB; Tylose MGA;
Walo el C; Walo el CRT; Xylo Mu ine. -

5.3 Maximal Daily Dose (MDD) and Maximal Daily Exposure (MDE) Calculations -

MDD: A - ording to the label, patients may apply up to three patches in a 24 hour period. -
The proposed pat h -ontains 700 mg of lido aine, whi h results in an MDD of 700 mg x 3 -
pat hes=2100 mg. -

(b) (4)

5.4 Excipient in FDA Approved Drug Products -
Excipient CMC Sodium as Active Ingredient -

CMC sodium is an a tive ingredient listed under 21 CFR 349.12 for as ophthalmi demul ent -
for over the -ounter (OTC) human use at on entrations between 0.2 to 2.5 % '.-CMC sodium -
ophthalmi solution is indi ated '!for the temporary relief of burning, irritation, and discomfort -
due to dryness of the eye or exposure to wind or sun. For use as a protectant against further -
irritation or to relieve dryness of the eye, for use as a lubricant to prevent further irritation or to -

Ameri an College of Toxi ology, Final Report on the Safety Assessment of Hydroxyethyl ellulose, -
Hydroxypropyl ellulose, Methyl ellulose, Hydroxypropyl Methyl ellulose, and Cellulose Gum, International -
Journal of Toxicology, 5,1 59 (19 6) -

9 Carboxymethyl ellulose Sodium :Handbook of Ina tive Ingredients, a -essed on /9/2016 -

https //www.medi ines omplete. om/m dex ipients/ urrent/1001935347.htm?g= arbomellose&t=advan ed&ss=mn -
&tot=23&p=3# hit -

1021 CFR §349.12 (Ophthalmi demul ents) http /www.e fr.gov/ gi -

bin/retrieve ECFR ?gp=1&SID=3609b77b5 4ae7a9125 3b 759¢0 a -&h=L&mc=true&n=pt21.5.349&r=PART&ty -
=HTML#se21.5.349 112 -

1121 CFR §349.60 Labeling of ophthalmi demul ent drug produ ts http /www.e fr.gov/ gi -

bin/retrieve ECFR?gp=1&SID=3609b77b5 4ae7a9125 3b 759e0 a -&h=L&mc=true&n=pt21.5.349&r=PART&ty -
=HTML#se21.5.349 112 -




relieve dryness of the eye'?. The dose and administration is to: Instill 1 or 2 drops in the affected
eye(s) as needed and discard container. OTC labels do not list adverse events.

Reviewer’s Comments: Conditions of use of this product (ophthalmic drops) differs from the

roposed product (topical). In addition, the concentration of CMC sodium in this pr
“i than the CMC sodium concentration in the proposed formulation

Excipient CM ium as Inactive Ingredien

CMC sodium is an inactive ingredient used in FDA approved prescription drug products; the
MDE in the proposed formulation for CMC sodium i An inactive ingredient search
for CMC sodium was performed using the Inactive Ing atabase (IID). There are three
approved transdermal systems, including the RLD (Lidoderm®, NDA 20612), that contain CMC
sodium. The MDE of CMC sodium in the proposed formulatio  “®the MDE for CMC
sodium in the RLD and in FDA approved drug products as shown in Table 4. The proposed
formulation ha MC sodium compared to the RLD, Lidoderm.

Table 4: Search Results from the FDA Internal IID for Carboxymethylcellulose Sodium

Proposed 3 patches Pain in post-

Formulation herpetic neuralgia

(Lidocaine 5%;

ANDA 209190)

RLD 3 patches Pain in post-

Lidoderm® herpetic neuralgia

(Lidocaine 5%; NDA

20612) -

Lidocaine (Lidocaine | 3 patches Pain associated

5%; ANDA 200675) with post-herpetic
neuralgia

Flector® 2 patches

(Diclofenac epolamine;

NDA 21234)

5.5 Clinical Evaluation

DCR reviewed the applicant’s submission, FDA’s Inactive Ingredient Database (IIG), Handbook
of Inactive Ingredients, MERCADO, Code of Federal regulation (21 CFR), DARRTS, the
Orange Book, the medical literature (Pubmed), RLD label and other databases for information
relevant to this consult.
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The Agpl S submieS8 wo 1 S Isudes osuppor pfprov lof he ANDA: sk S S

r So/se s ¥ So sudy( Sdy RP-LID- SI) urre Sy u derrev ew by he ANDArevew S
em DCR, 8§ phrmmaok £ Sboequv le Ssudy( $dy RP-LID-PK®1) urre Sy S
u derrevewby he Dvso ofBoequv le SII(DBII). S

5.5.1 Clinical Evaluation of the Applicant’s Justification S

Rhodes 1 S ljus f S o BwSbsedo heuseof CMCsodum s Ge er llyRe og Sed S
s Se(GRA §food &8l Sve, & S$dFAO/WHO S EUs fey forma & . Rhodes Iso S
refers o hes fe yresul s from he BEsudy & he r So Slse s & So sudes hey S
submi el u der ANDA 209190. S

Rhodess Ses h SCMC s ommo lyused s vs os ye h Serof hedrug-mar&solu o S

op Sl(dermd)Ph rmaed S 1formul & s $ s Isolsed s S S ve grede S S

L doderm® (L do S eP Sh5%). pord S sesofse s & So sso Sedw hexposure o S

sod um CMC produ Sh vebee repored hel er ure. odum CMC s Isolsed sGRAS S

(Ge er llyRe og Sed s Se)dre Sfood dd Sve (21 CFR 182.1745)w Sou Imi S soher S

h Sgoodma W Sur gpro esses. The Jo S FAO/WHO Exper Commi 8e o Food Add Sves S

(JECFA, 1990) d he EU Se Sf Commi 8e for Food ( CF, 1992) h des bl shed S

ep $led 3y Ske(ADI) for o § ellulose dé$ v_Sves for hur&)e&) So sump o s“ o S

spe $ed”CMC sprese S e Shproposedp Sh | A hemaxk md SS

re omme ded d 3y dose of 3p Shes,p Se Sexposure o CMC  hep Sh ould gpro Sh S
"Dy y f 11 he CMC w Srele sed. For S ver gep Se S(body we gh of 60 kg), o § S
osure 0 CMC ould gpro S o, y. S

Reviewer’s comments: The applicant’s justification based on WHO and GRAS information are S
reasonable. S

The fpl S m&keSrefere S o her o Sluso of he wo I S Isudes hey ompleed $ S
submief o he ANDA: S

Irritation and Sensitization Study (RP-LID-SSI). Ths s Sev lu So ofsk Str So 8§ S
se s ¥ So poe Slof he5% L dodermp Sh formul p Sel of huma Solu Sers S
follow Sg 21 d ys of exposure omp red o he proposed produ S repe - sul p Sh es sudy S
248 subje S, 227 (91.5%) omple ed hesudy sdesg ed. Allsubje Sre eved es & S
RLD produ Ss mul Seously,w h ppl S o s esr domly ssg ed. All ppl S o sof es S
d RLD produ S o ssedofo e-four hof hep Sh. Rhodes o Sluded “Therew S o S
dffere & sk Sor Sy d ®s, Ssk Sses & So Slyssbewes Ldo S ¢5% op SI S
p Sh(Rhodes) Sl L doderm op SIp Sh(RLD).I deed, S Slyssof dvdul umul Se S
mr Sy 8 dvdul umul Sredermd Bspo se d ®syelded de S 1s oresfor S
Ldo S 5% op Slp Sh 8 heL doderm op Slp Sh.Nop Shw Sremoved fore her S
usS ep blesk Sir S yorsro gsk Sse s & So . Three (1.2%) subje Sreporedo e S
serous dverseeve § heop So of hePr Sp 1l ves g $r, hese AEswereu rel ed o S

13 ANDA 209191 \\ dsesubl\evsprod\ S 209190\0080\m2\26- o Sl -sum\sod- m esSf-rev.pdf. p.4 S
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studyt st ot ol . Th studyconclud dth t,Ldoc m 5%topc Iptchswo sf nd o
gnollywdltol ot d nthsno o ILh othy dult ol ndf o1 popul ton.” o

Bi equivalence Study Study RP-LID-PK(#®1. Th bo quv I nc of sngl 2,100 g dos of o
th p opos dp oductw @ copoo dtoth RLD p oduct ft 12-hou pplc ton nh dthy o
dult ol ndf o1 subj ctsund of st d condt ons (n=48). A's cond gy obj ctv ofths o
studyweto viut th s fty ndtol obltyofth tstfow 1 tonofldoc m 5%topcl o

p tchv susth RLD.Th s fty ndtol obltyofth 1doc m 5%topc lp tchwo o
viutdbyth ncd nc oft ot ont- 0 gnt dv ¢ v nts,study dscontnu ton o

nfo o ton,clnc 11 bo toyt st sults,vtIsgns,skn otton ssss onts, ndphysc 1l o
x ontonfndngs.Th o wo nos oous dv a v nts potddu ngth study ndnot st o
subj ctdscontnu dt ot ontdu to n dv ¢ v nt. “It wa conclud dth t,th tstp tchs o
wo gnollysf ndwdl-tol ot d nthst stpopul ton”. o

Ov oll, Rhod sconclud d“Clnc I nfo o tononth topc lus ofsodu oCMC s o
copoon ntoffow I tons ndc t sthtth o s Ittl f ny skfo ottono snstzton o
Spo dccssofsnstzton ssoc tdwth xposu tosodu oCMCpoductsh v b on o
potd nth It otu aClncl nfo o tononth Rhod sldoc m (5%)p tchh s o

dt o ndth potnt 1fo dv & loc 1( ndsyst oc) ff cts snodff ontfo oth RLD o
sugg stngth tth nclusonofsodu oCMC tth sttd ® untsdonotp @ nt clncl sk. o
(Rhod s, 2013;2014).” o

Reviewer’s comments: As menti ned earlier, these studies are presently under review by OGD. o
The adequacy and acceptability fthe study ¢ nduct and results will be determined by the o
review divisi ns in OGD. o

5.5.2 Safety Information in Humans from Published Medical Literature o

Nos fty nfo o tonws t vdfo oth publsh dit otu (PubMed)fo c llulos gun o o
¢ doxy o thylc bulos (CMC)sodu ooppl dtopc by toth skn.Th o tclswo o

t ow dfo oPub odfo CMCsodu ousd s y -dops.R potsstt th t CMCsodu oo
ophth | acsoluton sv ggwdltol ot d nd ffctv fo dy y ndpostsugcl y o
c 041516 Conc nt tonsof CMCsodu ot std ntwo potswo 0.5 nd1%. o

Reviewer’s comments: The use fCMC s dium as eye dr ps cann t be usedt supp rtthe o
safety fCMC s dium when applied t the skin t pically because ¢ nditi ns fuse differ fr m o
the pr p sed drug pr duct. In additi n, the ¢ ncentrati n fCMCs dium [ r phthalmic useis o
[ wer than in the pr p sed drug pr duct. o

5.5.3 Safety Information in Humans from Other Sources o

WH017,18 0

14 hitp://www.ncb .nl. n h.gov/pub o0 d/27422973 o

15 http://www.sc_ac d oct.co/osc amc / tcl /p /S0886335015008494 o

16 http://www.ncb .nl. n h.gov/pub o d/25880685 o

"TWHO- Sod u oC oboxytohylc lulos - http://www. nch o o g/docu onts/j cf /j coono/v26j 08.ht o

12 o



Humans . n . substantial body of human data .as availabl inv stigating th .laxativ . ff cts .
of modifi d ¢ llulos s .hich occurs in somesubj ctsatl v Isaslo .as5 g/p rson/day . t
high r dos s diarrh ahasb .nr port d in som esubj cts, but in oth rs constipationd v lop d .
Studi s in humans did not xc .d th .addition of 30 g/p rson/day . nintak .of 30 g/day has .
b .nr commend dasth upp rsaf 1 v lofdi tary fib ring n ral .

cc ptabl Daily Intak .( DI) Th .WHO committ .initially .stablish d a group . DI of 25 .
mg/kgb . Information on th .ch mical structur , absorption, tissu .distribution, Xcr tion,
m dabolism and human xposur tog th r .ith appropriat clinical obs rvations sugg st d, that
no tru toxic ff ctscouldb . xp ct d .v naft r high intak s, and th n a num aical limitation of .
th . DIb comeunn ¢ ssary JECF .in 1990 th r for allocat d CMC, on th .basis of th s .
argum ets, a group . DI of "not sp cifi d",ashadb .ndon . ith oth rbulking food additiv s,
toth .s v nmodifi d c llulos s valuat dinits 35th's ssion .
Th .committ .mad ,ag n ral comment onth .n .dto consid rth possibl laxativ . ff ctof .
an Xxc ssiv .total di tary consumption of all bulking ag nts, particularly in vi . of th .additivity .
of this ff ct Itth r for sugg st d that som econtrols to limit consumption should b .
introduc d The ability to produce laxation should be taken into account when using these .
substances as food additives.

Reviewer’s comment: The concern for possible laxative effect described with CMC sodium .
administered orally will not impact the safety of the proposed formulation intended for topical
use.

Cosmetic Ingredient Review .
Th . med dSaf ty .ss ssmatof ¢ llulos andr lat d polym as.as us d in cosm dics .
(Cosm d¢ic Ingr di ntR vi . 2% (CIR)) for CMC sodium (s .arch t rm ¢ llulos gum) stat s in .
tabl 7 and pag .31 stat sthatr p at d insult patch t sts (RIPTs), singl insult patch t sts .
(SIPTs), cumulativ .irritancy t sts, and maximization t st hav .b .n conduct d in clinics using .
C llulos Gum, ov rall, .as non-irritating and no s nsitizing Four hundr d subj cts . r t st d .
and th .conc ntration . as 100%.
FDA .

ccording to th .Cod .of F d ral R gulations (CFR), 21CFR 182 1745, CMC sodium is .
G n rally R cogniz d as Saf (GR .S) .h nus dinaccordanc . ith good manufacturing .
practic 2! as a misc llan ous and g n ral purpos food additiv . Th s 1 ¢t Committ .on GR .S .
Substanc s (SCOGS) stat d there is no evidence in the available information on sodium .
carboxymethyl cellulose that demonstrates, or suggests reasonable grounds to suspect, a hazard .

18Summary of Evaluations P rform & by th Joint F .O/WHO Exp rt Committ .on Food . dditiv s (1989) .

http / . inch m org/docum ats/j cfa/j ¢ val/j ¢ 1662 htm .

9D finition of “not sp cifi d” http //apps .ho int/iris/bitstr am/10665/37651/1/WHO_TRS 789 pdf pag 45 .
DI "not specified" m ans that, on th .basis of th .availabl data (ch mical, bioch mical, toxicological, and oth r), .

th total daily intak .of th substanc , arising fromitsus atth 1 v Isn c ssarytoachi v th d sir d ff ctand .

from its acc ptabl background in food, do s not, in th .opinion of th .Committ . r pr s nta hazard to h alth For .

that r ason, and for th .r asons stat d in th .individual valuations, th . stablishm eat.of an . DI xpr ss din .

num aical formisnotd .ma n c ssary .

20 Cosm dic Ingr di ntR vi . (s archt rm C Ilulos Gum)http // .  cir-saf ty org/ingr di nts .

2 CFR Titl 21 - Chapt r I -Subchapt r B - Part 182 -Subpart B-§182 1745 http /. cfr gov/cgi- .

bin/r tri v. ECFR?gp=1&SID=6c47aa 6¢fff9271719814b805891815&ty=HTML&h=L&mc=tru &r=SECTION&n .

=s 213182 11745 .
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tothep w when t s sedat eve s that are now wrent or that m ght reasona w e expe ted u
nftre’u

5.54 S mmary Comments and Clinical Eval ation u

e uThe content of CMC sodium in the Qg(()gosed formulati(bo) A o
than the amount in the RLD It is als than any product listed in the u
FDA IIG Database with similar conditions of use. u

e CMC sodium is generally recognized as safe (GRAS) as a miscellaneous and general u
purpose food additive when used in accordance with good manufacturing practice u
(21CFR 182.1745). Applied locally, CMC sodium is considered as a non-irritating and no u
sensitizing substance. No publication from the literature reports safety issues for CMC u
sodium applied topically to the skin. u

e The WHO determined as “not specified” the ADI for CMC sodium because no true toxic u
effects maybe are expected even after high intakes. u

e The Applicant submitted two studies to support approval of the ANDA: askin u
irritation/sensitization study (Study RP-LID-SSI) and a pharmacokinetic bioequivalence u
study (Study RP-LIDPKQ®1). Both studies are currently under review. u

e DCR considers that th | @@difference in the amount of CMC sodium between the RLD u
and the proposed formulation is small. It is unlikely that a sligh @@inthe u
amount of CMC sodium in the proposed formulation compared to the RLD may affect u
the safety profile of the proposed formulation. u

e The irritation and sensitization study results submitted under ANDA 209190 is still under u
review in OGD and should be considered when making a final safety determination about u
the proposed lidocaine patch. u

5.6 Toxicology u

The available FDA guidance, published information, and two safety review and assessment of u
carboxymethylcelluose (CMC) sodium reports provided (bb%the applicant were reviewed froma u
Pharm/Tox perspective to assess the safety o u of CMC sodium in the proposed u
generic lidocaine patch 5% (10 x 14 cm). CMC sodium is also known as cellulose gum (CG). u
This review evaluated the safety of CMC sodium based on the route of exposure. The u
nonclinical repeated dose toxicity studies using the oral route as well as dermal route were u
reviewed for system toxicity in the current review. u

5.6.1 Acute Toxicology u

Several studies have been performed in rats, guinea pigs and rabbits to assess the acute toxicity u
of CMC sodium with dermal and oral exposures*. The acute LDsy of CMC sodium by dermal u
application in rabbits was > 2000 mg/kg body weight. The acute oral LDs, values of CMC u

2 FDA GRAS Substances Database (Carboxymethylcellulose) accessed 08/08/2016 u
http://www.fda.gov/food/ingredientspackaginglabeling/gras/scogs/ucm261244.htm u
23 TOXNET at http://chem.sis.nlm.nih.gov/chemidplus/rn/9004-32-4 u

14 u



sodiumi mi . rats gui .apigsa drabbitsw r >27000 mg/kg >27000 mg/kg 16000 .
mg/kg a d>27000 mg/kg body w .ight r sp .tiv ly .

5.6.2 Skin Sensitization .

CMC sodium was ots .sitizi gi th gui .apig**

5.6.3 Absorption, Distribution, Metabolism and Excretion .

Du toth .la kofth .d rmal absorptio .studi s of CMC sodium ,th. .studi s of orally .

admi ist r d CMC sodium a ditsd rivativ s w r .valuat dto addr ss th .absorptio .
distributio . m ¢abolisms a d x r tio .prop rti s of CMC sodium . Th .publish d lit ratur .

i di at sthat .llulos d rivativ spassu .ha g dthroughth gastroi t sti altra t followi g .
oral admi istratio i rats dogs a d ma ? - Approximat ly 90% of f d CMC sodium was .

r ovrdi th ratf . s» 1 a othr xp rime t. radio-lab 1l d 14C-CMC sodium was .
admi ist r d by oral gavag .i rats followi g2 w . ks of pr tr atme t.withu lab 11 d CMC.
sodium (500 mg/kg/day) admix di th .di t Approximat ly 97% of th radioa tivity was .
xrtd(>9%%itoth f .s ad<183%i toth uri )a d<1% ofth radioa tivity was .
rtai .di th body ofrats?®. How v r o ly 50% of CMC sodium wast .ov r di th rabbit .
f . swh . rabbitsw r fdo .di ts o tai i g CMC sodium? -

5.6.4 Genetic Toxicology .

S vralstudi s 1 .ludi gAmea d hromosom eab rratio .t sts hav b . o dutdto .
addr ssth mutag .1 pot .tial of CMC sodium a d all datai di at that CMC sodiumis ot .
mutag .i 2. Sp .ifi ally a .Am et st with CMC sodium upto 5000 pg/plat was . gativ i .
Salmo . lla typhimurium ith ri th prs . orabs . ofaliv rmdaboli a tivatio .syst m.
I th . hromosom eab rratio .assay with Chi .s hamst r fibroblasts CMC sodium was ot .
g .otox1 .

No wid . of ari og .i ity was obs rv d aft r oral CMC sodium xposur for2y arsi .
s vralstudi si mi . a drats Thisisdis uss di mor d taili th followi gs .tio .

5.6.5 Dermal Irritation .

A primary ski irritatio t sta da uta .oustol ra . tstof CGwr .o dutdo .mal .
albi o rabbits® . For a primary ski irritatio t st 1 2a d 10% aqu ous solutio sof CGw r .
appli do .th bothfla ks i ta ta dabrad dski s a dth d gr .sofirritatio .w r r adaft r .
23 hour o .lusio . Th primary irritatio 1 di sra g d from 0 (1% a d 10% CG) to 0 08 (4%
CG)(max=8)w r .o irritati g .Fora uta .oustol ra . tst 1 2a d10% aqu ous .
solutio sof CGw r appli do .th . lipp drighta d1 ftfla ks Ea h group had 3 rabbits .

2 Avi I® RC-501 (mi ro rystalli . Ilulos a dsodium arboxym ehyl .Ilulos ) Mat rial Saf ty Data Sh .t .
2010 .

25 WHO Food Additiv s S ri s 26 at http:/www i .h morg/do umets/j fa/j mo o/v26j 08 htm.

26 Bar tal Metaboli dispositio .i rats of r gulara d . zymati ally d polym @iz d sodium

arboxym ¢hyl Ilulos , Fd Chem. Toxic 33(11) 901-907 (1995) .
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Eachsa R ass Rird unifor Ry by hand and giv na ight30s c-a ssag . A Rications R R

ad fiv ti R R Rkfor6 Rks. Rovry asobs rv dfor7daysaft rth ast R

a Rication. T B bio si stak nfro R achrabbitat6 Rks R xaiRn di crosco ica y. R

Th  Ran maximumcuta 4 u i itati 4i dic 4w 4 1 (1% CG, lightlyi itati ga d lativly 4

wdlt 1 at d),0.67( % CG, lightlyi iati ga d lativlyw4lt 1 at d)a d03 (10% CG, 4
i itati ga dw4lt 1 at d) (max=38),1 dicati gth 4 ampl w4 wdltl atd 4

I a -w4k ki i itati 4 tudy, applicati 4 fCG (u k 4w4c 4c 4tati 4 4th havd 4
abd mi ala 4 f abbit fiv time g 4w4kf 4 wdk did 4p 4duc ki i itati 4. 4

5.6.6 Repeated Dose Toxicology 4

Du t th lack fth patdd malt xicity tudy fCMC dium,tw 13-w4k patd 4
d malt xicity tudi  fp 4ductf mati 4 ¢ 4tai i gCMC diuma dth patd al 4
t xicity tudi fCMC diumw4 valuat dt add 4 th yt mict xicity fCMC dium. 4

I al3-w4k p atdd 4malt xicity tudy, 886 mg/kg fawi kI moth 4p 4duct 4

c 4tai 1 g3% CMC diumwa applid 4a at 1 d4al havd it f ach at5day p 4 4
w4kt 13w4k by ubbi g. Twdc 4t lg 4ip,ut atda d tha 4t atdg dup, w4 4
c mpa 4t th t at dg 4up. Th p 4dductwa wip d ff1h u aft applicati b cau 4th 4
activ ag 4t, dium ilicat ,wa ak 4w 1 ita t. N ig ifica tadv 4 ffct w4 td 4
ba 4 4motdlity,b dy w ight, ga w ight ,h mat | gicala alyi,adg4 ad 4

mic 4c pic xami iati 4. 4

I a 4th 413-w4k p at dd 4malt xicity tudy, 2900 mg/kg fal ti 4c 4tai i gl.1% 4
CMC diumwa applid 4a at i d4al havd it f ach atS5day p w4kf 13 4
w4k by ubbi g. C4t 1 at w4 t at dwithdi till dwat . N4 ig ifica tadv 4 ffct 4
w4 b 4vdba 4 4motdity,b dyw 4ght ,h mat 1 gical valu 4a dg4 ad 4

mic 4c pic xami iati 4. 4

Sval patd alt xicity tudi withCMC diumhav b 4 p f ma#d at,gui 4 4
pig , abbit a dd g withduati 4 a gi gf 4n21day t 1y a?. F 4 xampl , at 4

civdaditc 4tai i g5% CMC diumf 8moth ad 4t xic ffct w4 b4dvd 4
Rabbit w4 f dwithth dit c 4taii g 8%a d9% fCMC diumf tw p id fl15 4
day with uta y 4abl t xic ffct. 4

I a patd alt xicity tudy, 500 mg/kga d 1080 mg/kg fCMC diumw4 admi it 4d 4
t bthwhit at addg f 6moth whil th ameathaw4d fCMC diumw4 giv 4t 4
gui apig f 6moth adlya. Th4wa 4t tubtac- latdadv4 ffcti at 4
a dgui 4pig whichw4 t at df 46moth ba 4 4b dy w4ght ,h mat | gicala alyi, 4
adg4 admic 4c pic xami ati 4 N4 ig ifica tadv 4 ffct w4 b di gui 4 4
pig xp4df 4dlyaaddg xp4df 46moth ba 4 4b dywdghtcha g 4a dg4 4
a dmic 4c pic xami ati 4¢7.

27Sh la kia dClak,Phy i 1 gicalacti f diumcab xymdhg#lc llul 4 lab 4t ya imal a dhuma 4. 4
Food Res., 13,29-35 (19 8). 4
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Ina90 W p at W al toxicit stu WCMC so ium was giv nto Albino Wista atsinth it W
(0,2.5,5an 10%b w ¥ght) fo 90 a s. Th Ww W statisticall significant inc W5 sof W
plasma alkalin phosphatas an alanin aminot ansf as 1 v Is in 10% osing g oup animals W
without histopathological h patic chang s. Wat intak an uin p o uctioninc W Wwvith W
inc Wsing os sof CMCso ium u to th so ium cont nt of CMC so ium. SomeuWa W W
paamd¢ Ww W alt W. Fo xampl ,chang sinuni a WH an 24 hou uina Wxc Won of W
so iumof 5% an 10% osing g oup animals w W statisticall significant compa Wto cont ol W
goupsan th s chang swW os Wp n Wt. Statisticall significantu ina Wit at xc Won W
was not Wh 10% osing g oup compa Wto cont ol g oup. Th inc W& Woccu Waic of W

n ph ocalcinosis an h p Wlasia of th u oth lial pith lium in som eoWh t at Vg oups was W
obs W Walthoughth s inc W sw Wnot os Wp n WMtno obs W Winboths x s. Itcoul W
b anin i ctcons qu nc ofaninc WS inuin alkalinit coupl With aninc Ws Walcium W
xc Won. How W Wh p Wlasia of u ina Wla W not Wh 10% osing g oup animals wast st W
substanc att ibut WT Wtm et Mat Wff ctsof ia h aan c cal nlag maitWw 5% an W
10% osing g oups w W alsoobs W W Th s chang sa W n Wl associat Wvithth W

ing stion of non o low Wg stabl compoun s®. Th Wlo Wth No Obs W WA W W Eff ct W
L v I(NOAEL) fo 90 W o al subch onic toxicit is2.5%b w ¥ghtof 1 tin ats. W

Ina2 Wa p at W altoxicit ,CMC so ium was giv nto ats (100, 500 an 1080 mg/kg W

bo Ww ¥ght/ a )inth itfo 2 Ws?’. Th bo Ww ¥ghts an ha matological pa ame¢ W W

w W monito Wmonthl an histopathological anal sisw W con uct Wtth n oft atmatW W
Monthl w Yght co Win icat Wo malw ¥htcuv s. Th Ww Wno iff Wic sin W

ha matological an mic oscopic xaminations b tw Wat at Wn cont ol animals. No W

n oplasms w W foun in xp Wh eitanimals. Th Wlo Wth NOAEL fo 2 Wa o alch onic W
toxicit 1is 1080 mg/kg bo Ww ¥ghtin ats. W

Inanoth W Wa p at W altoxicit , F344 ats c iv Ws mg/kg bo Ww Yght of CMC W

so iumb gavag fiv a sp Wv Wkfo 2 Ws?. Contolsw Wunt at WExp WnatW W
animals w W xamin Ww Wkl fo clinical signsan th p Wnc ofpalpabl | sions. MeaiW W
bo Ww Yghts w W also monito W. G oss an mic oscopic xaminationsw Wp Wo me 8 W
majo o gans an all g oss1 sions. Su vival at sof CMC so iumt at Vdnimals w W simila W
to thos of cont ols. CMC t at Wnimals ha app oximat | th sam eoW w Wh oplasms than W
cont ol animals. Th Wlo Wth NOAEL fo 2 Wa o al ch onic toxicit is 5 mg/kg bo Ww Y¢ht W
in F344 ats. W

Ina2 Wa p at W altoxicit ,CMC so ium was giv nto mic inth 1 tscontaining 0,0.1 W
an 1% of CMC so ium fo 100 w Wks. Th Wwas no ovbious iff Wic inmo talit an W
tumou inci Wc b tw Wat at VEn cont ol g oups®. Th Wio Wth NOAEL fo 2 Wa oal W
ch onic toxicit is 1% b w ¥htof 1 tinmic . W

Inanoth W Wa p at W al toxicit , B6C3F1 mic ¢ iv W50 mg/kg bo Wwv ¥ght of CMC W
so iumb gavag fiv a sp Wv Wkfo 103 w Wks?. Unt at Whic s W Wascont ols. W
Exp Wn etdVanimals w W xamin Ww Wkl fo clinical signs an th p Wnc ofpalpabl W

| sions. MearWbo Ww Yghts w W also monito W. G oss an mic oscopic Xxaminationsw W W

2 Ba tal., Subch onic O al Toxicit Stu Wwith R gula an Enz maticall D pol meizWVW8o0 ium W
Ca box m ¢hWec Wlos in Rats, Fd. Chem. Toxic., 33,909 — 917 (1995). W
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performe ,0 ;,maororg ,s , 1l grosslesio s. Surviv I tes of CMC so iumtre te , imds,,
were simil r those of co trols. CMC-tre te , imdsh , pproxim dely the s me or fewer ,

eopl smsth , co trol ,imds, Therefore the NOAEL for 2-ye ror 1 chro ic toxicity is 50 ,
mg/kg bo y weighti B6C3F1 mice. ,

5.6.7 Reproductive Toxicology ,

There w s o repro uctive toxicology stu y of CMC so ium by ermd ,mi istr tio . I ste ,
sever | repro uctive toxicology stu ies by or | route of , mi istr tio ,wereev lu te to , ress ,
repro uctive toxicity of CMC so ium. ,

I , repro uctive stu y 20 m de,Spr gue-D wley r ts receive ,200 mg/kg of CMC so ium for t ,
le st60 , ys , 40 femder tsreceive ,200 mg/kg of CMC so ium for tle st 14 , ys before ,
mdi,g , uri g ,6- ,ymadi,gperio ,byg v ge. O ,eh Ifoftre te ,femde,, imdsw s ,

co ti uously , mi istere ,with 200 mg/kg CMC so iumu tils crificeo , y 14 of gest tio ,
(tot lof 34 , y-tre tme t). Therema j gh If of the fem des w ;s co ti uously tre te ,u til ,
we ,i gofthe proge y t ,y28 .fter birth (tot 1 of 62 , y-tre tme t)*°. Aver ge bo y weights ,
of p re ts (FO) were comp r ble for both tre te ,  co trol groups Ithough the bo y weight ,
g i of CMC so ium-tre te ,mdesw ;s ge er lly lowerth , th tofco trols. The bo y weight ,
g 1 of offspri gs (F1) w s comp r ble for bothtre te ,  co trol groups. No tre tme t- ,
rel te ,effects were observe ,i FOb se ,0 ,thepreg , cyr tio theme, umbers of corpor ,
lute , impl .t tio ,sites , ther tios corpor lute /impl .t tio ,sites. The ,ur tio ,of ,
preg , cy , p rturitio ws ormdi the CMC so ium-tre te group. Ther te of ,
resorptio s litter size , sexr tioi F1 were ,otsig ific ,tlych ,ge ,i the CMC so ium- ,
tre te , imds, Nesti gbeh vior ( ursi g suckli g , creepi g) eyeope i g, pi ,

et chme twere ,ormdi, CMC so ium-tre te ,F1 , imds, Beh vior I test results of F1 ,

i cluig ,eg tive geot xis photophobot xis , explor tory locomotio p tter i , cyli ric 1 ,
c ge were comp r ble for both the CMC so ium-tre te ,  co trol groups. Therefore the ,
NOAEL w s 200 mg/kg for fertility repro uctive performace , ft1 evelopme ti rts. ,

I , ter toge icity stu y preg , t Albi o CD-1 outbre ,mice from ys 6-15 of gest tio ,
receive ,CMC so ium (0 16 74 345 1600 mg/kg/ ,y) s ,cor oilsolutio by g v ge?’, A,
positive co trol group of 24 preg , t mice receive ,150 mg,spiri /kg bo y weight/ y. All ,
preg , tfemdes survive , o effects were observe ,0 , 1 ,tio ,oro ,mder ,lorfetl ,
surviv 11 CMC so ium-tre te ,groups. The ,umber of b orm ditjes see ,i either softor ,
skelet I tissues of CMC so ium-tre te groups 1 , ot iffer from the umber occurri g ,

spo t ,eouslyi sh m-tre te ,co trols. ,

I , other ter toge icity stu y CMCso ium (0 16 74 345 1600 mg/kg/ ,y)w s give jto ,
preg , t Wist r- erive r ts from ys 6-15of gest tio , s cor oil solutio by g v ge?, 250 ,
mg spiri /kgbo y weight/ yw s , mi istere topreg , tr ts s ,positive co trol. All ,
preg , tfemdes survive ,u til the e , of the stu y. No effects were observe ,0 , 1 ,tio ,oro ,
m der ,lorfet I surviv I. The ,umber of b orm ditjes see ,i either soft or skelet I tissues of ,

2 Fritz , Becker The suit bility of ¢ rboxymethylcellulose s ,vehiclei repro uctive stu ies Arzneimitteln ,
Forschung, 31 813-815 (1981). ,
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CMCsod i reaedgro psddno dfferfro i hen b erocc #r ng spon aneo sly nsha i
rea ed con rols. i

5.6.8 R sk Assessment i

The proposed aoi n of CMCsod i n he gener cldocane5%pach s754 g neach i

pa ch (5.39%). Therefore, he appl can ’s proposed a x i daly expos re (MDE)wo 1d i

res | nexpos re 02262 g /day of CMCsod i based on he MDD n he RLD label ( p 03 i
pa ches w th na 24 ho rper od) fall were released. i

CMCsod i slsedas GRAS (Generally Recogn zed as Safe) d rec food add ive i

(21CFR 182.1745) when sed n accordance w ih good a n fac irngprac ce. CMCsod i s i
also sed ncosei cfor ila ons, 0 s of whchwereeyeandskna ke pandskncare i
prepara ons. CMC sod i s cons dered ner for op cal for ila onsand sno cons dereda i
h & n rr an orsens izer®. i

CMCsod i san nac ve ngreden sed nFDA approveddr gprod c¢cs. An nac ve i
ngred en search for CMC sod i was perfomed sng he Inac ve Ingred en Da abase (IID) i
and he res 1sare presen ed n Table 4 (Sec on 5.4). There are hree approved dr gprod cs, i
wh ch are ransderailsys esi ncl d ng he RLD (L doder® , NDA 20612). However, he i
levels of CMC sod i n hedr gprod csarelower han he c fren proposedl i . The i

c fren proposed]l i forsod i CMC (.e.754 g /pach) s7.7% h gher han heaoi n n i
he RLD (.e. 700 g /pach). i

For he safe y eval ion of CMC sod i n he proposed gener ¢ prod ¢, henonclncaldaa i
fran hep blshedl era re wererevewed. D e oal i edavalabl yofdemal oxcy i
s i es of CMC sod i, several oral chronc oxc ys ides were eval aed oaddress he i
syse ic ox c yconcern of CMCsod i. i

CMCsod i wasno i agencbasedonAd s ess. The absorp onoforallyad insered i
CMCsod i sveryl i edand hea jor yoforallyad insered sexcreed nofeces. i
Dem al expos re of CMC sod i s alsono expec ed obeb oava lable beca se CMCsod i i
sah gh o lec lar we gh polyei r, wh ch canno penerae heskneven fall CMCsod i s i
released fro i hepach. i

For local oxc y,demal oxc ys des nrabb s ndcae ha CMCsod i po10%wasno i
rr a ng for 4 waek repea ed expos re. i

Forsyse ic oxc y, 1000 g /kg/day of CMC sod i wasno assoc a ed w th any over i

ox ¢ y based on body we gh , cl n cal pa hology and h s opa hology na wo year oral chronc¢ i
ox ¢ ys idy. Therefore, he NOAEL of CMC sod i for 2 year repea ed dose oxc y nras i
s 1000 g /kg/day (h & neq ivalen dose of 6000 g / ?/day w ih a body s rface area i
convers on fac or 6 for ra ) wh ch s 4.3 fold h gher han he proposed MDE of 2262 g /day i
(eq ivalen 013949 g i/ 2 ass i nganaverageh & nwe ghng60kgand sngabody i

s rface area convers on fac or 37 forh & ns). i
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Inthe e e te .1
igsf . neye . n
weight, n g .ss n
guine igs n  .gs
igs n 20000 mg/m

.set xicity stu ies, 1000 mg/kg/ .y fCMCs .iumt e tment fguine
.gsf .sixmamths i n tin uce ny etect blet xicityb se nb .y
mic .sc .icex min ti n The ef ., the NOAEL fCMCs .ium in
is 1000 mg/kg/ .y (hum a1 equiv lent .se {8000 mg/m?/ .y in guine
.gswith b .ysufce e c nvesi nf ct

2/ yin 8 n 20,

es ectively) The s fety m agins between the humaxex .sue n then n-clinic lex .sue

b se
in

n the ne-ye .
.8

The s fety m agins se

th nthe m aint in the RLD . The ef e, the

MDD f .the se

Table 5: Toxicolo

ch .nict xicity stu yin guine igs n six-m amth ch .nict xicity stu y

e 57(8000/13949) n 143 (20000/1394 9) es ectively .

se limit fCMCs .jumis nl | o
se mant fCMCs .ium tthe
tch is within the s fe nge .

em e s n bleen ugh n the

gene icf mul ti n fli .c ine

Data Summary Table for CMC Sodium .

Shelanski and Clark, Food
Res., 13, 29-35 (1948) .

Shel nski n .Cl k, Food
Res., 13,29-35 (1948) .

Shel nski n .Cl k, Food
Res., 13,29-35 (1948) .

oral (in the diet) o .

| (in the iet) o . 1 (in the iet) .

2 years .

-

1ye . b maths .

Rats .

Guine ig . D .gs .

NOAEL = 1000 mg/kg/day .

NOALE = 1000 mg/kg/ NOAEL = 1000 mg/kg/ .y .

y .

6000 mg/m?/day .

8000 mg/m?/ .y . 20000 mg/m? .y .

4.3

fold . 57f1 . 1 43f1 .

6 Conclusion: .

F .mb thclinicl n

h .m/t x es ectives, DCR ¢ nclu esth - iffe ence in the

mant fCMCs .ium in the se geneicli .cinet .icl .tch5% .€s
nt .e.t .se ny .itinls fetyc ncenswhenc mp ¢ t theRLD,Li . e m® (2100
mg/ .y)
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7 Referen e

7 C lini al

See footnotes

72 Toxi ology

See footnotes
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U.S. FOOD & DRUG

ADMINISTRATION

ANDA 209190
Assessment #4

Drug Product Name

Lidocaine Patch 5%

Dosage Form Patch
Strength 5%
Route of Topical
Administration

Rx/OTC Dispensed | Rx

Applicant Rhodes Pharmaceuticals L.P.
US agent, if N/A
applicable
Submission(s) Assessed Document Date Discipline(s) Affected
SD 1 Original 04/14/2016 Drug Product, Facilities
SD 3 Quality/Response to Drug Product, Facilities
Information Request 05/23/2016
SD 4 Response to IR 08/05/16 Facilities
SD 5 Response to ECD Facilities
Bioequivalence 08/15/16
SI? 6 Res.ponsc.e to ECD 09/06/16 Facilities
Clinical Bioequivalence
SD 7 Response to Drug Product, Process, Facilities
ECD/Quality 09/29/2016
SD 10 Response to Drug Product, Facilities
ECD/Quality 01/23/2017
Drug Product, Microbiology,
SD 12 Response to CR 09/26/2017 Biopharmaceutics,
Drug Product
SD 13 Response to CR 09/12/2018
SD 14 Response to CR 07/30/2019 Drug Product
SD 15 Response to Labeling [ 09/04/2019 Drug Product
SD 16 Response to IR 02/04/2020 Drug Product
QUALITY ASSESSMENT TEAM
Discipline Primary Assessor Secondary Assessor
Drug Substance N/A N/A
Drug Product Adchara Pongpeerapat | Brock Roughton
Manufacturing Cassandra Abellard Derek Smith
Microbiology Yuansha Chen Neal Sweeney
Biopharmaceutics Kelly Nolen Tapash Ghosh
Requlatory Business Fred Echoles
Process Manager
Application Technical Lead [ Brock Roughton
Laboratory (OTR) N/A N/A
Environmental N/A N/A

OPQ-XOPQ-TEM-0002v01

Page 2

Effective Date: February 1, 2019




(p2Y U.S. FOOD & DRUG

ADMINISTRATION

1. RELATED/SUPPORTING DOCUMENTS

QUALITY ASSESMENT DATA SHEET

MFs:
Date
Item Referenced Status Assessment Comments
Completed
Adequate | July 5,2018 Assessed by
Xinghua Wu
N/A
N/A
N/A
Adequate | December 11, Assessed by
2017 Adchara
Pongpeerapat
Adequate | February 4, Assessed by
2020 Adchara
Pongpeerapat
THER D S proved ANDA
Documen Application Number Description
RLD NDA 20612 Lidoderm (Lidocaine Patch 5%)
2. CONSULTS
Discipline Status Date Assessor
Biostatistics N/A
Pharmacology/ | Complete April | Narendranath
Toxicology 29, Reddy
2019 | Chintagari

OPQ-XOPQ-TEM-0002v

ebruary 1, 2019




(pIY U.S. FOOD & DRUG

ADMINISTRATION

3

®har cologyhml Co  lete m No . | Narendranath
Toxicology 7, Reddy

9 | Chintagari
Phar acologyhp Co lete m Sept. MNVei Ding
Toxicology m 3,

9
CDRH-ODE N/A
CDRH-OC mp Co lete Adequate: Applicant’s response to a design Mb. Isabel

controls deficientiy sub tted aonfbece er 9, 5, Tejero del
7 is adequate 8 mRio

Clinical m N/A
Other N/A m

OPQ-XQWQ-TE Page 4 m Effecti e Date: February , 9m
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U.S. FOOD & DRUG

ADMINISTRATION

EXECUTIVE SUMMARY (APPROVALS ONLY)

I. RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY
The applicant has provided sufficient information to assure the identity,

strength, purity, and quality of the drug product:

« The applicant has provided acceptable raw material, in-process, and

finished product controls

« The applicant has accepted the in vitro drug release acceptance criteria

recommended by Biopharmaceutics

« The Office of Pharmaceutical Manufacturing Assessment overall
recommendation on all the manufacturing facilities is “Approve”
« The proposed expiry date of 36 months is acceptable

« The labeling has adequate quality information

Therefore, from a quality perspective, ANDA 209190 is recommended for

approval.
. SUMMARY OF QUALITY ASSESSMENTS

A. Product Overview

The basis for the applicant's ANDA is the approved reference listed drug (RLD),
Lidoderm (NDA 20612), listed in the FDA's Approved Drug Products with
Therapeutic Equivalence Evaluations (Electronic Orange Book). The drug
product is topical patch available in 5% strength containing 700 mg of lidocaine
per patch. The drug product is packaged in individual child-resistant pouches.

Final recommended dissolution method/specification % ;is
acknowledged by Firm? CNA
- , [ ves
Are there comparability protocols provided? If yes, How manv:
how many? XINo g
Xl Yes

If USP monograph exists, do the specifications
conform to the current USP?

[ 1 No *(see comments)

CNA

Is the application compliant with USP <232/233>
requirements or ICH Q3D (regarding elemental
impurities)?

X Yes

[ 1 No *(see comments)
CINA

*Only the drug substance has a USP monograph.

Proposed Relief of pain associated with post-herpetic neuralgia

Indication(s) including
Intended Patient
Population

OPQ-XOPQ-TEM-0002v01 Page 5

Effective Date: February 1, 2019




(plY U.S. FOOD & DRUG

ADMINISTRATION

Duration of Treatment | Up to 3 patches worn for maximum of 12 hours per 24
hours

Maximum Daily Dose | 2100 mg (cumulative drug content of 3 systems)

Alternative Methods Patches may be cut into smaller sizes with scissors prior
of Administration to removal of the release liner.

B. Quality Assessment Overview (Please note: ATLs should check the
most recent policy alert list)

Drug Substance
Lidocaine is official in USP and EP. The drug substance Won agrees

wui ﬁi iiP miniiriih. The applicant references DMF

held by

The labeling contains acceptable quality information.

OPQ-XOPQ-TEM-0002v01 Page 6 Effective Date: February 1, 2019




(plY U.S. FOOD & DRUG

ADMINISTRATION

outcome of the inspection, the firm’s acceptable compliance history, an

experience with transdermal product manufacturing. In addition, use of
T o teing ot th g procucts
acceptable.

Per the CDRH consult review memo, the drug product manufacturing facility
(Altergon) was found acceptable. In addition, CDRH determined that the

applicant has provided acceptable documentation of the facility’s quality
management system and design controls.

Biopharmaceutics

The applicant developed and validated an adequate in vitro drug release
method. In addition, the firm’s proposed drug release acceptance criteria are
adequate based on the submitted drug release data.

The following drug release method and acceptance criteria are recommended
for the test product and have been accepted by the applicant:

OPQ-XOPQ-TEM-0002v01 Page 7 Effective Date: February 1, 2019



(p2Y U.S. FOOD & DRUG

ADMINISTRATION

USP Speed Volume
|| e Medium/Temperature (mL) Acceptance criteria
USP 50 Acetic acid/sodium 500 10 minutes: NMT
apparatus acetate buffer, pH 4.0
5 (paddle at32°C 30 minutes:,
over disk)
180 minutes: NL1-
Microbiology

The product is non-sterile. The drug product specification (microbial limits
testing) and test method validation/suitability complies with USP <61>, <62>
and <1111>. The applicant commits to conduct antimicrobial effectiveness
testing according to USP <51> or equivalent methodology on at least one
primary stability batch at the end of the proposed shelf life (36 months).

Shelf Life Considerations
The apphcant has provnded 36 months of Iong-tenn stability results for batch
( f

proposed expiry date of 36 months is acceptable.

Policy Alert

OPQ-XOPQ-TEM-0002v01 Page 8 Effective Date: February 1, 2019
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ADMINISTRATION

C. Risk Assessment

Updated
Initial .
Drug Product Risk Ranking
CQAs Ranking After
Assessment
Cycle #4
Physical stability
(polymorphism
and
recrystallization)

Physical stability
(cohesive)

Physical stability
(adhesive)

OPQ-XOPQ-TEM-000 Effective Date



(p2Y U.S. FOOD & DRUG

ADMINISTRATION

Drug Product
CQAs

Chemical
stability

Assay

Content
uniformity

Initial
Risk
Ranking

I

OPQ-XOPQ-TEM-0002v01

Updated
Risk
Ranking
After
Assessment
Cycle #4

Effective Date
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ADMINISTRATION

Updated
Initial e
Drug Product Risk Ranking
CQAs Ranking After
Assessment
Cycle #4
Drug release

Microbial limits

OPQ-XOPQ-TEM-0002v01 Page 11 Effective Date: February 1, 2019
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App ication Technica Lead Name and Date: Brock Roughton; March 2,
2020 |
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Is tamper evident feature provided in the container/closure? D Yes |:] No

If “No,” explain.

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

ANDA Strength

Length (mm)

Imprint Code

Describe issue(s) sent to and/or received from the OGD Labeling Reviewer:

None
List of Deficiencies:

N/A

Primary Drug Product Reviewer Name and Date: Adchara Pongpeerapat, PhD, 1/24/17;

6/1/17

Secondary Drug Product Reviewer Name and Date: | concur with the above assessment.

Brock Roughton, PhD, 2/22/2017, 01-JUNE-2017
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Product Background:
ANDA: 209190
RLD: NDA 20612 (Lidoderm®)
Drug Product Name / Strength:  Lidocaine topical patch, 5%
Route of Administration: Topical
Applicant Name: Rhodes Pharmaceutical L.P.

Product characteristics:




D QUALITY ASSESSMENT ﬂ
Coron on Dns Gt et

P.3 Manufacture
Batch Formula

Batch formula from P.3.2

Lidocaine. USP

Purified water. USP

Glycerin, USP
Sorbitol. USP

Carboxymethylcellulose Sodium.
USP

Sodium polyao:rylatcl

Propylene glycol. USP

Urea, USP

Kaolin. USP

OPQ-XOPQ-TEM-0001v03 Page 2 of 43 Effective Date: 18 Feb 2016
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oo e

>

Tartaric acid. NF

Gelatin. NF

Polyvinyl alcohol. USP

Dihydroxyaluminum
aminoacetate, UsP?

Edetate disodium. USP

Methylparaben. NF'

Propylparaben, NF*

Total Patch Weight

Total Batch Size

OPQ-XOPQ-TEM-0001v03 Page 3 of 43 Effective Date: 18 Feb 2016



QUALITY ASSESSMENT W

Review cycle #1: James J. Norman 02/06/2017; 03/05/2017; 05/15/2017
Review cycle #2: James J. Norman 10/24/2017

Secondary Reviewer Name and Date (and Secondary Summary, as needed):
Review cycle #1: Yubing Tang 03/04/2017, 03/05/2017 and 06/06/2017
Review cycle #2: Yubing Tang, 10/24/2017, 11/ 08/ 2017

OPQ-XOPQ-TEM-0001v03 Page 43 of 43 Effective Date: 18 Feb 2016
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perform testing as outlined in the application.

CDRH CONSULT OUTCOME:

Per the CDRH consult review memo, the only manufacturing facility (Altergon) requiring review
was found acceptable based on the 2016 PAI discussed above. However, the application is
deficient from a documentation perspective. The CDRH deficiencies will be communicated in
the Complete Response letter. Please see consult memo uploaded with the Facility IQA Chapter
for details.

Comparability Protocols

Reviewer’s Assessment: N/A
Post-Approval Commitments
Reviewer’s Assessment: N/A
Lifecycle Management Considerations

N/A



QUALITY ASSESSMENT W

CDRH deficiencies documented in IR#2 were not responded to by applicant in adequate time
per RBPM. See CDRH consult.

List of Deficiencies:

Amend-12: All responses were acceptable with exception of a CDRH inadequate response on
Design Review. As the application is being CR’d due to multiple disciplines, this one item will
be included in the CR. Facilities remain acceptable from CDER; No changes made from original
review.

Primary Facilities Reviewer Name and Date:

C. Abellard 06/12/2017 Consumer Safety Officer- OPF/ DIA-BII
Amend 12: C. Abellard 11/13/2017

Secondary Reviewer Name and Date:

D. Smith 06/26/2017
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QUALITY ASSESSMENT

MICROBIOL Y
Product Background:
ANDA: 209190
Drug Product Name / Strength:
Proprietary: N/A
Non-proprietary: Lidocaine Patch 5%
Route of Administration: Topical patch
Applicant:
Name: Rhodes Pharmaceuticals L.P.

Address: 498 Washington Street, Coventry, Rhode Island 02816, USA

US Agent:
(b) (4)

Manufacturing Site:
Zona Industriale A.S.L.
Morra De Sanctis
Avellino 83040, Italy

Method of Sterilization: N/A. Drug product is non-sterile.
Review Summary:
The submission is recommended for approval from the Product Quality Microbiology review

perspective.

List Submissions being reviewed (table):

Submitted Received Date assigned to reviewer
9/26/2017 9/26/2017 10/10/2017
Submission History (for 2nd Reviews or higher) N/A
Submit Received Reviewed
4/14/2016 4/14/2016 2/22/2017

Highlight Key Outstanding Issues from Last Cycle: Commitment to perform preservative
effectiveness test at the end of the shelf life was not stated.

Concise Description Outstanding Issues Remaining: N/A

OPQ-XOPQ-TEM-0001v03 Page1 of 2 Effective Date: 18 Feb 2016



QUALITY ASSESSMENT

CEMIEn 108 D3 E¥LITEn A RESCANGH

Product Quality Microbiology Assessment
This amendment responded to The Agency’s complete response letter dated 7/7/2017.

Microbiological deficiencies from the last review cycle were conveyed to the applicant via a
complete response letter dated 7/7/2017. Applicant’s response was received on 9/26/2017. The
original comment (in italics) and the applicant’s response are included below.

Provide a commitment to conduct antimicrobial effectiveness testing according to USP <51> or
equivalent methodology on at least one primary stability batch at the end of the proposed shelf
life (reference: Guidance for Industry ANDAs: Stability Testing of Drug Substances and
Products - Questions and Answers).

Response: Rhodes commits to conduct antimicrobial effectiveness testing according to USP
<51> or equivalent methodology on at least one primary stability batch at the end of the
proposed shelf life (36 months).

The applicant also provided the 36-month data for AET testing of the registration batch, Lot
L1304191.
Log reductions w
Microorganisms | | | |
®) @)
S. aureus
P. aeruginosa
E. coli
C. albicans
A. brasiliensis
®) 4

Reviewer’s Assessment: Preservativ
topical products.

Adequate

Primary Microbiology Reviewer Name and Date:

Yuansha Chen, Ph.D.

CDER/OPQ/OPF/DMA

10/26/2017

Secondary Reviewer Name and Date (and Secondary Summary, as needed):
Neal J. Sweeney, Ph.D.

CDER/OPQ/OPF/DMA

11/4/2017

OPQ-XOPQ-TEM-0001v03 Page2 of 2 Effective Date: 18 Feb 2016
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RE OMMENDATION

0 Appro al

(1 Complete Redponse- nor

Complete Redpanse- jor

(1 Cdplete Redpan€e- jor-Facilities Only
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ANDA 209190
Assessment #3

Drug Product Name

Lidocaine Patch 5%

Dosage Form Patch
Strength 5%
Route of Topical
Administration
Rx/OTC Dispensed [ Rx
Applicant Rhodes Pharmaceuticals L.P.
US agent, if N/A
applicable
Su:;f:;::(s) Document Date Discipline(s) Affected
(1) Original 04/14/2016 All
(3) Quality/Response to IR 05/23/2016 DP, Process, Facility
(7) Response to ECD/Quality | 09/29/2016 DP
(10) Response to 01/23/2017 DP, Process, Facility
ECD/Quality
(12) Response to CR 26-SEPT-2017 All
(13) Response to CR 12-SEPT-2018 All
QUALITY ASSESSMENT TEAM
Discipline Primary Assessor Secondary Assessor

Drug Substance

Drug Product

Adchara Pongpeerapat

Brock Roughton

Manufacturing Cassandra Abellard N/A
Microbiology N/A N/A
Biopharmaceutics N/A N/A
Regulatory Business Fred Echoles
Process Manager
Application Technical Brock Roughton
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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QUALITY ASSESMENT DATA SHEET

1. RELATED/SUPPORTING DOCUMENTS

MFs:
Date
Type Item Referenced Status Assessment Comments
] Completed
Type 11 O Adequate July 5, 2018 Assessed by
Xinghua Wu
Type III OENA
Type I1I N/A
Type 111 N/A
Type IV Adequate Dec. 11, 2017 Assessed by
Adchara
I Pongpeerapat
Type IV Inadequate | April 9, 2019 Assessed by
Adchara
Pongpeerapat
THER DO S proved ANDA
Document Application Number Description
NDA 20612 RLD
2. CONSULTS
Discipline Status Recommendation Date Assessor
Biostatistics N/A
Pharmacology/ | Complete Inadeauate-Maior (link to consult response): the April | Narendranath
. ) (4)
Toxicology 29, Reddy
2019 | Chintagari
pose safety concern and thus, are not acceptable from
a Pharmacology/Toxicology perspective.
CDRH-ODE N/A
CDRH-OC Complete | Adequate: applicant’s response to a design Nov | M. Isabel
controls deficiency submitted on December 19, 5, ngero del
2017 is adequate 2018 | Rio
Clinical N/A
Other N/A

OPQ-XOPQ-TEM-0002v01 Page 3

Effective Date: February 1, 2019
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ADMINISTRATION

RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY
Major

ABBREVIATED EXECUTIVE SUMMARY (CR ONLY)

The application is not recommended for approval due to quality related

Response Letter — Major.

deficiencies summarized in Section II.LE. OPQ recommends issuing a Complete

QUALITY ASSESSMENT OVERVIEW

A. Drug Substance: Adequate

Lidocaine is official in USP and EP. The drug substance specxﬁcatxon agrees

with t(hﬁ USP monograph. The referenced “held by

methods are acceptable.

(b) (4)

is adequate. Lidocaine exhibits one polymorphic form. The analytical

Drug Product: Inadequate-Major
1. Primary Justification:

Theme 1: Product safety

because there is need for safety assessment of extractables and leachables,
inadequate assessment of extractables and leachables, or submission of that

of the Guidance for Industry, ANDA Submissions — Amendments to
Abbreviated New Drug Applications Under GDUFA (July 2018). This

in FDA's judgement, the review of this information will require substantial
expenditure of FDA resources.

Justification 1: The drug product deficiencies have been classified as MAJOR

assessment in an unsolicited amendment as noted in Appendix A, Section A(2)(0)

information is required for establishing safety of the drug product. Upon receipt,

2. Secondary Justification:

Theme 2: Unqualified impurities

because new toxicology studies are requested for the unqualified impurity as
noted in Appendix A, Section A(2)(a) of the Guidance for Industry, ANDA
Submissions — Amendments to Abbreviated New Drug Applications Under

substantial expenditure of FDA resources.

Justification 2: The drug product deficiencies have been classified as MAJOR

GDUFA (July 2018). The review of these studies requires, in FDA's judgement, a

sxrmlar to the RLD formulation. The formulation uses

Lidocaine patch 5% is non- -compendial. The drug product is topical patch with a

(b) (4)
(b) (4

OPQ-XOPQ-TEM-0002v01 Page 4 Effective Date: February 1, 2019
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The applicant has adequately mitigated the high risks identified in the initial
quality risk assessment: chemical stability, physical stability (cohesive and

adhesive), content uniformity, and solubility. The applicant has tightened the
level of to an acceptable level. The
proposed controls for are

acceptable. The 36-month stability results show the|  ®“trending in
eaching the specification limit. The
applicant should clarify the proposed expiration dating period. The applicant
should demonstrate compliance with ICH Q3D.

The applicant has proposed control of adhesive impurities in the adhesive raw
material. In addition, the applicant has adequately performed leachable studies

and detected three leachables at toxicologically-relevant levels. To evaluate the
safety and acceptability of h

do not pose any safety concern and are acceptable. However, the

pose safety concern and are unacceptable from a pharm/tox perspective.
DCR requests major deficiency for safety assessment of these impurities in the
CR letter, placed below under the Pharmacology/Toxicology Deficiencies.

Labeling: Adequate
| The labeling has acceptable quality information.

B. Manufacturing: Adequate

[ The applicant uses a standard process for producing
patches. The main process steps are

OPQ-XOPQ-TEM-0002v01 Page 5 Effective Date: February 1, 2019
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®)@
manufactures and tests the drug substance.

The last inspection of the facility was July 2016 and was classified VAI. The
facility is acceptable because of the manufacturing history of this marketed API
(over 10 years), the acceptable review of the DMF, and acceptable inspectional
history. In addition, use of O or testing of the
drug substance is acceptable.

Altergon Italia S.r.1. (FEI# 3007086839) manufactures the drug product. The last
inspection of the facility was performed November 2015 and was classified NAL
This facility is acceptable to manufacture this product because of the outcome of
the inspection, the firm’s acceptable compliance history, and experience with
transdermal product manufacturing, In addition, use of we)
) @) : '

for testing of the drug product is

acceptable.

Per the CDRH consult review memo, the only manufacturing facility (Altergon)
requiring review was found acceptable. In addition, CDRH determined that the
applicant has provided acceptable documentation of the facility’s quality
management system and design controls.

C. Biopharmaceutics: Adequate

The applicant developed and validated an adequate in vitro drug release method.
In addition, the firm’s proposed drug release acceptance criteria are adequate
based on the submitted drug release data.

The following drug release method and acceptance criteria are recommended for
the test product and have been accepted by the applicant:

Ap:)JaSrl; tus frl;)e;(; Medium/Temperature V((::an)le Acceptance criteria
() (477
USP 50 Acetic acid/sodium 500 10 minutes:
apparatus acetate buffer, pH 4.0
5 (paddle at 32°C 30 minutes: v
over disk)
180 minutes: o

D. Microbiology: Adequate

The product is non-sterile. The drug product specification (microbial limits
testing) and test method validation/suitability complies with USP <61>, <62> and
<1111>. The applicant commits to conduct antimicrobial effectiveness testing
according to USP <51> or equivalent methodology on at least one primary
stability batch at the end of the proposed shelf life (36 months).

OPQ-XOPQ-TEM-0002v01 Page 6 Effective Date: February 1, 2019
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E List of Deficiencies for Complete Response
. O erall Quality Deficiencies — N/A
. Drug Substance Deficiencies — N/A

3. Drug Product Deficiencies

1. We note that you have included elemental impurities in drug product
specification. Please submit risk assessment and control of elemental impurities to
demonstrate compliance with ICH Q3D. The information should include potential
sources from raw materials, manufacturing equipment, container closure, water,
etc.; identification of potential elemental impurities, and evaluation of the
presence of elemental impurities in the drug product. The analytical methods
should be able to detect potential elemental impurities and suitable for their .
intended purposes.

2. The Drug Master File (DMF) @@ has been reviewed and
found inadequate. The DMF holder, ®@was notified of the deficiencies on .
April 10, 2019. Please consult with your DMF holder, and provide the updated
relevant P.4 sections. Do not respond to this ANDA CR letter until you have
confirmed that the DMF holder has responded to the DMF deficiency letter cited
above or your amendment will not be considered a complete response.

3. In the September 26, 2017 submission, you established adhesive 10erformance(b
tests,
You have included these tests in all stability time points. However, in the
September 12, 2018 submission, we cannot locate the stability results for adhesive .
performance test for 3 batches made with o
®®and for 3 batches made with :
® wup to 6-month time point. To compare the adhesive
performance results between batches made with o provide
all available adhesive performance test results on stability.

) (4)

(b) (4)

4. In the September 12, 2018 CR #9 response, you state that you are requesting 24-
month shelf life for the drug product. However, the current document in section
3.2.P.8.1 submitted on April 14, 2016 indicates that the currently proposed
expiration dating for the marketing packaging is 36 months. Clarify this
discrepancy. In addition, discuss the cause for the increasing trend on the

impurity at @@t the end of
shelf life and whether any changes to the control strategy are necessary to
minimize formation of P Juring shelf life.

4. Labeling Deficiencies — N/A

Ma 5. nufacturing Deficiencies — N/A

OPQ-XORQ-TE Page 7 . Effecti e Date: February |, 9.
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6 Biopharmaceutics Deficiencies — N/A
Mi 7 crobiology Deficiencies — N/A

8 Pharmacology/Toxicology Deficiencies

Theme 1: Product safety

Justification 1: The drug product deficiencies have been classified as MAJOR because
there is need for safety assessment of extractables and leachables, inadequate assessment
of extractables and leachables, or submission of that assessment in an unsolicited
amendment as noted in Appendix A, Section A(2)(0) of the Guidance for Industry,
ANDA Submissions — Amendments to Abbreviated New Drug Applications Under
GDUFA (July 2018). This information is required for establishing safety of the drug
product. Upon receipt, in FDA's judgement, the review of this information will require
substantial expenditure of FDA resources.

Theme 2: Unqualified impurities
Justification 2: The drug product deficiencies have been classified as MAJOR because

new toxicology studies are requested for the unqualified impurity as noted in Appendix

A, Section A(2)(a) of the Guidance for Industry, ANDA Submissions — Amendments to .
Abbreviated New Drug Applications Under GDUFA (July 2018). The review of these
studies requires, in FDA's judgement, a substantial expenditure of FDA resources.

We completed Pharmacology/Toxicology review of your information submitted in
support of safety of leachables and impurities in your proposed generic lidocaine

patch (5%) (dated 09/13/2018). We determined that the maximum daily exposures .
() (4)

®® raise safety concern and thus, are not

acceptable from a Pharmacology/Toxicology perspective. For ® (4)y0u justified its
general and dermal toxicity concerns using @@ Such an
approach is not acceptable. For @@ you did not
address local toxicity concern for these compounds in the context of use of your
proposed product, which has dermal route of administration and can be used
chronically. Therefore, your safety assessment for these compounds is inadequate

and not acceptable. To address these deficiencies, we recommend the following:

(b) (4) (b) (4

e For address the systemic and local toxicity at its MDE level, for
@@ address the local toxicity concern at their respective MDE .

levels from your proposed generic product. You may provide the justification

OPQ-XORQ-TE Page 8 . Effecti e Date: February |, 9.
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U.S. FOOD & DRUG

in ormation rom published literature. The adequacy o the data rom such a
justi ication report will be a review issue upon submission.

e Alternatively, you may conduct a 90-day repeated-dose toxicity study with your
inal, to-be marketed ormulation to quali y the sa ety o the above listed

compounds at their potential MDE levels. Consider an appropriate animal model,
clinically relevant route o administration and context o use o your generic drug
product in the design o the nonclinical studies. You may provide scienti ic
rationale or the chosen animal model and the study design. In addition, the doses
used or each compound in the repeated-dose toxicity study should provide
adequate margins o sa ety or its proposed clinical exposure rom your drug
product. The adequacy o the data rom such nonclinical studies will be a review
issue upon submission. I you have clari ying questions on the design o the
nonclinical studies, you may submit your study design via General
Correspondence route or our review.

Application Technical Lead Name and Date: Brock Roughton, 01-MAY-2019

OPQ-XORQFTE Page 9 f Effecti e Date: February |, 9f


mailto:6�3711&�'�!)"�)�*!#&%�!$,-��)"18'#$��!%11$'%%;�2��(�5�-!,#$"*�,%)+)2$",8"%,5!2&-%"$+#=!�*'"%�%�&",B"#$'4-&�('�!!2%%�)!,*"(1+�%!#'!,+%��,-$$$-)�-$"'�>?,!%#�%1�5,�!%"�1��$,)@�%4�%9*'�!%:")�"�,,1;05.-$*%'�,')/!$),2*+*�%�.,''"$2A,&-$�&!�!-%-,+��,$,10*.%*!�,'*C'-�-$$(,!%;1#�",-'2<%$!2#$%!�**,!!$�%!2%+!�'%&,&+<.*""�,-!!1$&$!�5%("�$2�-!$2*,5%!"%,!'*'$1#-)"���2*,B�*%#$,4'%�-�1�,%+)�+"1#�$12!--'",'")B8

> Brock M g alysg ed by Brock Roug o
© Roug o M a e: 5/01/2019 10:03:36A
GUI :53153a8b0000550f9c684fbc8ff833b9 M




QUALITY ASSESSMENT

Recommendation: Complete Response - Major

ANDA 209190
Review #2
Drug Name/Dosage Lidocaine Patch
Form
Strength 5%
Route of Topical
Administration
Rx/OTC Dispensed Rx
Applicant Rhodes Pharmaceuticals L.P.
US agent, if applicable | N/A
SUBMISSION(S) DOCUMENT DISCIPLINE(S) AFFECTED
REVIEWED DATE
(12) 26-SEPT-2017 All
Quality Review Team
DISCIPLINE PRIMARY REVIEWER | SECONDARY REVIEWER
Drug Master File/Drug
Substance
Drug Product Adchara Pongpeerapat Brock Roughton
Process James Norman Yubing Tang
Microbiology Yuansha Chen Neal Sweeney
Facility Cassandra Abellard Derek Smith
Biopharmaceutics Kelly Kitchens Tapash Ghosh
Regulatory Business Camille Smith
Process Manager
Application Technical Lead Brock Roughton
Laboratory (OTR)
ORA Lead
Environmental
OPQ-XOPQ-TEM-0001v05 Page 1 of 10 Effective Date: October 15, 2017




QUALITY ASSESSMENT

Quality Review Data Sheet

IQA Review Guide Reference

1. RELATED/SUPPORTING D ENT
MFs:
Date Review
N Type Status Completed Comments
O e 11 O Adequate | 3/24/2016 Reviewed by
Zhengfu Wang
Type III OEN/A
Type 11 N/A
Type 11 N/A
Type IV Adequate 11/29/2017 Reviewed by
Adchara
Pongpeerapat
(pending
upload into
Panorama)
Type IV Inadequate | 5/11/2016 Reviewed by
Shalini Anand
ther Docu plications
DOCUMENT APPLICATION NUMBER DESCRIPTION
NDA 20612 RLD
2. CONSULTS
DISCIPLINE STATUS | RECOMMENDATION | DATE | REVIEWER
Biostatistics N/A
Pharmacology/Toxicology | N/A
CDRH Complete | Inadequate (link to 11/13/ | Bella Pelina
consult response) 2017
Clinical N/A
Other N/A

OPQ-XOPQ-TEM-0001v05 Page 2 of 10 Effective Date: October 15, 2017



QUALITY ASSESSMENT

Abbreviated Executive Summary
IQA Revi ide Refer

Recommendations and Conclusion on Approvability

The application is not recommended for approval due to quality related deficiencies
summarized in Section II. OPQ recommends issuing a Complete Response Letter —
Major.

Quality Assessment Overview
A. Drug Substance, Drug Product, and Labeling: Inadequate-Major

Lidocaine is official in USP and EP. The drug substance specification agrees thh the
USP monograph. The referenced DMF s
adequate. Lidocaine exhibits one polymorphic form. The analytical methods are
acceptable. The applicant should provide qualification for impurity reference standards.

Lidocaine patch 5% is non-compendial. The drug product is topical patch with a.

similar to the RLD formulation. The formulation uses -

®)@.
is inadequate for

In addition, control of adhesive impurities in the drug product is inadequate.
The applicant has not adequately identified the extractables and has not adequately
performed leachable studies. This is a major deficiency. Leachables assessment is
required for establishing safety of the drug product. Upon receipt, the review of this
information will require substantial expenditure of FDA resources.

Wy

The applicant has adequately mitigated the high risks identified in the initial quality risk
assessment: chemical stability, physical stability (cohesive and adhesive), content
uniformity and solubility. The applicant has tightened the level of
(carcinogenic impurity) to a safe level. The proposed controls for impurities from
® @

are acceptable. The 36-
month stability results show the increase trending in one of the unknown degradation
compounds, reaching the specification limit. The applicant should justify the difference
in dissolution during stability for the registration batches to assure strength, purity, and
quality of the drug product during the proposed expiration dating period of 36 months.

The labeling has acceptable quality information.

OPQ-XOPQ-TEM-0001v05 Page 3 of 10 Effective Date: October 15, 2017
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B. Process: Adequate
The applicant uses a standard process for producin opical patches. The
main process steps are

The in-process controls are

acceptable.

C. Facility: Adequate with CDRH Deficiency

The
last inspection of the facility was July 2016 and was classified VAL The facility is
acceptable to manufacture lidocaine for this application because of the amount of time
the firm has been producmg this marketed API (over 10 years), the acceptable review of

d acceptable inspectional history. In addition, use of
for testing of the drug substance is acceptable.
Altergon Italia S.r.I. (FEI# 3007086839) manufactures the drug product. The last

inspection of the facility was performed November 2015 and was classified NAI This
facility is acceptable to manufacture this product because of the outcome of the

inspection, the firm’s acceptable compliance history, and experience with transdermal
roduct manufacturing, In addition, use of*
_ for testing of the drug product 1s acceptable.
Per the CDRH consult review memo, the only manufacturing facility (Altergon) requiring
review was found acceptable based on the 2016 PAI discussed above. However, the

application is deficient from a documentation perspective. The CDRH deficiency will be
communicated in the Complete Response letter.

D. Biopharmaceutics: m

The applicant developed and validated an adequate drug release method to measure the
release of lidocaine from the drug product. In addition, the firm’s proposed drug release
acceptance criteria are adequate based on the submitted drug release data.

The following drug release method and acceptance criteria are recommended for the test
product and have been accepted by the applicant:
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USP Speed . Volume .
Apparatus | (rpm) Medium/Temperature (mL) Acceptance criteria
USP 50 Acetic acid/sodium 500 |10 minutes: NMT (b)(:’
apparatus 5 acetate buffer, pH 4.0 at 30 minutes: N
(paddle over 32°C 180 minutes: NLT. ©®
disk)

E. Microbiology (if applicable): Adequate

The product is non-sterile. The drug product specification (microbial limits testing) and
test method validation/suitability complies with USP <61>, <62> and <1111>. The
applicant commits to conduct antimicrobial effectiveness testing according to USP <51>
or equivalent methodology on at least one primary stability batch at the end of the
proposed shelf life (36 months).

4 Pages have been
withheld in full as b4 (CCl/
TS) immediately following

this page
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None.

VIII. Microbiology Deficiencies
None.

IX. Combination Product Deficiencies
The following deficiency has been identified while conducting the documentation review
of application ANDA 209190 for the Lidocaine Patch 5%, in reference to applicable 21
CFR 820 regulations and manufacturing of the finished combination product:

1. Your response indicates that Altergon implemented an internal procedure for
design control covering requirements for design and development planning, design
input, design output, design review, design verification, design validation and design
changes; however, reference of this procedure is not included in the response, nor is a
description of Altergon’s design control system provided. Further, the response did not
include a summary of the plan used to design the combination product. Please provide
the missing documentation.

Application Technical Lead Name and Date: I concur with the above deficiencies.

Brock Roughton, PhD, 04-DEC-2017
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QUALITY ASSESSMENT

ANDA 209190

Review 1

Drug Name/Dosage Lidocaine Patch
Form
Strength 5%
Route of Topical
Administration
Rx/OTC Dispensed Rx
Applicant Rhodes Pharmaceuticals LP
US agent, if applicable | N/A
SUBMISSION(S) REVIEWED DOCUMENT DISCIPLINE(S) AFFECTED
DATE
SD 1 Original 04/14/2016 All
SD 3 Quality/Response to IR 05/23/2016 DP, Process, Facility
SD 7 Response to ECD/Quality 09/29/2016 DP
SD 10 Response to ECD/Quality 01/23/2017 DP, Process, Facility

Quality Review Team

DISCIPLINE PRIMARY REVIEWER | SECONDARY REVIEWER
Drug Master File/Drug
Substance
Drug Product Adchara Pongpeerapat Brock Roughton
Process James Norman Yubing Tang
Microbiology Yuansha Chen Neal Sweeney
Facility Cassandra Abellard Derek Smith
Biopharmaceutics Kelly Kitchens Haritha Mandula
Regulatory Business Camille Smith
Process Manager
Application Technical Lead Brock Roughton
Laboratory (OTR) N/A
ORA Lead N/A
Environmental N/A
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QUALITY ASSESSMENT

Abbreviated Executive Summary

I. Recommendations and Conclusion on Approvability
The application is not recommended for approval due to quality related deficiencies
summarized in Section II. OPQ recommends issuing a Complete Response Letter —
Inadequate-Minor

II. Quality Assessment Overview

A. Drug Substance, Drug Product, and Labeling: Inadequate-Minor
Lidocaine is official in USP and EP. Lidocaine exhibits one polymorphic form. The
referenced DMF #011339 held by Delta Synthetic Co., Ltd. is adequate. To ensure
the identity, strength, purity, and quality of the drug substance, the applicant should
provide revised drug substance specification, analytical method validation, and
reference standards information.

Lidocaine patch 5% is non-compendial. The drug product is topical patch with a
hydrogel formulation, similar to the RLD formulation. The firm has not adequately
mitigated the risks identified in the initial risk assessment (high risks: impurities,
chemical stability, physical stability (cohesive and adhesive), content uniformity and
solubility). The proposed specification has no control for release liner peel, cold flow,
and absence of crystal. The stability results show the decrease trending in assay, but
no trending in degradation compounds. The firm has not provided adequate
information to demonstrate that the proposed analytical methods for drug product are
fit for use.

The labeling has acceptable quality information.

B. Process: Inadequate-Minor
The applicant uses a standard process for producing hydrogel-based topical patches.
The main process steps are mixing, kneading, spreading, curing, converting, and
packaging. The batch size is 720-2880 kg, and no scale-up is proposed. The
applicant introduced a new process line. The primary features of the new line are a
faster spreading speed (10 m/min instead of 3 m/min) and faster packaging speed
(300 pieces/ minute instead of 60-80 pieces/min). Microscopic patch appearance
varies from batch to batch, suggesting variability in the process lines. The applicant
should address the variability. The applicant should provide hold time studies for the
Stage A and Stage B solutions. The applicant should define kneading and curing
processes in P.3.3 or P.3.4.

C. Facility: Adequate
There are no significant outstanding issues with the firms involved in the
manufacturing of the product. The CDRH consult identified several deficiencies
captured in the Combination Product Deficiencies below.
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D. Biopharmaceutics: Inadequate-Minor
The firm proposes to use the FDA-recommend drug release method for Lidocaine
patch 5%. The drug release validation and proposed acceptance criteria are
inadequate.

E. Microbiology: Inadequate-Minor
The product is non-sterile. The drug product specification (microbial limits testing)
and test method validation/suitability complies with USP <61>, <62> and <1111>.
The applicant should provide a commitment to perform preservative effectiveness test
at the end of the shelf life.
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perform testing as outlined in the application.

CDRH CONSULT OUTCOME:

Per the CDRH consult review memo, the only manufacturing facility (Altergon) requiring review
was found acceptable based on the 2016 PAI discussed above. However, the application is
deficient from a documentation perspective. The CDRH deficiencies will be communicated in
the Complete Response letter. Please see consult memo uploaded with the Facility IQA Chapter
for details.

Comparability Protocols

Reviewer’s Assessment: N/A
Post-Approval Commitments
Reviewer’s Assessment: N/A
Lifecycle Management Considerations

N/A



QUALITY ASSESSMENT

List of Deficiencies:

CDRH deficiencies documented in IR#2 were not responded to by applicant in adequate time
per RBPM. See CDRH consult.

Primary Facilities Reviewer Name and Date:
C. Abellard 06/12/2017 Consumer Safety Officer- OPF/ DIA-BII
Secondary Reviewer Name and Date:

D. Smith 06/26/2017
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QUALITY ASSESSMENT

MICROBIOLOGY
Product Background:
ANDA: 209190
Drug Product Name / Strength:
Proprietary: N/A
Non-proprietary: Lidocaine Patch 5%

Route of Administration: Topical patch

Applicant:
Name: Rhodes Pharmaceuticals L.P.
Address: 498 Washington Street, Coventry, Rhode Island 02816, USA

1JS Agent:
(b) (@)

Manufacturing Site:
Zona Industriale A.S.L.
Morra De Sanctis
Avellino 83040, Italy

Method of Sterilization: N/A. Drug product is non-sterile.
Review Summary:
The submission is NOT recommended for approvable on the basis of sterility assurance.

List Submissions being reviewed (table):

Submitted Received Date assigned to reviewer
4/14/2016 4/14/2016 2/22/2017

Highlight Key Outstanding Issues from Last Cycle: N/A

Concise Description Outstanding Issues Remaining: Commitment to perform preservative
effectiveness test at the end of the shelf life is not stated.

Product Quality Microbiology Assessment
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QUALITY ASSESSMENT

All of the information in this review relates to patient risk associated with a non-sterile
topical patch.

P DRUG PRODUCT
P.1  Description of the Composition of the Drug Product
e Description of drug Product — Lidocaine Patch 5% consists of a
®®adhesive material,
and covered witha| © film

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

non-woven | 2@

e Drug product composition — Each adhesive patch contains 700 mg of
lidocaine (50 mg per gram adhesive) in an aqueous base. It also contains
the following inactive ingredients: purified water, sorbitol, glycerin,
polyacrylic acid, carboxymethylcellulose sodium, propylene glycol,
sodium polyacrylate, urea, kaolin, tartaric acid, gelatin, polyvinyl alcohol,
dihydroxyaluminum aminoacetate. edetate disodium. methvinaraben and

©) @
propylparaben.
e Description of container closure system — N/A
Reviewer’s Assessment: The drug product composition and packaging are adequately
described.
ADEQUATE
P.2  Pharmaceutical Development
P.2.5 Microbiological Attributes
e Preservative Effectiveness — (P.5.6. m“’eng.pdt)

Preservative content acceptance criteria for the drug product: 90%-110%

At the developmental phase, preservative effectiveness test was performed
with “of the labeled content of preservatives. Only test
with the m)preservative content passed the acceptance criteria. Test was
performed as per USP <51>. The drug product was mixed with the testing
microorganisms and diluted 10X with| ®“resulting in 105-10° cfu/mL of
inoculum. Samples were incubated 20-25°C and microorganisms were
enumerated by membrane filtration method.

Acceptance criteria:

Bacteria: NLT 2 log reduction from the initial count at 14 days, and no
increase from the 14 days' count at 28 days.

Yeast and Molds: No increase from the initial calculated count at 14 and 28
days.
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. @
Log reductions w

Microorganisms | |

B¢
S. aureus

P. aeruginosa
E. coli

C. albicans

A. brasiliensis

Reviewer’s Assessment: Preservativ
topical products.

ADEQUATE

P.3 Manufacture

P.3.1 Manufacturer
Zona Industriale A.S.L.

Morra De Sanctis
Avellino 83040, Italy

This site is responsible for manufacturing, release and stability testing of the drug
product.

P.3.3 Description of the Manufacturing Process and Process Controls

e Environmental monitoring including product bioburden -

The applicant has not provided a description of environmental monitoring or the
area classifications for the commercial production of the subject drug product.
However, the subject drug product is a non-sterile topical patch with a
preservative and acceptable microbial limits release specification. Therefore,
patient risk is low from environmental contamination.

Reviewer’s Assessment: The drug product, drug product manufacturing, and process controls
were sufficiently described for the reviewer to determine which data are needed for sections P.5
(Specifications) and P.8 (Stability) below.

ADEQUATE

P.5  Control of Drug Product
P.5.1 Specifications

Test Acceptance Method
Criteria

Total Aerobic Microbial Count O@Sp <61>

Total Yeast & Mold Count USP <61>
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S. aureus S

P. aeruginosa

USP <62>

Reviewer’s Assessment: The drug product specification (microbial limits testing) and test
method validation/suitability complies with USP <61>, <62> and <1111>.

P.7

P.8
P.8.1

P.8.2

ADEQUATE

Container Closure System See section P.1.

Stability
Stability Summary and Conclusion
Proposed expiry: 36 months.

Post-Approval Stability Protocol and Stability Commitment

Storage condition is 25°C/60% RH. Microbial limits tests, including TAMC,
TYMC, absence of S. aureus, and absence of P. aeruginosa, will be performed at
initial, 6, 12, 24 and 36 month.

The applicant commits to placing the first three commercial lots of the subject
drug product into their stability program. Thereafter, on an annual basis, one
production lot will be added to the stability program.

Comment: Provide a statement to perform preservative effectiveness testing
at the end of the drug product shelf life on at least one stability batch.

Reviewer’s Assessment: The submitted post approval stability protocol and commitment does
not comply with the Guidance for Industry: (1) Q1A(R2) Stability Testing of New Drug
Substances and Products. A commitment to perform preservative effectiveness test at the end of
the shelf life is requested.

P.8.3

INADEQUATE

Stability Data — See Section P.8.1.

Twenty-four months stability data were provided for lot # L1304151, L1304191
and L1304201. All microbial limits test results complied with the specification.
No AET stability data was provided for the exhibit batches.

Reviewer’s Assessment: ADEQUATE

REGIONAL INFORMATION

Executed Batch Record

The batch records for exhibit batch lot # L1304151, L1304191 and L1304201 are
provided.
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2. REVIEW OF COMMON TECHNICAL DOCUMENT-QUALITY
(CTD-Q)
MODULE 1

A. PACKAGE INSERT

Store at 25°C; excursions permitted 15°C to 30°C. Apply lidocaine patch once up
to 12 hours within a 24 hour period.

Reviewer’s Assessment: There are no product quality microbiology issues related to drug
product administration instructions described in the package insert.

ADEQUATE

List of deficiencies:

The following deficiencies listed below are: [_| Major [X] Minor
Major deficiencies - A CR is recommended ]
Minor deficiencies - [X] 10 day ECD []30 day IR

Provide a commitment to conduct antimicrobial effectiveness testing according to USP <51> or
equivalent methodology on at least one primary stability batch at the end of the proposed shelf
life (reference: Guidance for Industry ANDAs: Stability Testing of Drug Substances and
Products - Questions and Answers).

Primary Microbiology Reviewer Name and Date:
Yuansha Chen, Ph.D.

CDER/OPQ/OPF/DMA

4/21/2017

Secondary Reviewer Name and Date (and Secondary Summary, as needed):
Neal J. Sweeney, Ph.D.

CDER/OPQ/OPF/DMA

4/21/2017
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 209190

BIO PHARM /TOX REVIEW(s)




ANDA#209190 Narendranath Reddy Chintagari, PhD

PHARMACOLOGY-TOXICOLOGY CONSULTATION REVIEW
Division of Clinical Review (DCR)
Office of Bioequivalence (OB), Office of Generic Drugs (OGD)
Center for Drug Evaluation & Research (CDER)

Lidocaine patch (5%)

209190
Rhodes Pharmaceuticals LP.

NDA 20612 (Lidoderm®; Lidocaine Patch, 5%); Approved on 03/19/1999
Teikoku Pharma USA Inc.

Narendranath Reddy Chintagari, BVSc & AH, MVSc, PhD
Pharmacologist, DCR

Sree Rayavarapu, DVM, PhD
Staff Fellow (Toxicologist), DCR

Daiva Shetty, MD
Acting Division Director, DCR

Adchara Pongpeerapat, PhD
Chemist, Division of Modified Release Products (DMRP),
Office of Pharmaceutical Quality (OPQ)

To evaluate the applicant’s response (Amendment-14; submitted on 07/30/2019)
to FDA-Complete Response Letter (CRL; dated 05/03/2019). Specifically, to

review the safety of I e

05/03/2019

07/30/2019

11/07/2019

e Fo [®® the applicant provided comparative analytical data which
demonstrated that @ from the proposed generic
lidocaine when compared to Reference Listed Drug (RLD). DCR-
Pharmacology/Toxicology defers the review and acceptability of
comparative analytical data to Quality discipline. DCR-
Pharmacology/Toxicology does not have any further deficiencies related to
TMS.

e Fo he proposed maximum daily exposure
(MDE) levels are not likely to be different than that of RLD. Thus, the
proposed do not raise any safety concern from a Pharmacology/Toxicology
perspective.

See Section 2 for Internal Recommendations. There is nothing to be conveyed
to the ANDA applicant.

O Major
O Minor
N/A (Review is Adequate)
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1 Executive Summary:

This DCR Pharmacology/Toxicology (DCR-P/T) review evaluates ANDA 209190 applicant’s
response to FDA-Complete Response letter (CRL; Dated 05/03/2019). Specifically, this review
. 0000 _+*=
. 1

The reference listed drug (RLD) is Lidoderm® (Lidocaine patch 5%; NDA 020612). The RLD is
indicated for relief of pain associated with post-herpetic neuralgia. The maximum daily dose of
lidocaine patch (5%) is 3 patches/day.

In the previous review cycle (review dated 04/29/2019), DCR-P/T reviewed the safety o [1®1@

leachables [ IO and [P impurities [
DCR- P/T concluded that the maximum daily exposures (MDEs) to [l o

were determined not acceptable as there are
inadequate data to justify their local and systemic toxicity concerns. P/T recommendations were
conveyed to the ANDA applicant in a Complete Response (CR) letter dated 05/03/2019. The
applicant responded to the CR on 07/30/2019 (Amendment-14).

Fo [®®@the applicant provided comparative analytical data and demonstrated tha [ ®®leaches

at level from the proposed generic lidocaine when compared to RLD. The amount of
ﬂed from ﬂiu RLD an ﬁin the proposed generic
lidocaine. The review and acceptability of analytical data is deferred to the Quality discipline.
Nevertheless, based on the levels o ﬁeported, its MDE is likely to be lower from the
generic lidocaine when compared to RLD. Thus, the MDE o from the proposed generic
does not raise any safety concern when compared to RLD. Thus, DCR-P/T does not have any

further deficiencies related t

hus, it is likely that human subjects will be exposed to same levels of [7®®
[ and [ ®@®@if proposed generic is taken in place of RLD. Furthermore, DCR Clinical
team reviewed Clinical trial data and did not identify any sensitization and irritation risk
potential for the proposed generic lidocaine drug product. Thus, DCR-P/T determined that the

proposed level [l @@are not likely to alter the safety profile of generic
lidocaine when compared to the RLD.

In summary, there are no further deficiencies related to | ®®and the proposed levels o J@®
i do not raise any safety concerns

from a P/T perspective.

2 Internal Recommendation:

Fo [i®®@the applicant did not provide any new nonclinical data. However, the applicant
provided comparative analytical data which demonstrated tha P @eaches at level from
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ANDA#209190 Narendranath Reddy Chintagari, PhD

the safetyo | ““Amendment-14, dated 07/30/2019).8 The
applicant submitted justification related to P/T deficiencies is the subject of this review.

5 Discussion

In current post-CR Amendment-14 (dated 07/30/2019), the applicant submitted information to
justify the safety o in the generic lidocaine patch. The safety of
proposed levels of’ are discussed below.

Evaluation of saf
Durini the first cycle review, DCR-P/T evaluated the safety o -at a daily exposure level of

in the proposed generic lidocaine patch. DCR-P/T determined that the exposure
aises safety concern due to inadequate systemic and local toxicity data.

In the current post-CR submission (Amendment-14), the applicant provided nonclinical data
from published literature to justify the safety o In addition, the applicant also provided
comparative analytical data to show the levels o that can potentially leach from RLD vs
proposed generic lidocaine.

DCR-P/T reviewed majority of the nonclinical submitted by the applicant in the previous review
cycle. Applicant’s current submission did not provide any additional nonclinical data that can
alter previous P/T determination. Nevertheless, the applicant provided comparative analytical
data to show the level o -that can potentially leach from RLD vs proposed gen

lidocaine. Th -levels were measured at 32°C and 42°C a [®@different p “
conditions. Comparati lyti ta indi tha leached a [/ ®®level from proposed

generic (in the range o compared to RLD (in the range of [T ®®
[ 9@ The amounts o eached from RLD and proposed generic

under different tested conditions are shown in Table 1 below.

The review and acceptability of analytical data is deferred to the Quality discipline. Based on
the levels o observed in RLD vs proposed generic, the MDE o | ®®is likely to b

from the proposed generic lidocaine when compared to RLD. Thus, the level o ﬁ‘rom the
proposed generic does not raise any safety concern. DCR-P/T does not have any further
deficiencies related t

§ ANDA 209190; Lidocaine patch; GS Review; Sequence 0012(14); Dated 07/30/2019; Module; 1.11.4. Multiple
Module Informatlon Amendment (dated 07/ 30/2019)
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Evaluation of safety of

In the previous cycle, DCR-P/T concluded that proposed levels o [ o@

i raises local toxicity concern. Therefore, DCR-P/T
recommended that the applicant to justify the local toxicity of I @@ at their

proposed levels.

In the current post-CR Amendment-14, the applicant did not provide any new toxicology
information fo [ @@ however, applicant provided summary of results a dermal
exposure study (exposure dose-1%; duration-3 times/week; lifetime) conducted in mice to justify
the levels o & DCR-P/T reviewed this dermal toxicity study in the previous cycle

Mthat this study does not adequately justify the local toxicity of proposed level of

Fo [ ®® the applicant did not provide any new toxicology information to justify the proposed
levels. However, the appllcant tried to justify the levels by indicating that polyacrylic acid

constitutes onli f formulation weight of lidocaine patch and thus, the level of [ ®®is

which does not raise safety concern based on existing data. We have previously
reviewed available local and systemic toxicity data fo

and concluded that MDE of
om proposed generic are not justified.

ased

on this information, it is likely that human subjects will be exposed to same levels of @
[ oeif proposed generic lidocaine is taken in place of RLD.

The applicant claimed that amountsofFare likely to be [i®®in the final dru
product as these compounds wer analytical evaluation threshold (AET) o iin
the leachable studies. Generally, leachable studies are not used to qualify exposures to

impurities from the excipients; however, these data suggest that the levels of @ ®@are
likely to be [®@®in the final drug product.

Furthermore, DCR Clinical team reviewed Clinical trial data and did not identify any
sensitization and irritation risk potential for the proposed generic lidocaine drug product.'®

Thus, DCR-P/T determined that the proposed level _are not likely to
alter the safety profile of generic lidocaine when compared to the RLD.

2 ANDA 209190; leocalne Patch; Mercado, Drug Product anary Rev1ew, Dated 06/01/2017
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ANDA 209190 Wei Ding, PhD, DABT

PHARMACOLOGY-TOXICOLOGY CONSULTATION REVIEW
Division of Clinical Review (DCR)
Office of Bioequivalence (OB), Office of Generic Drugs (OGD)
Center for Drug Evaluation & Research (CDER)
Lidocaine Patch 5%

Lidocaine Patch 5%

ANDA 209190
Rhodes Pharmaceuticals LP

NDA 20612, Approved 03/19/1999
Teikoku Pharma USA Inc

Wei Ding, PhD, DABT
Toxicology reviewer, DCR

Victoria Keck, MS, VMD
Toxicologist, DCR

Daiva Shetty, MD
Acting Director, DCR

Adchara Pongpeerapat, Ph.D.

Division of Modified Release Products (DMRP)
Office of Lifecycle Drug Products (OLDP)

Office of Pharmaceutical Quality (OPQ)

To review Ames assay results o [FEnee

08/08/2019

08/20/2019

09/18/2019

, the impurit .
did not exhibit bacterial
mutagenicity potential and can be controlled as a non-mutagenic impurity.

[0 Major
O Minor
X N/A (Review is Adequate)
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1. Executive Summary:

This Pharmacology/Toxicology review addresses a consult request from the Division of
Modified Release Products (DMRP), in the Office of Pharmaceutical Quality (OPQ) to review
Ames test for the impurity in Lidocaine Patch 5%
under ANDA 209190.

The reference listed drug (RLD) for Lidocaine Patch 5% is Lidoderm® (Lidocaine Patch 5%)
under NDA 20612. The RLD was approved on 03/19/1999 and it is sponsored by Teikoku
Pharma USA Inc. Lidoderm (Lidocaine Patch 5%) is comprised of an adhesive material
containing 5% lidocaine. The size of the patch is 10 cm x 14 cm. Lidoderm® is indicated for
relief of pain associated with post-herpetic neuralgia, which should be applied only to intact

skin.! The maximum daily dose (MDD) is 2100 mg of lidocaine or 3 patches/day. If controlled
thi imii'i livel as not more than (NMT he limit of impurity is NMT _)r

Based on computational mutagenicity analysis (report # TSI-18-001), Rhodes Pharmaceuticals
LP, the ANDA applicant, states that the impurit
is potentially mutagenic. To justify the proposed limit of NMT the applicant submitted

an Ames test of the impurity and concluded that the impurity is non-mutagenic. OPQ consulted
DCR to evaluate the Ames test result and assess the mutagenicity potential of [mm@®

n review. DCR Ph Tox determined that under the conditions of the conducted Ames test,
Ws not mutagenic in any of the tested four
Salmonella strains (TA98, TA100, TA1535, TA1537) and Escherichia coli strain WP2 uvrA
both in the presence and absence of metabolic activation (S9).

2. Recommendation (Internal)

Under the conditions of this valid Ames assay _is
not mutagenic and may be controlled as a non-m

3. Comments to be conveyed by the RPM to the ANDA applicant:

N/A.

4. Regulatory Background:

Rhodes Pharmaceuticals LP submitted ANDA 209190 for Lidocaine Patch 5%. The RLD for

Lidocaine Patch 5% is Lidoderm® (Lidocaine Patch 5%) under NDA 20612. The RLD was
approved on 03/19/1999 and it is sponsored by Teikoku Pharma USA Inc.

'RLD (NDA 020612, Lidoderm®) Drug Label Information obtained at Drugs@fda:
https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/020612s0141bl.pdf Accessed at: 08/26/2019
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PHARMACOLOGY-TOXICOLOGY CONSULTATION REVIEW
Division of Clinical Review (DCR)
Office of Bioequivalence (OB), Office of Generic Drugs (OGD)
Center for Drug Evaluation & Research (CDER)
Lidocaine patch (5%)
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Rhodes Pharmaceuticals LP.

NDA 20612 (Lidoderm®; Lidocaine Patch, 5%); Approved on 03/19/1999
Teikoku Pharma USA Inc.

Narendranath Reddy Chintagari, BVSc &AH, MVSc, PhD
Pharmacologist, DCR

Sree Rayavarapu, DVM, PhD

Staff Fellow (Toxicologist), DCR

Mark Ritter, MD
Associate Director, DCR

Adchara Pongpeerapat, PhD
Chemist, Division of Modified Release Products (DMRP),
Office of Pharmaceutical Quality (OPQ)

To evaluate the safety and acceptability o [®®leachables puummmmme®

]

in the generic lidocaine patch.

09/12/2018
10/02/2018
04/29/2019
The MIDE |50

i pose safety

concern and thus, are not acceptable from a Pharmacology/Toxicology
perspective.

See Section 2 for Internal Recommendations and Section 3 for Comments to be
conveyed to the ANDA Applicant by the RPM.

Major
O Minor
O N/A (Review is Adequate)

Extractables/Leachables review: The deficiency requires justification or nonclinical studies that support the
safety of the proposed drug product. As described in Appendix A of the Guidance for Industry ANDA
Submissions — Amendments to Abbreviated New Drug Applications Under GDUFA (July 2018), the need for a
safety assessment of impurities, extractables and leachables, or inadequate assessment of impurities,
extractables and leachables is classified as a major deficiency. Review of the submitted justification or
toxicology data will require substantial expenditure of FDA resources.
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1 Executive Summary:

This Pharmacology/Toxicology review address a consult request from the Division of Modified

Release Products the safety
o [1®®leachabl
mn the proposed generic lidocaine patch (ANDA 209190).

Rhodes Pharmaceuticals submitted ANDA 209190 for generic lidocaine patch. The Reference
Listed Drug (RLD) is Lidoderm® (lidocaine), NDA 020612. Lidocaine patch is indicated for
relief of pain associated with post-herpetic neuralgia. The maximum daily dose (MDD) of
lidocaine is 3 patches per day. Rhodes Pharmaceuticals performed analytical studies to identify
potential leachables in their proposed generic lidocaine product. The applicant set an Analytical
Evaluation Threshold (AET) limit o W’I‘he applicant’s analytical methods are
acceptable from a Quality perspective. The applicant’s AET is acceptable from a
Pharmacology/Toxicology perspective.

The safety and acceptability of each of th eachable _
an | @“impuritie n the proposed generic lidocaine patch is

discussed below.
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pose a safety concern and thus, are not

acceptable from a Pharmacology/Toxicology perspective.
Recommendations to be conveyed to the ANDA applicant are provided in Section 3 below.

DCR has identified MAJOR deficiencies to be included in the Complete Response Letter.
The comments in Section 3 must conveyed to the ANDA applicant AS WRITTEN under
the “PHARMACOLOGY/TOXICOLOGY?” section of the Complete Response Letter.
DCR considers these deficiencies to be MAJOR deficiencies to be included in the Complete
Response Letter. These must NOT be communicated to the Applicant in an Information
Request. Please notify DCR when the applicant responds to this deficiency.

3 Comments to be conveyed by the RPM to the ANDA applicant as written:

DCR has identified MAJOR deficiencies to be included in the Complete Response Letter.
The comments in Section 3 must conveyed to the ANDA applicant AS WRITTEN under
the “PHARMA COLOGY/TOXICOLOGY?” section of the Complete Response Letter.
DCR considers these deficiencies to be MAJOR deficiencies to be included in the Complete
Response Letter. These must NOT be communicated to the Applicant in an Information
Request. Please notify DCR when the applicant responds to this deficiency.

We completed Pharmacology/Toxicology review of your information submitted in support of
safety of leachables and impurities in your proposed generic lidocaine patch (5%) (dated
09/13/2018). We determined that the maximum daily exposures (MDEs) levels of [imm@
I
raise safety
concern and thus, are not acceptable from a Pharmacology/Toxicology perspective.

Fo [m®®you justified its general and dermal toxicity concerns usin
approach. Such an approach is not acceptable. Fo you did
not address local toxicity concern for these compounds in the context of use of your proposed
product, which has dermal route of administration and can be used chronically. Therefore, your
safety assessment for these compounds is inadequate and not acceptable. To address these

deficiencies, we recommend the following:

e Fo [[®®@address the systemic and local toxicity at its MDE level, for [ mo@
[0 address the local toxicity concern at their respective MDE levels from your

proposed generic product. You may provide the justification information from published
literature. The adequacy of the data from such a justification report will be a review issue
upon submission.

e Alternatively, you may conduct a 90-day repeated-dose toxicity study with your final, to-be-
marketed formulation to qualify the safety of the above listed compounds at their potential
MBDE levels. Consider an appropriate animal model, clinically relevant route of
administration and context of use of your generic drug product in the design of the
nonclinical studies. You may provide scientific rationale for the chosen animal model and
the study design. In addition, the doses used for each compound in the repeated-dose toxicity
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study should provide adequate margins of safety for its proposed clinical exposure from your
drug product. The adequacy of the data from such nonclinical studies will be a review issue
upon submission. If you have clarifying questions on the design of the nonclinical studies,
you may submit your study design via General Correspondence route for our review.

4 Regulatory Background:

On 04/14/2016, Rhodes Pharmaceuticals LP submitted ANDA 209190 for generic lidocaine
patch.? In a Complete Response Letter ( /19/2017), FDA advised the applicant to
justify safety of the leachables with MD Wn their proposed generic drug product.>
FDA also recommended that applicant sh specification limits o ﬂ

to threshold for toxicological concern or justify MDE to | @@

. "“Tnhe applicant responded to the CRL on

applicant submitted a safety justification f
ST —

lidocaine patch.** In this rega roducts (DMRP) i

consulted DCR Pharmacology/Toxicology to evaluate the safety of the leachable %
B impurie [ 0 B enitid n e

ocaine patch (da bmitted information is the
subject of this review.

in their proposed generic

4.1 Orange Book Information
There are 3 marketed entries in the Orange Book for Lidocaine patch (5%) (Table 1).

Table 1: Oranie Book Listed Lidocaine 5% Products |n= 3i.

N020612 | AB Yes | Lidocaine | Patch; Topical | 5% Lidoderm | Teikoku Pharma USA.
A200675 | AB No Lidocaine | Patch; Topical | 5% Lidocaine | Actavis Labs UT Inc.
A202346 | AB No Lidocaine | Patch; Topical | 5% Lidocaine | Mylan Technologies Inc.

Source Search on 01/29/2019 by thls reviewer of the Orange Book websnte

TE—Therapeutlc Equlvalence
RLD=Reference Listed Drug

2 ANDA 209190 Lxdocalne patch (5%); DARRTS; Apphcatlon hlstory

1Qil2229i7.&=aﬁﬂagE3
3 ANDA 209190; Lidocaine patch; EDR Sequence 0011(13); Dated 09/12/2018; Module 1.11.1. Quality
Information Amendment

4 ANDA 209190; Lidocaine patch; EDR Sequence 0011(13); Dated 09/12/2018; Module 1.11.1. Quality
Informatlon Amendment
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5 Labeling

The current labelling for Lidoderm® [lidocaine patch (5%)] was approved on 11/02/2018. There
is no boxed warning.°

5.1 Indications
Lidoderm® is indicated for relief of pain associated with post-herpetic neuralgia.®
5.2 Dosage and Administration

According to RLD labeling, Lidoderm® should be applied to intact skin to cover the most painful
area. Prescribed number of patches (maximum of 3), should be applied only once for up to 12
hours within a 24-hour period.®

6 Discussion

The Division of Modi view safety
o [ ®@leachable d

impuritl

ﬁin generic lidocaine patch (ANDA 209190). The applicant submitted safety
justification for leachables and impurities using the information from the Cosmetic Ingredient
Review (2014), Norwegian Food Safety Authority (NFSA), European Food Safety Authority
(EFSA), European Chemicals Agency (ECHA) and Joint FAO/WHO Expert Committee on Food
Additives (JECFA) and published literature.’

The maximum daily exposure (MDE) levels of each of the compounds at the maximum daily
dose (MDD: 3 patches/day) of the proposed generic lidocaine are listed in Table 2 below.

Table 2: Maximum daily exposure (MDE) of leachables and impurities under review in the
¢

The safety of each of th | ®®leachables and th F®®impurities in the proposed generic
lidocaine patch is discussed below.

(Acceptable):
Toxicological evaluation fo _was based on the information from the CIR, 2014.”
The applicant indicated that rmation o -was not available. Howeve

¢NDA 020612; Lidoderm; Drugs@FDA: FDA Approved Drug Products
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AN 1A No. 1

rug Product Name 1
Strength(s) 1
Applicant Name 1
Applicant Address 1

US Contact Name and US 1
Mailing Address 1

US Contact Telephone 1
Number 1

US Contact Fax Number 1

Original Submission ate(s) 1

Submission ate(s) of 1
Amendment(s) Under Review 1

Primary Reviewer 1
Secondary Reviewer 1

Tertiary Reviewer 1

Study Number(s) 1
Study Type(s) 1
Strength(s) 1
Clinical Site 1

Clinical Site Address 1
Analytical Site 1

Analytical Site Address 1

OS S status 1

Waiver 1
QC issolution 1

Formulation 1

209 90 1

Lidocaine Patch 1

5% 1

Rhodes Pharmaceuticals L.P. 1

498 Washington Street, Coventry, Rhode Island 028 6, USA 1

Todd M. Delehant, Ph.D., Director Regulatory Affairs 1
498 Washington Street, Coventry, Rhode Island 028 6, USA 1
todd.delehant@pharma.com 1

40 -262-9425 1

40 -262-9450 1

04/ 4/20 6 1

Response to ECD/Bioequivalence on 08/05/20 6 (SD-4) 1

Yibo Wang, Ph.D. 1
Jennifer N. Miller, Ph.D. 1

N/A'1

RP-L 1 -PK001 1 RP-LID-SSI 1

Fasting 1 Skin irritation/sensitization/adhesion studies 1
5%1

Frontage Clinical Services, Frontage Laboratories, Inc. 1

24 Main Street, Hackensack, New Jersey 0760 1

Tel: 20 -678-0288; Fax: 20 -342-34 3 1
(b) (4)

Backlog, Year 1 and Year 2 1
AN 1As 1

J Pending

J Complete 1

O N/A (Waiver) 1

O Granted [l Tentatively granted [llNot granted XIN/A 1
U Pending [l Adequate I nadequate 1

Post October 1, 201 1AN 1As

[0 To Be etermined by OS S

[J Pending For Cause nspection
X Complete 1

Adequate [l nadequate 1

Page1of 1
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Response to CR Resut na /
Reformu at on? /

Overa /Rev ew Resu t / X Adequate [ Inadequate /

Rev sed New Draft Gu dance /
Generated as Part of Curtent / [0 YES XINO/
Rev ew /

(O Possby /[1No /IXINA /

(] Major (Def ¢ enc es to be commun cated by CR) /
Def ¢ ency C ass f caton / ] Mingr /
X N A (Rev ew s Adequate) /

B 6equ va ence study /

(el o m e Study test type / Strength / Rev ew Resu t /

1, , / F astng / 5%/ X Adequate [7Inadequate /

1 EXECUTIVE SUMMARY /

This application contains the results of three studies, (1) a pharmacokinetic (PK) endpoint
bioequivalence (BE) study (#RP-LID-PK(01), comparing the test product, Rhodes /
Pharmaceuticals L.P.’s Lidocaine Patch, 5%, to the corresponding reference product, /
Teikoku Pharma USA’s Lidoderm® (lidocaine) Patch, 5% under fasting conditions; (2) an
adhesion study (#RP-LID-SSI); and (3) a skin irritation and sensitization study (#RP- /
LID-SSI). The Division of Bioequivalence (DB) II will review the BE study and the /
Division of Clinical Review (DCR) will review the adhesion study and /
irritation/sensitization study. /

The BE study was designed as a single-dose, two-way crossover study in healthy male /
and female subjects, in which residue in the patches was also assayed for “apparent dose” /
as per the Product-Specific Guidance for Lidocaine Patch.! The firm’s fasting BE study is
acceptable. The results are summarized in the table below. /

L doca ne Patch 5%, Dose ( x 700 mg) /
Fast ng B dequ va ence Study No. RP-LID-PK001, N= 9 (Ma e=18 and Fema e=21) /
Least-Square Geometr ¢ Means, Po nt Est mates and 90% Conf dence Interva s /

Parameter (un ts) / Test / Reference / Rato / 90% C.I. /

(b) 4)
AUCO-t (ng-hr mL/

AUCw (ng-hr mL/

Cmax (ng mL/

There is no USP dissolution method, but there is a FDA-recommended dissolution /
method for this drug product. The firm conducted dissolution testing using the FDA- /
recommended method [S00 mL of Acetic Acid/Sodium Acetate Buffer, pH 4.0 at 32°C, /

! Product-Specific Guidance for Lidocaine Patch (Recommended Dec 2006; Revised May 2007, July 2014, /
Jan 2016, Oct 2016) /

Page 2 of /
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aNnufacturer N Teikoku Pharma USA N

A o N 020612 N

Approval 2Ne N March 19, 1999

.2 PK/P NInformation* N

o strecent N label (provide embedded N
document) Please check if an NG tube study is
nedled. N

N A

Lidoderm N
label_01072015.pdf N

Indication N

LIDODERM is indicated for relief of pain associated N
with post-herpetic neuralgia. It should be applied only to
intact skin. N

Boxed warning N

N/AN

Bioavailability N

The amount of lidocaine systemically absorbed from N
LIDODERM is directly related to both the duration of N
application and the surface area over which it is applied.
In a pharmacokinetic study, three LIDODERM patches ]
were applied over an area of 420 cm? of intact skinon N
the back of normal volunteers for 12 hours. Blood N
samples were withdrawn for determination of lidocaine 1
concentration during the application and for 12 hours N
after removal of patches. N

Table1 N
Absorption of lidocaine from LIDODERMN
Normal volunteers (n= 15, 12-hour wearing time) N

Dose
LIDODERM Application |Area [Absorbed [Cpax Tinax
Patch Site (em?) |(mg) (ng/mL) |(hr)
3 patches Back 420 |164+32 (013« (11 hr
(2100 mg) 0.06

When LIDODERM is used according to the N
recommended dosing instructions, only 3 £ 2% of the N
dose applied is expected to be absorbed. At least 95% N
(665 mg) of lidocaine will remain in a used patch. Mean
peak blood concentration of lidocaine is about 0.13 N
pg/mL (about 1/10 of the therapeutic concentration N
required to treat cardiac arrhythmias). Repeated N
application of three patches simultaneously for 12 hours
(recommended maximum daily dose), once per day for T
three days, indicated that the lidocaine concentration N
does not increase with daily use. The mean plasma N
pharmacokinetic profile for the 15 healthy volunteers is
shown in Figure 1. N
Figure1 N
Mean lidocaine blood concentrations after three N

N

N

N

E=]

4 Drugs@FDA, search: Lidoderm, accessed on 07/15/2016, label approved on 01/07/2015. N
http://www.accessdata.fda.gov/drugsatfda_docs/label/2015/020612s012Ibl.pdf N
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o le utive daily appli atio 1of three 1
LIDODERM pat he imulta dou ly for 2 hour per
dayi healthy volu feer ( = 5). 1

-

S @ @ =]

S 1=} =] =)
4

Plasma Lidocaine, ng / mL

N
=3
}

o

Hours

Food Effect 1

The RLD label doe ot me tio Ifood effe t. 1

Tmax 1

hour 1

Metabolism 1

Iti otk éw liflido ai ei metabolizedi the ki . 1
Lido ai ei metabolized rapidly by the livertoa 1
umber of metabolite ,i ludi g 1

mo bethylgly i exylidide MEGX) a d gly i exylidide
(GX), both of whi h have pharma ologi a tivity imilar
to, butle 1pote fitha thatoflido di e. Ami or 1
metabolite, 2,6-xylidi e, ha u k éw Ipharma ologi 1
a tivitybuti ar i oge i i rat.Theblood 1

o le tratio bfthi metabolitei egligible followi g
appli atio lof LIDODERM (lido ai e pat h 5%). 1
Followi gi trave du admi i tratio JMEGX a d GX
o le tratio 11 erumra ge from 1to36% a d from
5to Pboflido di e o le tratio I, re pe tively. 1

1

1

—

Excretion 1

Lido ai ea dit metabolite are ex deted by the 1
kid ¢y . Le Itha 0% oflido ai ei ex feted 1

u lha ged. The y temi leara lei 0.33 to 0.90 L/mi
(mea 0.64+0. 8SD, = 5). 1

Half-life 1

The half-life of lido ai e elimi atio Krom the pla ma 1
followi gIV admi i tratio i 8 ko 49 mi ute (mea 1
07+22SD, = 5). 1

Maximum Daily Dose 1

Three pat he imulta dou ly for 2 hour 1

Handling and Disposal 1

Ha d hould be wa hed after the ha dli gof 1
LIDODERM, a deye o fa twith LIDODERM hould
be avoided. Do ot tore pat h out ide the ealed 1
e vYelope. Apply immediately after removal from the 1
prote tive e Yelope. Foldu ed pat he othatthe 1
adhe ive ide ti k toitelfa d afelydi hrdued 1
pat he orpie e of utpat he where hildre a d pet
a lot get to them. LIDODERM hould be kept out of
the rea h of hildre . 1

1
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G D Recommendations for Drug Product p

Source of most recent recommendations or p
rovide the embedded document to the p
current draft guidance p

The guidance was revised per OGD Science Staff p
Review (July 2014 version): p

V:\Science Group\Master Files BE p
Posting\Lidocaine toppatch 20612\ p

Lidocaine toppatch 20612 RV06-14.pdf p

The Guidance was revised under Project #661508, p
Lidocaine topical patch, 5%, RLD 020612 BE Guidance
Finalization, BE Guidance Revision lidocaine patch p
20612.pdf, dated 12/8/2015 (Jan 2016 version). p
http://panorama.fda.gov/project/view?ID=5p79b91e008 p
1€7894828f83417¢e7ece3 p

The Guidance was further revised under Project p
#9045599, Lidocaine Topical Patch RLD 020612 p
Revised Draft BE Guidance, 9045599 p

Lidocaine patch 20612 BE Guidance revision.doc, p
dated 8/21/2016 (Oct 2016 version). p
http://panorama.fda.gov/task/view?ID=5783199¢001740 p
f3779c¢4582354f2df p

A

Lidocaine Patch p
Guidance_OCT2016.p¢

(Recommended Dec 2006, Revised May 2007. Jul 2014, |p
Jan 2016, Oct 2016) p

Summary of Dp or DB History p

Approved ANDAs: p Yes, 2 approved ANDAs p
A200675 (Actavis) p
A202346 (Mylan) p

Pending ANDAs: p Yes, 6 pending ANDAs p
(b) (4)
A206463 (Amneal) p
A205882 (Kremers) p
A203265 (Noven) p
(b) (4)
A209190 (Rhodes)* p

*current p
Controls:? Yes p
Protocols:® Yes p

> OGD Control Database and Mercado, search: lidocaine patch, accessed on 05/20/2017. p
¢ OGD-DB Protocols Tracking, search: lidocaine, accessed on 05/10/2017. p

http://fdswv04385/seltrack/Protocols.asp p

Page 6 of p



Pe N gCtze Pettos N
a Notherlegala N N

regulatory ssues:’

O Yes XN o N

If yes, please comme t. N

. ¥ re-Study Bioanalytical Method Validation N

Bioanalytical Method Validation for Plasma N

Information Requested N

Data N

Bioanalytical method validation N
report location N

B oa alyt cal Repor _ LC/MS/MS A Nlys s for N
the DetermialNo of L Mca M Huma Plasma, Patch,a N N]|

Cotto Swab Samples: "A Ra Nmze , Ope -Label, Two- N
Per o , Crossover, S 1gle Dose B oequ vale ce Stu yof N

L Nca N 5% Top cal Patcha NL N erm® Healthy A Nlts 1
U Ner Faste Co Nto s”

For Faste PK Stu y Protocol o. RP-LID-PK(¥1; locate N
Mo ule 5,Secto 5.3.1.4. N

The fle ame s “rp-l1 -pk-001-stu y-report” N

Val ato for etermialNo ofl oca N plasmabeg No N

page 1123 of 1260 N

Z

Analyte N

L MNca N N

Internal standard (IS) N

Method description N

Limit of quantitation (ng/mL) N

Average recovery of drug (%) N

LMC&N—lN

LQC: 98.3%N
MQC:100.0%

HQC: 102.0% N
Avg: 100.1%N

Average recovery of IS (%) N

e @ gu NI es, fastable sotope labele 1S 1

was use , the recovery establ she for the u -labele a alyte
w Nsuff ce a Nthe recovery for the stable sotope labele IS N
w N otberequre .2 N

Standard curve concentrations N

| (ng/mL) N

02-150 gmL N

QC concentrations (ng/mL) N 0.6 g/mlL,45 g/mlL,a N112.5 g/mLL N
Ru 1:1.0t0o 7.7 N

QC Intra-run precision range (%CV) NRu 2:0.7t03.6 N
Ru 3:14t07.0 N

QC Intra-run accuracy range N Ru 1:1.7t06.9 N

(%Bias) N Ru 2:-25t044 N

7 Please check DLRS pol cy up ates

thel k http://sharepo Mf a.gov/orgs/CDER- N

Page 7of N
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ormatio -Requested - Data -
Run3: 0.5t0 7.3 -
QC +er-ru -precisio -ra ge (%CV) | 1.2t06.4 -
QC +er-ru -accuracyra ge - 051062 -

(%Bias) -

Be eh-top stability (hours) -

At least 15.5 hours at room temperature -

Stock stability (hours/days) -

6 hours at room temperature and under white light for lidocaine
prepared in diluent (50:50 methanol/water) -

28 days at 4 °C for lidocaine prepared in diluent (50:50 -
methanol/water)°

Processed stability (hours) -

98.5 hours at room temperature -

Freeze-thaw stability -
( reeze-thaw cycles) -

3 freeze ( 20 °C)/thaw cycles -

Lo g-term storage stability (days) -

214 days at 20 °C> -

Dilutio -i tegrity -

1125 ng/mL diluted 10 fold -

Selectivity -

The selectivity evaluation met the acceptance criteria: no -
significant baseline interference (> 20% of the lower limit of -
quantitation, LLOQ for lidocaine or > 5% of the IS peak area of
the accepted calibration standards and QC samples for the IS)
was detected at the retention times of lidocaine or the IS in -
blank human plasma. In addition, there was no interference -
from the analyte detected at the retention time of the internal -
standard. -

Sample volume -

50 uL -

Regressio - | cast squares linear regression -
Weighti g - 1/x*x concentration -
Li earity - R2>0.9975 -

Matrix E -ect -

IS normalized matrix factor = 1.02 + 0.05 at 0.6 ng/mL with -
%CV =4.9% -

IS normalized matrix factor = 0.97 + 0.01 at 112.5 ng/mL with
%CV =1.0% -

Hemolysis -

The hemolysis evaluation met the acceptance criteria. -

Rei jectio -reproducibility -

102.5 hours at room temperature -

Bioa alytical Method Validatio

or Cotto Swab -

ormatio -Requested -

Data -

Bioa alytical method validatio - -
report locatio -

(b) (4

Bioanalytical Repor £ LC/MS/MS Analysis for

the Determination of Lidocaine in Human Plasma, Patch, and -

Cotton Swab Samples: "A Randomized, Open Label, Two -
Period, Crossover, Single Dose Bioequivalence Study of -
Lidocaine 5% Topical Patch and Lidoderm® in Healthy Adults
Under Fasted Conditions”

For Fasted PK Study Protocol No. RP LID PK001; located in
Module 5, Section 5.3.1.4. -

The filename is “rp lid pk 001 study report” -

Validation for determination of lidocaine in cotton swab begins
on page 1221 of 1260 -

A -alyte -

Lidocaine -

ter alsta dard ( S) -

Lidocaine dj .

(b) (4)

Page 8 of -
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Information Requested Data
Method description
Limit of quantitation (ug) 2.00 ug
105.0% at 6.00 pg
o,
Average recovery of drug (%) 97.5% at 750 ug

Average recovery of IS (%)

[ or® guidelines, if a stable isotope labeled IS
was used, the recovery established for the un-labeled analyte

will suffice and the recovery for the stable isotope labeled IS
will not be required.®

Standard curve concentrations (ug)

2.00 -1000 pg*

QC concentrations (ug)

6.00 ng. 300 pg, and 750 pg*

QC Intra-run precision range
(%CV)**

Run1:1.0to0 3.4

Run 2:0.3t0 2.2

Run 3: 0.8 to 3.0

QC Intra-run accuracy range
(YoBias)**

Run1:-1.3t07.5

Run 2: -1.0 to 8.5
Run 3:-3.3t04.0

QC Inter-run precision range

(%CV)** 1.3t03.8
QC Inter-run accuracy range )
%Bias)** 1.8t0 5.5
Bench-top stability (hours) NA

Stock stability (hours/days)

6 hours at room temperature and under white light for lidocaine
prepared in diluent (50:50 methanol/water)

28 days at 4 °C for lidocaine prepared in diluent (50:50
methanol/water) '

Processed stability (hours)

NA

Freeze-thaw stability (freeze-thaw
cycles)

NA

Long-term storage stability (days)

Lidocaine cotton swab samples would have the same stability as
lidocaine itself. This would be expected to be at least as long as

the established 211 days of plasma stability for lidocaine

Dilution integrity

NA

Selectivity NA

Sample volume S0 ul

Regression Least squares linear regression
Weighting 1/x2

Linearity R2>0.9989

Reinjection reproducibility

65.5 hours at room temperature

*Based on 4 mL of extraction solution (1% formic acid in methanol) and followed by 500-fold dilution

with diluent (50:50 methanol/water).

Page 9 0of 43



**The intra-run and inter-run accuracy and precision ranges include the results from LLOQ, Low, Mid, and

High QC samples.

Note: Due to the nature of the matrix (cotton swab) evaluated for this method the parameters marked as NA
(not applicable) were not required for this validation.

Bioanalytical Method Validation for Patch

Information Requested

Data

Bioanalytical method validation
report location

Bioanalytical Repor _ LC/MS/MS Analysis for

the Determination of Lidocaine in Human Plasma, Patch, and
Cotton Swab Samples: "A Randomized, Open-Label, Two-
Period, Crossover, Single Dose Bioequivalence Study of
Lidocaine 5% Topical Patch and Lidoderm® in Healthy Adults
Under Fasted Conditions”

For Fasted PK Study Protocol No. RP-LID-PK001; located in
Module 5, Section 5.3.1.4.

The filename is “rp-lid-pk-001-study-report”

Validation for determination of lidocaine in patch begins on
page 1182 of 1260

Limit of quantitation (mg)

Analyte Lidocaine
Internal standard (IS) Lidocaine-d,,
Method description

1.00 mg (20 ng/mL lidocaine in diluent)

Average recovery of drug (%)

108%

Average recovery of IS (%)

[ 0@ guidelines, if a stable isotope labeled IS
was used, the recovery established for the un-labeled analyte

will suffice and the recovery for the stable isotope labeled IS
will not be required.8

Standard curve concentrations (mg) 1.00 — 10.0 mg*
QC concentrations (mg) 3.00 mg, 6.00 mg, and 8.00 mg*
QC Intra-run precision range Run1:08t0 1.5
OV P g Run 2: 0.6 to 1.4
Run 3: 0.8 to 1.6
Run 1:1.2t0 4.7
QC l.ntra-run accuracy range Run 2: -02 t0 4.0
(Y Bias)**
Run 3:-0.7 to 2.0
3/? CI:’;?; run precision range 141026
C Inter-run accuracy range
& Biag)* €y rang 0.7103.0
Bench-top stability (hours) NA

Page 10 of 43




ormatio yRequested y Data y

6 hours at room temperature and under white light for lidocaine [y
prepared in diluent (50:50 methanol/water) y

28 days at 4 °C for lidocaine prepared in diluent (50:50 'y
methanol/water)!! ¥

Stock stabilit (hours/da y) y

Processed stabilit (hours) y NAy

Freeze-thaw stabilit y
( reeze-thaw c gles) y NAy

Lidocaine patch samples would have the same stability as y
Lo g-term storage stabilit (da y) y | lidocaine itself. This would be expected to be at least as long as |y
the established 211 days of plasma stability for lidocaine y

Dilutio y tegrit y NAy

Selectivit y NAy

Sample volume y 50 uL y

Regressio y | east squares linear regression
Weighti g y No weighting y

Li earit y R?>0.998% y

Rei jectio yreproducibilit y 89 hours at room temperature y

*Based on 5 mL of extraction solution (1% formic acid in 50:50 dimethyl sulfoxide/methanol) and y
followed by 100§0-fold dilution with diluent (50:50 methanol/water). y

**The intra-run and inter-run accuracy and precision ranges include the results from LLOQ, Low, Mid, and 'y
High QC samples. y

Note: Due to the nature of the matrix (patch) evaluated for this method the parameters marked as NA (not 'y
applicable) were not required for this validation. y

X Yes yL¥No y
®@ |y
General Guidelines for |y
SOP or bioa ul tical method validatio ysubmitted? y the Validation of y

Bioanalytical y
Methods, Effective 'y
date: 03/12/2012 y

s the same a ticoagula yusedi the pre-method validatio ytud ya ¥ BE
sample a ul sis? y
ot, was cross validatio ytud yco ducted? y

X Yes yLNo y
K.EDTA y

Does the duratio yo the each o the LTSS stabilit parameters support the |y
sample preparatio yassa yduratio ya ¥ cli ical stud ysample storage vy X Yes yLyNo y
temperature? y

Was the % recover co yiste yacross QC co ye fratio 3?2 y X Yes yLNo y

Was the pre-stud yvalidatio yo the bioa wul tical method used or the vy

pivotal bioequivale we studies acgeptable? vy X Yes yLyNo y

Comme ts o the Pre-Stud Method Validatio : Adequate y

e The firm submitted the f(%l(£9wing acceptable addendum to the method validation 'y
repo |

(b) (4)

Page 11 of y
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() (4)
Validation Report ddendum No.1 or Method ¢ ®@ Stock Solution A
Storage Stability at 4°C and Long-term Sample Storage Stability Study at -20°C or A
Lidocaine in Human Plasma by LC/MS/MS. A

The irm did not provide the recovery or the Internal Standard (IS) Lidocaine-d;o. A
Per the irm’ | ®@, General Guidelines or the Validation o Bioanalytical A
Methods, “/hen a stable isotope labeled internal standard is used in an assay, the A
recovery established for the unlabeled analyte will suffice. Recovery for stable A
isotope labeled internal standards will not be required.” Lidocaine-d; is an isotope A
labeled Lidocaine. Cong)i(cl)ering the recovery or the analyte lidocaine are very A
consisten across di erent QC concentrations, the recovery o the IS A
(Lidocaine-d;) is unlikely to impact the analytical results. A

Page120 A



3q

n Vivo Studies q

Summary of all in vivo Bioe uivalence Studies q

Mean Parameters (+/-SD) q
. AUC
SUbJeCts q AUCO—last q i
Study |q (DT£::tll;l§:;;eq (No (M/F) |4 C 4 fﬁ‘;‘)‘“ (ng*hr/ gn‘i‘;lr Eg (hKﬁ) 4 Study |q
Ref [ Study Objective q Study Design |q Form, Route) Type q | (ng/mL) Uy fedi q mL) q /gL ?\/I lReport q
Noq [Prod’uct D] lAge: mean | Mean (q Re 40 H Nean mL) [ S(;i)m ‘Ms?)m focation |q
q (Range) q (SD) q ( ange) q (SD) q €an (I ) q ( ) q
(SD) q
Clinical | q
Test product q stUdy q
. eport
rsntrel‘;gth' ?nx700 M8(2SM/23 14 7168 4 12,00 q 1268 1292 |¢5.712 | Q1271 | quening ?1
pﬁch ;;a : q F) 4 | (23.89) g (9-21) ¢(391.3) [(392.2) |@.193)| @.0298 |q q
0
Randomized, |[Lot #.1304191] g hea.lthy fl ) 4| Module | q
Study |o assess the bioequivalence o | Open-Label, | q subjects g 5, q
RP- qatest ormulation o lidocaine [gSingle-Dose, | q Age: mean | q Section | q
LID- gpatch 5% versus Lidoderm® q| Two-Period |q (SD): q 53.14. | ¢q
PK-001 |q Crossover 1{ 32.009.22); [ q 'The q
Study q 'e.product q range: 18- |q ilename | q
Lidoderm®4 45 is “rp-
Strength: 3x 700 |q a 7619 q 12 q | 1330 g 1379 [¢6.970 0'10222812 91id- q
mg lidocaine q (27.93) q (6-21) ¢ (403.0) [(385.6)|@.370) ') a 9pk001-
patch 5% q fpé)ri-
[Lot # YAP82] q oy
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ma ry of Adhesion and Irritation Asgesseg nt of the Lidocaine Patch in the g

Fastin BE t dy g

Acqgording to the irm’s BE study report No. RP-LID-PK(@§1, patch adhesion was g

assessed 6 hours a ter application and within 30 min prior to patch removal using a visual

g

scale (0-4). Evaluation o dermal reactions at the application sites was clinically assessed g
in a blinded ashion 30 minutes and 12 hours a ter patch removal using a visual irritation g
scale (0-7) that rated the degree o erythema, edema, and other signs o cutaneous g

irritation. The irm conducted statistical analysis o the cumulative adhesion index and g

di erences in the cumulative adhesion index or Test vs. Re erence ormulations or g
sa ety population and the results are presented in the table below. The irm concluded g
that the test patch adheres better than the re erence patch based upon the analysis. g

Mean (SD) Least Square
L Mean Test - 90% Confidence Interval

Patch Removal Test Reference Test Reference Reference (T/R)
6 hours after application 0333 0.805 . 3 0o

(0.4673) (0.9048) 0.333 0.805 0.472 (-0.686, -0.258)
‘Within 30 minutes prior to patch 0722 1514

0.722 1514 -0.792 -1.066, -0.518

removal (0.8847) (1.2922) ¢ )
Combined 0.528 1.160

(0.6563) (1.0539) 0.528 1.160 -0.632 (-0.862, -0.402)

Data Source: Table 14.5.3 and Table 14.54

Table 1433
Cumulative Skin Irritation Index by Treatment
Safety Population

Treatment

Lidocaine 5% topical patch Lidoderm
2100 mg 2100 mg
Parameter Stafistics (N=48) (N=48)
Cumulative Skin hritation Index n 48 48
Mean (SD) 019 (0.303) 0.19 (0.265)
Median o 0
Min Max 0,10 0.10

Note: The individual cumulative irritation index (CII) will be calculated as the sum of all dermal response scores for a treatment divided by the number of scores collected for that treatment.

There was assessment or local irritation 30 minutes and 12 hours a ter patch removal
(individual data presented in Module 5.3.1.2. Listing Individual Laboratory g
Measurements by Patients). The reviewer veri ied rom the irritation data thatno g
incidence o severe irritation was observed and no patches were removed during the g
study due to any irritation reactions. g

The irm conducted a separate study (No. RP-LID-SSI) to assess the skin g
irritation/sensitization/adhesion, and the data rom the study will be reviewed by the g

DCR. ¢

ary of Resid al Patch Analysis for Apparent Dose Delivered in the BE t dy g

g

Per the Product-Speci ic Guidance or Lidocaine Patch,! “In addition to pharmacokinetic
data, please report the "apparent dose” delivered. The apparent dose can be determined g
by subtracting the remaining amount of lidocaine in each patch (used patch) from the
manufactured amount. Analyze and include in the calculation the amount of adhesive g
residue from each patch left on the skin.” g
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In accordance with the Product-Specific Guidance for Lidocaine Patch, the apparent dose
of lidocaine delivered was assessed by measurement of residual drug remaining on the
used patches and from a swab of the area where the patches were applied. The individual
and mean apparent dose of lidocaine in the study calculated by the firm is shown in the
tables below.

Tables for Individual Residual Content and Apparent Dose (Submitted by the firm)

Lidocaine in
Adhesive Lidocaine in Apparent
Subject Resdue Swab Used Patches Deose
Session Treatment Dosing Time (mg) (mg) (mg)
1 R 8.00 0.624 1880 210376
2 T 8.00 151 1963 13540
1 R 8.02 0542 1966 133458
2 T 8.02 0.724 1986 113.276
1 T 8.04 0388 2016 83612
2 R 8.04 0.802 19050 140.108
1 T 8.06 0.0037 1961 138.0063
2 R 8.06 0.666 1884 215334
1 R 8.08 235 1786 31165
2 T 8.08 25 1888 2005
1 T 810 0.96 1975 124.04%
2 R 810 0416 1073 126,584
1 T 8:12 135 2010 88.65
2 R 8:12 0.781 1865 234210
1 R 814 169 2041 5731
2 T 814 176 2032 66.24
Note: T = Test Fornmlation® The test lidocaine 5% topical patches i by Rhodes Pl IsLP, 2100 mg
R =Refere F ion: Lidoderm (lidocaine patch 5%. manufactused by Endo Phammaceuticals. Inc.). 2100 mg.
* Samples collected for subjects with patch(es) attached for << 11.0 hours will be marked as such.
Lidocame in
Adbesive Lidocaine in Apparent
o Residue Swab Used Patches Dose
Dosing Time () (mg) (mg)
T 8:16 155 2035 6345
R 8:16 143 2007 91.57
T 8:18 0.167 2040 50.833
R 8:18 162 1825 27338
R 820 0444 18990 200.556*
T 820 142 1914 18458
R 822 0.141 2050 40850
T 822 0218 2026 73.782
T 824 149 1728 37051
R 824 385 1869 2715
T 8:26 0409 1896 203591
R 826 146 1794 30454
R 828 0833 1794 305.147
T 828 0727 1708 391273
R 830 0923 1690 400077
T 830 028 1723 376.72

Note: T = Test Formulation: The test lidocaine 5% topical patches distn by Rhodes P icals LP, 2100mg
R = Reference Formulation: Lidoderm (hdocaine patch 5%, manufactured by Endo Phanmaceuticals, Inc.), 2100 mg.
* Samples collected for subjects with patch(es) attached for < 11.0 hours will be marked as such.

Page 15 of 43



Lidocaine m
Adhesive

Lidocaine in Appareat
Subject Residue Swab Used Paiches Dose
_ Session Treatment Dosing Time (mg) (mg) (mg)
1 T 832 0847 1007 102153
2 R 8:32 198 1854 24402
1 R 8:34 238 1682 41562
2 T 834 0677 1756 343323
1 T 8:36 0919 1876 223.081
2 R 836 157 1696 40243
1 R 838 0.736 1713 386.264
2 T 838 0325 1699 400675
1 R 8:40 0829 1796 303171
2 T 8:40 0907 1817 282093
1 R 842 0.194 1841 258.806
2 T 842 0.886 1016 183.114
1 T 844 107 1863 23503
2 R 8:34 202 1865 23208
1 T 8:46 0593 1892 207407
2 R 8:46 177 1786 3223
Note: T = Test Formulation: The test lidocaine 5% topical patches di by Rhodes P LP 2100mg.
R =Reference Formulation: Lidoderm (lidocame patch 5%, 2 d by Endo Ph icals, Inc.). 2100 mg.
* Samples collected for subjects with pateh(es) artached for < 11.0 houss will be marked as such.
Lidocame in
Adhesive Lidocaine in Apparent
Residue Swab Used Patches Dose
Session Treatment Dosing Time (mg) (mg) @2
1 R 848 221 1835 262.79
2 T 848 157 1832 26643
1 T 8:50 0.0091 1903 196.9009
2 R 8:50 0.163 1862 237.837
1 R 8:52 162 1016 18238
2 T 8:52 142 1054 14458
T 8:54 0.561 1870 220430
2 R 8:54 045 1835 264.55
1 R 8:56 3is2 1907 18948
2 T 8:56 201 1933 16499
1 R 8:58 0866 1881 218.134
2 T 8:58 208 1868 22092
1 T 9:00 0537 1854 245463
2 R 9:00 0287 1850 249.713*
1 T 902 i 1952 144.88*
2 R 902 0417 1938 161.583*
Note: T'= Test Formulation: The test hidocame 5% topical patches distn by Rhodes Pl icals LP., 2100 mg.
R — Reference Formulation- Lidoderm (lidocaine patch 5%, by Endo P! icals, Inc.), 2100 mg.
* Samples collected for subjects with patchies) attached for < 11.0 bours wall be marked as such.
Lidocame in
Adhesive Lidocaine in Apparent
Residue Swab Used Patches Dose
Session Treatment Dosing Time (mg) (mg) (mg)
1 T 036 0.786 1006 103214
2 R 036 335 1857 23065
1 T 9:06 152 1947 15148
2 R 9:06 0505 1936 163.405*
1 R 908 227 1991 106.73*
2 T 908 152 1968 130 48
1 R o10 202 1852 24508
2 T o10 0895 1900 199105
1 T 912 282 1800 29718
2 R 912 0.183 1851 248817
1 R o4 154 1900 198.46*
2 T 914 0594 1866 233 406
1 T 216 0.73 1871 22827
2 R 916 LS 1851 2475
1 R 218 0.143 1909 190.857*
2 T 218 131 1857 241.69

Note: T = Test Formulation: Theml.ldocmS%Iqxalpzthudsmwwmmmmamabu.,llwu
R = Refe Lidodem (lidocaine patch 5%, by Endo Ph icals, Inc.), 2100 mg.
'Smlﬁmﬂubﬂb{nﬁjeﬂsmﬂlpﬂu)aﬂxbﬁfm( 11.0 hours will be marked as such.
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Lidocaine m

Adhesive Lidocatne in Apparent
Residue Swab Used Patches Dose
Dosing Time (mg) (mg) (mg)
T 9:20 173 1867 23127
R 9:20 154 1884 214.46
T .2 0351 1862 237.649
R 2 0616 1601 108384
R 9:24 123 1933 16577
T 924 04 1942 1576
R 9:26 14 18907 201.6
T 9:26 .20 1872 217
T .28 364 1856 240 36
R 9:28 379 1856 24021
R 9:30 255 1831 266 45
T 9:30 0.707 1855 244.293
T 038 0024 2083 16.076
R 038 0.72 1860 230.28
R 9:34 145 1861 23755
T 034 0487 1833 266513
Note: T = Test Formulation: The test hidocame 5% topical patches ‘buted by Rhodes Ph 1sLP. 2100 mg.
R=KR F ion: Lidoderm (lidocaine patch 3%. fa Endo i Inc.). 2100 mg.

dby
* Samples collected for subjects with patch(es) attached for < 11.0 hours will be marked as such

Apparent Dose by Treatment — Safety Population (n=48) — Firm Submitted

Treatment

Test Reference

Apparent Dose (mg) Mean (SD) 201.1 (88.85) 229.3 (80.18)

Apparent Dose— Safety Population (n=48) — Reviewer Calculated

The reviewer conducted calculation of the individual subjects’ and mean apparent dose in
Excel by subtracting the dose amount (3%x700 mg=2100 mg) with residual drug remaining
on the used patches and from a swab of the area where the patches were applied. The
results are shown in the following table.

Test Reference
subject# S Patch Apparent Does Swab Patch Apparent Does
(mg) (mg) (mg) (mg) (mg)
1.51 1963 135.49 0.624 1889 210.376
0.724 1986 113.276 0.542 1966 133.458
0.388 2016 83.612 0.892 1950 149.108
0.0937 1961 138.9063 0.666 1884 215.334
2.5 1888 209.5 2.35 1786 311.65
0.96 1975 124.04 0.416 1973 126.584
1.35 2010 88.65 0.781 1865 234.219
1.76 2032 66.24 1.69 2041 57.31
1.55 2035 63.45 1.43 2007 91.57
0.167 2049 50.833 1.62 1825 273.38
1.42 1914 184.58 0.444 1899 200.556
0.218 2026 73.782 0.141 2050 49.859
1.49 1728 370.51 3.85 1869 227.15
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0.09 1S 896 S 203.59 S .61 8 798 308S
0.727 1 S 708 S 39 873 S 0.853 1|S 79 S 305 9S8
028 1S 723 S 376.72 S 0923 1|S 699 4 S 00.077 S
08 81S 907 1 S 92.53 18 918 8S 28 .028
0.677 1 S 756 S 38323 S 238 1S 6824 562 S
0981S 876 S 223.08 S S7T18 69 4S 02.3 S
03251 S 699 4 S 00.675 S 0.736 1|S 78S 386.26 S
0907 1 S 88 S 282.093 S 0.829 1{S 796 S 303. 7 S
0.886 1 S 9681 83. S 0.98 &S 2 58.806 S
9718 863 S 235.03 S 20218 8658 23298 S
0593 18 892 S 207. 07 1 S J718 786 S 3 823 S
S718 832 S 266. 3 S 228 835 S 262.79 S
0.099 S 903 1 S 96.9009 S 0. 63 1|S 862 S 237.837 S
.218 95 S S8 1S 6218 981 82.38 S
0.56 S 879 S 220. 39 S 0.518 835S 26 $5 S
20 S 933 1 S 6 99 S 35218 9071 89. 8 S
208 1 S 868 S 22992 S 0.866 1|S 88 S 288.38S
0.537 1 S 8 S 2 85.63 8 0.287 1{S 850 S 2878S
3.218 952 1 S 88 S 0. §1|S 93818 6 $83 S
0.786 1 S 906 1 S 932 S 3 318 878 239.65 S
5218 981 5888 0505 1|S 936 1S 63. 95 S
5218 968 1 S 30. 8 S 22718 99 S 06.73 S
089518 900 1S 99. 05 S 20218 8528 2 898 S
28218 800 S 297. 8 S 0.83 1|S 85S 2 888 8 S
0.59 S 866 S 233. 06 1 S S5 S 900 1 S 98. 6 S
073 1S 87 S 2 282718 S518% 8S 28758
38 857 S 2 869 S 0. 8 1|S 9918 90.857 S
7318 867 S 23 8718 S5 S 88 S 28 .68
035 S 862 S 2376 8 S 06 81|S 90 S 98.38 S
0. S 9818 576 1 S 2318 93318 65.77 S
029 1S 872 S 227.7 S .S 897 S 209 S
36 S 856 S 2 836 S 379 1 8 856 S 2828
0.707 1 S 855 S 2 8293 S 25518 838 2 66.58
092 S 2 0831 6.076 S 07218 869 S 230.28 S
0.87 18 833 S 2665 81 S .518 86S 2 37558
Mean S 201.07 S 229. S
TD S 88.85 S 80.18 S
CV 4 § 193 S 96 S
T-test § 0.052511997 S

The apparent dose values calculated by the reviewer are in agreement with the values S
submitted by the irm. The apparent dose o the test product is comparable to that o the S
re erence product. S
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3.6 OSIS Status

The Office of Study Integrity and Surveillance (OSIS) recently inspected the sites listed
below. The inspectional outcome from the inspections was classified as No Action
Indicated (NAI). Therefore, the Division of Generic Drug Bioequivalence Evaluation
(DGDBE) within OSIS recommends accepting data without an on-site inspection.

Facility Type Facility Name Facility Address

Clinical Frontage Laboratories 241 Main St., Hackensack, NJ
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ANDA 209190 0

e-Dose Fast 0 B oequvae ce tudy Revew 0

4 APPENDIX 0

4.1 Individual Study Reviews 0

4.1.1 0Single-dose Fasting Bioequivalence Study 0

4.1.1.1 Study Design

41.1.11 0 Study Information

Study Number 0

RP-LID-PK 0 1

Study Title 0

A Ra dom zed, Ope -Labe , Two-Per od, Crossover, 0 e Dose 0
B oequ vae ce tudy of L doca @ patch 5% a d L doderm® 0
Hea thy Adu tsu der Fasted Co dto s 0

Study Type 0

X1 VvoBE 0 [ ]I VtroBE 0 [ JPermeab Oy 0[ ]Other

Submission Location: 0
Study Report 0

Validation Report 0

Bioanalytical Report 0

tudy report cuded f e “rp- d-pk001-report-body” ocated 0
Modue5, ecto 53.12. 0

ec B oa aytca Repor ®@_ 1 cMIMSA @ ys s for the
Determiafo of L doca @ Huma P asma, Patch,a dCotto 0
wab amp es: "A Ra dom wzed, Ope -Labe , Two-Per od, 0
Crossover, 0 ¢ DoseBoequvae ce tudyofL doca ®&5% 0
Top ca Patcha dL doderm® Hea thy Adu ts U @ler Fasted 0
Codtos” 0
Va dato Reportbe 0so pa e 1123 as Report FRO-R2449R1 0
For Fasted PK tudy Protoco No. RP-LID-PK001; ocated Modue
5, ecto 53.14. 0
The f e ame s “rp- d-pk-001-study-report” 0

B oa aytca Repor ®@_C/MSMSA yssforthe 0

Determiafo of L@oca & @MHuma P asma, Patch,a dCotto 0
wab amp es: "A Ra dom zed, Ope -Labe , Two-Per od, 0

Crossover, 0 e DoseB oequvae ce tudy of L doca &5% 0

Top ca Patcha dL doderm® Hea thy Adu ts U @ler Fasted 0

Co dtos” 0

For Fasted PK tudy Protoco No. RP-LID-PKO001; ocated Modu e

5, ecto 5.3.14. 0

The f e ame s “rp- d-pk-001-study-report” 0

Clinical Site 0
(Name, Address, Phone #, 0
Fax #) 0

Fro ta eC 0 ca ervces 0

Fro ta e Laboratores,1 ¢ 0

241 Ma 0 treet 0

Hacke sack, New Jersey 07601 0
UA0

Te : 201-678-0288 0

Fax: 201-342-3413 0

Principal Clinical Investigator 0
(Name, Email) 0

Dav dRe @r, MDO0
E-ma :dre @r@fro ta e ab.com 0

Dosing Dates 0

Analytical Site 0
(Name, Address, Phone #, 0
Fax#) 0

04- EP-2013 0
11- EP-2013 0

(b) (4

Pae2 of43 0

0

0
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ANDA 209190 1

e-Dose Fast 1 Boequvae ce tudy Revew 1

(b) (4)

Analysis Dates

Principal Analytical 1
Investigator 1

(Name, Email) 1

P asmaa ays sdate: 19- EP-2013,20- EP-2013,23- EP-2013, 1
24- EP-2013, 25- EP-2013, 26- EP-2013*a d
27- EP-2013 1
wab a ays sdate: 103-OCT-2013 a d 05-OCT-2013 1
Patch a ays s date: 104-OCT-2013, 07-OCT-2013,a 4 08-OCT- 1
2013 1

(b) (4

Sample Storage : 1

(a) Duration (no. of days from 1
the first day of sample 1
collection to the last day of 1
sample analysis) 1

Durato 1 1

P asma: 23 days from the f rst samp e co tcted o 04- EP-2013to 1
the astsamp ea dyzed o R7- EP-2013 1

Cotto 1 wab: 31 days from the f rst samp e co &cted o 104- EP- 1
2013 to the astsamp ea 4 yzed o 05-OCT-2013. 1

Patch: 34 days from the f rst samp e co &cted o 104 tpl3 to the ast
samp ea ayzed o 08-OCT-2013. 1

|

Sample Storage : 1

(b) Temperature Range (e.g., 1

-20°Cto-80°C) 1

Temperature Ra le: 1

-20 °C for p asma samp es 1

-20 °C for cotto kwab samp es 1
Robm temperature for patch samp es 1

Long-Term Storage Stability 1
Coverage (no. days @ temp °C)

1

211 days at -20 °C for doca B Thuma pasma 1

LTSS Data Location 1

Lo 1-term ampe tab Ity ssummarzed IMModueS, ecto 1 1
53.1.4 thefo dw 1 report: Boa 4ytca Report [1 ® )
LC/MSYNIS A B ys s for the Determialo bfL doca ¥ MHuma 1l 1
P asma, Patch,a d Cotto 1 wab amp es: "A Ra dom zed, Ope - 1
Labe , Two-Per od, Crossover, 1 e DoseB oequvae de tudy of
L doca k5% Top ca Patcha d L doderm® 1Hea thy Adu ts U Her
Fasted Co dto 97 1

]

The f e dme s “rp- d-pk-001-study-report” 1

Lo 1 term stab Ity data are reported ]thgﬁgle Hme t & udedfor 1
th sreport whch stte 1 Va dat o Report 1

Adde dum No.1 for Metho 1 ®@ whchbe 1s0 ae 1
1173 of 1260 of the B #a a yt ca Report. LT 1 Data are ocatedo 1 1

pa e 1178 0f 1260 1Tabe2. 1

“ T curred samp e reproduc b 1ty (I

R) was performed o 26- EP-2013 1

Pae2 of43 1



ANDA 209190 f
e-Dose Fast f B oequvae ce tudy Revew f

4.1.1.1.2 f Product (Bio-batch) Information f
Product f Test f Reference f
Treatment ID f N/A f N/A
Product Name f L doca fe Patch 5% f L doderm® "
Manufacturer f eril(;dis :clzfggilu;:;rs I(;'ij f ' E do Pharmaceut cass, I c. by
Ita a f e
Batch/Lot No. f Lot umber: L1304191 f Lot umber: Y2282 f
Manufacture Date f Apr 2013 f N/A £
Expiration Date f N/A October 2015 f
Strength f 5%f 5%f
Dosage Form f Top ca patch f Top ca patch f
Bio-batch Size f N/A f
Production Batch Siz f N/A
Potency f
Content Uniformity (mean, %CV f N/A f
Dose was three patch  f Dose was three patch f

Dose Administered f smuta eousy f smuta eousy f

3x700mg f 3x700mg f
Route of Administration f Topca f Topca f

Are the test and reference products expired at the time | f
of study? f ] Yes fXfNo f
If Yes, please comment f

Is same bio-batch used in the dissolution and all BE f
studies? f X Yes f[XNo f
If No, please comment f

Is the bio-batch size at least the recommended f

minimum of 100K or 10% of the production batch f

(whichever is greater) for oral solid dosage form? f
If No, please comment f

X Yes f[XNo f

Is difference of the potency values for the Test and f
RLD within 5%? f X Yes f[¥No f
If No, please comment f

4.1.1.13 f Study Design, Single-Dose Fasting Bioequivalence Study f
E fo £d:48 f
Dosed: 48 f

Number of Subjects f Comp eted: 48 f

amp es A fa yzed: 48 f
tatstca y A fa yzed: 39*% f

No. of Sequences f 2 f

Pae220 43 f




ANDA 209190 3
e-Dose Fast 3 Boequvae ce tudy Revew3

No. of Periods 3 23

No. of Treatments 3 23

No. of Groups 3 13

Washout Period 3 7 days 3
Randomization 3 X Yes 3[BNo 3

TmeO(wfh 390 miuSes pre-app 3ato 3a d1,1.5,2,3,6,9,12, |3
15, 18,21, 24 a 848 hours after patch app 8ato 3 3
TR ST o To determ i e3he appare 8dose de 3ered, a swab of patch adhes ve |3
was co 3cted after patch remova . The swab a d the used patches 3
were a a yzed for doca % co 8¢ ffato 8. 3

IRB Approval 3 X Yes 3Date: 08/16/2013 I BNo 3

Informed Consent 3 X Yes 3Date: 08/16/2013 I BNo 3

Length of Fasting 3 Over 3ht fast of at east 10 hours 3

L Cortaemet o At east 10 hours before dos 3 up to 24 hours post-dose b God 3
co 8cto 3 3
X Yes [BNo IBN/A 3

Was the drug product 3 A 3subjects rece ved the r ass 3 ed treatme t as three topca 3

administered per labeling for 3 patches app 8d s mu ta 8ousy (2108 m @ © the S$rascapu ar area B
specialized dosage forms e.g. 3 of the back o % ther s de of the sp %, w fhoutoccuso 3wt 3

oDT)? 3 approx mate y 2.5 cm betwe® each patch for a tota of 12 hours. 3
Patches were app 8d by qua Bed study s te perso 3e. 3
Safety Monitoring 3 X Yes [BNo 3

*Reviewer’s Note: Per the f rm’s protoco No. RP-LID-PK®]1, the PK Popuato 3
shou d co s st of those subjects who comp eted both treatme ts w thout a y major 3
protoco v o ato s, who prov ded p asma doca ®co ce trato datasuffce tto 3
est mate PK parameters a d had a 3 patches attached for > 11 hours dur 3 each per od. 3
The rev ewer co frmed that e (9) subjects ( ubject ®©

) had patch(es) that detached  esstha 11 hoursfo ow3 app cato 3
(modue5.3.1.2.Lst 31 dvdua Laboratory Measureme ts by Pate t,Lst 3 3
16.2.8.3). These subjects were exc uded from the PK popu at o . Th rty- 3e (81.3%) 3
subjects were cuded thestatstca a ayss. 3

Comments on Study Design: Adequate 3

Pae2 of4 3



ANDA 209190 4
e-Dose Fast 4 B oequvae ce tudy Revew 4

.1.1.2 Clinical Results

1.1.2.1 4 Demographic Profile of Subjects
Study No. RP-LID-PK001 4
Treatment Groups
Test Product 4 Reference Product 4
N= 8 4 N= 8 4
At 4 Mea ( D) 4 32.0(9.22) 4 320(09.22) 4
(years) 4 | Ra 4 4 18-45 4 18-45 4
<18 4 04
18-40 4 04 35(72.9) 4
At 4 35(72.9) 4 :
Groups 4 40-64 4 13 (27.1) 4 13(27.1) 4
N (%) 4 ~ 04
65-75 4 04 04
>75 4 04
ex 4 Mae 4 25(52.1) 4 25(52.1) 4
N (%) 4 Femae 4 23 (47.9) 4 23 (47.9) 4
29 (60.4) 4
Race 4 Whte 4 (60.4) 29 (60.4) 4
N (%) 4
BMI 4 Mea ( D) 4 25.32(3.066) 4 25.32 (3.066) 4
Ra de 4 18.1-29.9 4 18.1-29.9 4

comment. 4

Is the demographics profile of subjects completing the bioequivalence study
in agreement with the current drug product recommendation? If no, please

4
4X Yes 0CJ No 0

4. ... 0 p utInf (mati n 0
Study N 0 RP-LI 6PK 0
Subject N0 | Reas nf 0d Op @t/ eplacement* J) Peido Replaced? 0 | Replaced with (
NA O NA O NA O NA O NA O

A ed Op ats app Op iate? If n Qplease c mment. 0

X Yes 01 No 0

4...30

Study Adve se Events 0

B @y System 0 0
Adve se Event 0

Rep Oted Incidence by T @atment G r ups 0

Fasted Bi equivalence Study 0
Study N 0 RP-LI 0PK 0

Test 0 Refe ence 0
N=48 0 N=48 0
N (%) 0 N (%) 0
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ANDA 209190 §
e-Dose Fast 5 Boequvae ce tudyRevew 5

eyl S 262 S —
Nausea 5 1(2.1) 5 05
Vomt 5 1 @1 5 05
oy 242 S =
D%z &ss 5 12.1) 5 05
Headache 5 1(2.1) 5 05
Total 242) 5 05

Subjects Experiencing Emesis 5

Subject 5 Test/ S Period Time and Date
Number 5 | Reference 5 of dosing 5
(b) (8
TS5

Duration Between Dosing | 5
and Start of Emesis 5
(hours) 5

Time and Date
of emesis 5

(b) (6
9.13 5

Were subjects who experienced vomiting included in 5§
statistical analysis? S

X Yes 5LBNo 5LBN/AS5 5

If yes, does the time of emesis exceed two times the 5
median Tmax value (immediate release products) or
the labeled dosing interval (modified release S
products)? Please comment. S

5

[ Yes SXBNo [BN/AS5 5
ce L doca % Patch satop ca product, the |5

AE (vomt 5) s ot keytohaveay 5

mpact o the overa study outcome. 5

Was the adverse event profile observed comparable 5
for the test and reference product? 5

X Yes 5CBNo 5

The AEs exper e ced for the test product S
( ausea, d & %ss, headache, vomt 5) were
sted Jhe Adverse Reacto secto ofthe 5

RLD abe * 5

4]

Are there any serious adverse events or death? 5

[ Yes 5XBNo 5

If yes, then if the study conducted in US, are they S
reported to the OGD Safety Committee? 5

O Yes 5[BNo SXBN/A 5 5

Are there any other safety concerns based on the 5
adverse event profile? 5

O Yes 5XBNo 5

4.1.1.24 5 Protocol Deviations 5

Study No. RP-LID-PK001 5
Type 5 Subject Number | Subject Number |5
(Test) 5 (Ref.) 5
Per od 1, Day 1, 3 hour post-app fat o PK samp e was 5 o
co Bcted 3 mi ufes out of the w Sdow 5
Per od 2, Day 10, 48 hour post-app Sat o PK sampeco Scto |5 o
was otdo e §
Per od 1, Day 3, 48 hour post-app Sat o PK samp e was S
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ANDA 209190
Single-Dose Fasting Bioequivalence Study Review

collected 36 minutes out of the window

Period 2, Day 9, 18 hour post-application PK sample was
collected 3 minutes out of the window

If the firm used nominal time points, the sampling time
deviations (if any) > 5% and 90% CI of any PK X Actual [0 Nominal
parameters is border line, please reanalyze data using
actual sampling time

Is the dropout/withdrawal/exclusion of subjects and
protocol deviations as per the criteria mentioned in the | & Yes [ No
IRB approved study protocol?

Concomitant Medications:

Subject  Fat

Any ATC Class/
Numiber Dose Date Con Med Reported Term

Vitanua B-complex, incl
combinations/

Vitamin B

Yes Hormonal contraceptives

for systenuc use/
Mirena

Yes

Yes Other nutrients’

Comments on Clinical Results: Adequate

e Sampling time deviations were recorded during both periods of this study. These
deviations were deemed to have no effect on the results of the study as all
calculations were performed using the actual time points.

e Concomitant medications given during the study were confirmed to have no
interaction with lidocaine per the RLD label.

e Protocol deviations and adverse events did not have impact on the study outcome.

4.1.1.3 Bioanalytical Results

4.1.1.3.1 SOPs dealing with Sample Analysis including Repeat Analysis

SOP No. Effective Date of SOP | SOP Title

Management and Use of Reference Standards for
Bioanalytical Lab

Tracking Procedure and Documentation for Biological
Samples Received at Frontage Laboratories, Inc

Handling Biological Samples Which May Contain Infectious
Agents

Evaluation of Incurred Sample Reproducibility (ISR)

General Guidelines for the Validation of Bioanalytical
Methods
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ANDA 209190 7
e-Dose Fast 7 B oequvae ce tudy Revew 7

Cr ter a for Accept 7 Data FromaB oa aytca Ru 7

Repeat Assay a d Report 7 Cr ter a for Boa a ytca
ampes 7

7

amp e

ARyss 7

Rou d 7,Cacuato a dReport 7 of Boa aytca Data 7

Use of the cex A A yst Mass pectrometry oftware 7

Use of the Watso LIMS 7Jstem at Fro ta e Laborator es, 7
Ie 7
All necessary SOPs submitted? 7 Yes 7C7No 7
41132 7 Sample Analysis Calibration and Quality Control 7
Summary of Standard Curve and QC Data for Plasma Sample 7
Bioequivalence Study No. RP-LID-PK001 7
Lidocaine 7
Parameter 7 Standard Curve Samples 7
Co ce trato ( 7mL) 7 0.200 7 0.400 7 1.00 7| 5.00 7| 30.0 7| 60.0 7 120 7
I ter day Precso (%CV) 7 2917 537 4.6 7 1.9 17 137 1.1 7 2.0 7
I ter day Acturacy (%Actua) 7| 99.5 99.7 7| 102.0 7 1064 7 98.0 7| 98.0 7| 983 7
L 7ear ty (Ra 7e of 12 vaues) 7 0.9949 —0.9992 7
L 7ear ty Ra 7e ( 7mL) 7 0.200 - 150 7
e stvty/LOQ( 7mL) 7 0.200 7
Bioequivalence Study No. RP-LID-PK001 7
Lidocaine 7
Parameter 7 Quality Control Samples 7
Co ce trato ( 7mL) 7 0.600 7 45.0 7 113 7 1130 7
I ter day Precso (%CV) 7 89 7 337 3.5 NA* 7
I ter day Acturacy (%Actua) 7 97.5 982 7 94.7 7 90.3 7
*Notapp cabe, =2forD ito QCsampes 7
Summary of Standard Curve and QC Data for Cotton Swab Sample 7
Bioequivalence Protocol No. RP-LID-PK001 7
Lidocaine 7
Parameter 7 Standard Curve Samples 7
Co ce trato (u 7 7 2.00 7 4.00 71 8.00 7 40.0 7 200 7| 400 7| 800 7| 1000 7
I ter day Precso (%CV) 7 44 7| 95 317 207 207 077 127 117
I ter day Acturacy (%Actua) 7 96.5 | 103.8 | 105.4 | 105.5 | 103.5 | 100.3 | 949 7 90.5
L 7ear ty (Ra 7e of r*> va ues) 7 0.9949 —0.9949 7
L 7eartyRa 7e (n 7 7 2.00 - 1000 7
estvty/ LOQ(u 7T 7 2.00 7
Pa e2 of43 7



ANDA 209190 8

e-Dose Fast 8 B oequvae ce tudy Revew 8

Lidocaine 8

Bioequivalence Protocol No. RP-LID-PK001 8

Parameter 8 Quality Control Samples 8
Co ce trato (u 8§ 8 6.00 8 300 8 750 8
I terday Precso 8
(%CV) 8 45 8 1.8 8 3.6 8
I ter day Ad®uracy 8
(%Actua) 8 107.0 8 953 8 92.8 8
Summary of Standard Curve and QC Data for Patch Sample 8
Bioequivalence Protocol No. RP-LID-PK001 8
Lidocaine 8
Parameter 8 Standard Curve Samples 8

Co ce trato (m9 8 1.00 § 2.00 8§ 400 8§ 6.00 8§ 7.00 § 800 § 9.00 § 10.0 8
I ter day Precso (%CV) 8 208 068 058 048 028 028 048 078
I ter day Ad®uracy (%Actua ) 105.0 | 108.5 | 982 8§ 99.3 100.6 | 99.7 | 100.2 | 100.0 8
L 8car ty (Ra 8¢ of r’> va ues) 8 0.9998 —0.9®8 8
L 8artyRa 8e(mg &8 1.00-10.0 8
estvty LOQ(mg 8 1.00 8

Bioequivalence Protocol No. RP-LID-PK001 8

Lidocaine 8
Parameter 8 Quality Control Samples 8
Co ce trato (mg 8 3.00 8 6.00 8 8.00 8
I terday Precso 8
(%CV) 8 4.0 8 1.7 8 1.7 8
I ter day A®®uracy 8
(%Actua ) 8 98.7 8 975 8 975 8
Are the concentrations of standard curve and QC samples relevant %Z Yes 8CBNo 8

to the concentration of the samples? 8

Are there any concerns related to sample analysis (including 8
rejected runs, reinjection, sample dilution, etc.)? If yes, comment 8
below or consult TL/tertiary reviewer for additional actions 8

O Yes 8XBNo 8

Were 20% of chromatograms included? 8

Yes 8CBNo 8

The f rm provded 8

chromato rams for the p asma 8
samp e for subject [87yE) (12
outof48)a da the 8
chromato rams for the swab 8
samp es a d the patch samp es. 8

Were chromatograms serially or randomly selected? 8

sera y 8(Bra domy 8

Any interfering peaks in chromatogram? 8

O Yes 8XBNo 8

-]

Pa e2 of43 8
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ANDA 209190
Single-Dose Fasting Bioequivalence Study Review

Were the chromatograms submitted by the firm acceptable? ®Yes ONo

Were 100% raw analytical data, including failed runs, provided? XM Yes [ONo

4.1.1.33 Reanalysis of Study Samples

Reanalysis of Plasma Samples

Study No. RP-LID-PK001
Additional Information in Module 5, Section 5.3.1.4
Bioanalytical Report No. e . C/MS/MS Analysis for the Determination of Lidocaine in
Human Plasma, Patch, and Cotton Swab Samples: "A Randomized, Open-Label, Two-Period, Crossover,
Single Dose Bioequivalence Study of Lidocaine 5% Topical Patch and Lidoderm® in Healthy Adults Under
Fasted Conditions” Please see page 15 of 86.

Lidocaine
Number of samples reanal Number of recalculated values used
yzed after reanalysis
Reason why assay
was repeated Actual number | % of total assays | Actual number | % of total assays
T R T R T R T R
Pharmacokinetic

Reason A: the initial
value was above the
limit of quantitation

Reason B: the initial
pre-dose value was not
below LLOQ™"

Total

Percentage was calculated based on Total Test or Reference Drug Study Sample.

*Pe [ ®@), Section 4.4.1
**Per[ [ ®®@, Section 4.5.1

Reanalysis of Cotton Swap Samples

Protocol No. RP-LID-PK001
Additional Information in Module 5, Section 5.3.1.4
Bioanalytical Report No [lin®@) - LC/MS/MS Analysis for the Determination of Lidocaine in
Human Plasma, Patch, and Cotton Swab Samples: "A
Randomized, Open-Label, Two-Period, Crossover, Single Dose Bioequivalence Study of Lidocaine 5%
Topical Patch and Lidoderm® in Healthy Adults Under
Fasted Conditions™ Please see 59 of 96.

Lidocaine
Number of samples Number of recalculated values
reanalyzed used after reanalysis
Reason why assay was repeated Actual | % of total
S ey Actual number |% of total assays
T R T R T R T R

Pharmacokinetics

Reason A: The initial value was
above the limit of quantitation*®.
| Total for Sample Analysis
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ANDA 209190 0
e-Dose Fast 0 B oequvae ce tudy Revew 0

*Perptmy@, ecto 4.4.1 0

Reanalysis of Patch Samples 0

Protocol No. RP-LID-PK 01 0
Lidocaine 0
Number of samples 0 | Number of recalculated values used after |0

reanalyzed 0 reanalysis 0
Reason why assay was | 0 o
repeated 0 I;A;i:ll)ilr (? /oa(s)::;;alo Actual number 0 | % of total assays 0
TO| RO| TO| RO TO RO TO RO
Pharmacok (etcs 0 O«
Tota for ampe 0
AGhyss 0
Note: Re-assay was ot requ red for the patch samp es. 0
Does the reviewer agree with the reanalysis of study samples: 0 o
analytical and/or PK repeat? 0 Yes 0LDNo 0 0
If no, is recalculation of PK parameters necessary? 0 O Yes 0CDNo (XDN/A 0

Did recalculation of PK parameters change the study outcome? (0[] Yes 0CDNo (XDN/A 0

Are the PK parameters of reanalysis still within the acceptance 0 [ Yes

limits for the 9 06 CI? 0 0ChNo XDN/A 0

Comments on Bioanalytical Results: Adequate 0

For the p asma study samp es, subjec f®® (per od 1 at 0 hrs) a d subjec j®® (per od 2 at 0
0 hrs) were repeated for reaso A:the (& a vaue was abovethe mtofqua ttato . 0
Per OPN € ®@ ‘Repeat Assay a d Report 0 CrteraforBoa aytca 0

amp es”, séct o 04.5.1, fthe & a true pre-dose va ue or the co tro sampe s ot 0
be ow LLOQ, the study samp e shou d be repeated  dup cate. Both study samp es were 0
repeated dup cate a d the repeated va ues were be ow qua ttato mt(BQL). For 0

subjec J®® (per od 1 at 0 hrs),the Qa co ce trato was[if ®®@ approx mate y 0
®® of the Cma ( ®@1fus 0 the @a va ue, subjec j®® shou dbe 0

exc uded from the study because pre-dose co ce trato | @@of the Cmax. 0

For subjec f®® (per od 2 at 0 hrs), the (a co ce trato wa |l ®@ of 0

the Cma ( ®@. ubjec [®® was exc uded from the stat stca a ayssdueto 0

suff c e tt me of patch app cato (esstha 11 hours). Therefore, those repeats are 0
u Oke y to mpact the overa study outcome. 0

A Othe other samp es rea a yzed for the BE study were a a yt ca repeats fo ow 0 OP 0

N ¢ ®®@, “Repeat Assay a d Report 0 CrteraforBoa aytca ampes.”No 0
pharmacok (et ¢ repeats were reported. The repeat a a ys s of the BE study s adequate. 0

Pae3 of43 0



ANDA 209190 1
e-Dose Fast 1 Boequvae ce tudy Revew 1

4. . .4 Pharmacokinetic Results 1

4. . 4.1 Arithmetic Mean Pharmacokinetic Parameters — Reviewer Calculated 1

Fasting Bioequivalence Study No. RP-LID-00 1

Parameter 1 Test 1 Reference 1

(units) 1 Mean %CV 1 Min Max 1| Mean %CV 1 Min Max 1

T/R 1

AUCO-t (hr 1
*ng/ml) 1

AUCw (hr 1
*ng/ml) 1

Cmax (ng/ml 1

Tmax* (hr) 1

Kel (hr) 1

T 12 (hr) 1

* Tmax va ues are prese tedasmeda ,ra le 1

4. . 4.2 Geometric Means and 90% Confidence Intervals - Firm Calculated 1

Lidocaine Patch 5% 1
Dose (3 x 700 mg) 1
Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals 1

Fasting Bioequivalence Study No. RP-LID-00 1

Parameter (units) 1 Test 1 | N1 RLD 1 N 1| Ratio 1 90% C.I. 1

AUCO-t (hr *ng/ml 1

AUC (hr *ng/ml 1

Cmax (ng/ml) 1

4. . 4.3 Geometric Means and 90% Confidence Intervals - Reviewer Calculated 1

Lidocaine Patch 5% 1
Dose (3 x 700 mg) 1
Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals 1

Fasting Bioequivalence Study No. RP-LID-00 1

Parameter (units) 1 Test 1 | N1 RLD 1 N 1| Ratio 1 90% C.I. 1

AUCO-t (hr *ng/ml) 1 31

AUCw (hr *ng/ml) 1 3

Cmax (ng/ml) 1

Pae3 of43 1



ANDA 209190 2
e-Dose Fast 2 B oequvae ce tudy Revew 2

4.1.1.4.4 Additional Information for the Study 2

AUC 2ny@
Rabt Mean Square ErZor 2 AUC 2@
Cmax 20®G)@

Is there a Tmax difference betwekn Test and 2
Reference? 2
If yes, please provide brief explanation (or detailed 2/ [1 Yes 2X2No 2
explanation, including Tmax analysis, for 2
substantial difference) 2

Were the subjects dosed in groups? 2
If yes, was the statistical analysis proper? Is 2 O Yes 2X2No 2
reanalysis by reviewer necessary? 2

Are there measurable drug concentrations at 0 hr? 2

L [ Yes 2X2No 2
If yes, please comment (and take necessary action, if
needed) 2 P ease see comme tso Boa aytca Resuts P

[ )

Are there first measurable drug concentration as 2
Cmax? 2 O Yes XRNo 2
If yes, please comment 2

Are there Cmax at the first time point? 2

If yes, is the study (sample) design adequate? 2 [ Yes 260No 2

Ratio of AUCO0-t/AUCco 2

Treatment 2 n 2 Mean 2 Minimum 2 Maximum 2

(b) (4
Test 2

Reference 2

If the minimum ratios less 2
than 0.8, were they due to 2
inadequate sampling 2 N/A 2
schedule? Provide 2

additional comments below 2

Comments on PK results: Adequate 2

e The pharmacok 2t ¢ measures (AUCt, AUC , Cmax, Tmax, KEa dtl/2)a d 2
co fde ce tervasof AUCt, AUC,a dCmax for lidocaine as ca cu ated by the 2
rev ewer were a reeme tw th the va ues reported by the f rm. The 90% co fde ce 2
terva s for lidocaine of -tra sformed AUC,, AUC,a d C,, eometrc mea 2
test/refere ceratosfa wth 2the mts of 80-125%. 2

4.1.1.5 Overall Comment 2

Was the fasting bioequivalence study acceptable? A2eptab e. 2

Pa e3 of43 2



ANDA 209190 f
e-Dose Fast f B oequvae ce tudy Revew f

Mean Plasma Concentrations, Single-Dose Fasting Bioequivalence Study — Reviewer f
Calculated f

Test (n=39) f Reference (n=39) f T/R f
Mean (ng/mL) % CV f Mean (ng/mL) % CV Ratio f

Time (hr) f

0.0 f
1.0 f
15 f
20 f
30 f
6.0 f
9.0 f
12.0 f
15.0 f
18.00 f
21.00 £
24.00 £
48.00 f

Pae330 43 f



ormulation Data %

1 Test ormulation %

Ingredient % unction % ormula % Milligrams Per Patch %

Lidocaine % 700

Active ingredient 9 5.00 %

Puri ied Wate %

Glycerin %

Sorbito (IO

Polyacrylic Acid [mmme®

Sodium Polyacrylat %

Sodium Carboxymethylcellulos %

Propylene Glyco %

Urea %

Kaolin %

Tartaric Acid %

Gelatin - %

Polyvinyl Alcohol (PVA %

Dihydroxyaluminium Aminoacetat %

Edetate Disodiu %

Methylparaben %

Propylparaben %

Total % 1000 %

Page350 3 %



NDA 020612 Formulation'> [NOT FOR RELEASE UNDER FOIA]

4.2.2 Inactive Ingredients (IIG Table)

1K
Components ﬁmz::;m
J® @ than RLD
Glycerin Same as RLD
Sorbitol Solutio [®)@) Same as RLD
Polyacrylic Acid Solutio
Same as RLD
[ |
Sodium Polyacrylate Same as RLD
. ®@than RLD
Sodium Carboxymethyl Level acceptable
Cellulose per DCR

12 Enterprise search: N020612, “N020612 REV 03-JUN-1996 1” Clinical Pharmacology/Biopharmaceutics
Review. This is the current RLD formulation. The amount of each ingredient i [7®)@) batch size is same as
the information in Chemistry Review of Supplement-10. DARRTS: NDA 20612, REV-QUALITY -
03(General Review), 12/28/2006 (Supplement-10). Supplement 10 was approved on 2/19/07 (DARRTS:
NDA 20612, COR-SNDAACTION-06(Approval CMC Supplement), 2/19/2007).
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P a RTox R
Consult R
P opylene Glycol R - as LDR
Uea R 1@®@, LDR
Kaolin R @@, LDR
Ta ta ic Acid R -as LD R
Gelatin R [G)@t an LD R
Polyvinyl Alco ol (PVA) R [G@t an LDR
Di yd oxyaluiRniu RR me@t an R
AiRnoacetate R LD*® R
Edetate Disodiu R -as LDR
Met ylpa aben R -as LD R
P opylpa aben R -as LD R

*A P a RTox consult was sent to DC R o Rt e Division o Filing eview (DF B R

ega dingi t e p oposed aoRunt o Sodiu RCa boxyeRt yl Celluloseint etest R

o R lation is acceptable.’ Pe t e DC RConsultation [ m@@in t ¢ R

aoRunt o Sodiu RCa boxyeRt yl Celluloseint e p Bposed o R lation copRaedtot e R
LD is unlikelytoa Bctt esaetyp oileo t ep oposed o R lation.'* R

**T emaxmu Rdaily intake (MDI) o Di yd oxyaluiRniu RAiRnoacetate is justi ied R
based on ANDA 200675, Lidocaine Patc , 5% (Adp oval on 08/23/2012). T e MDDo R
Lidocaine Patc ist Be patc es/day, andt e aoRunt o Di yd oxyaluiRniu RR
AiRnoacetate is 35 gR/patc . Hence,t e MDI o Di yd oxyaluiRniu RAiRnoacetate i [®®

Are all strengths of the test product proportionally similar

R KRNo RN
per the BA/BE guidance criteria? R [ Yes © /AR

Are the amounts of all inactive ingredients, based on R

Maximum Daily Dose (MIDD), within TG (per unit) limits? § = ¥ 5 N0 R
If no, are they all within IIG (per day) limits? R O Yes RXRNo [RN/A R
If no, are additional data or Pharm/Tox consult R Yes RERNo [RN/A R
necessary? R Consult outcoeR: level acceptable. R

Are all color additives and elemental iron within limits R
specified by CFR (if applicable) or less than 0.1% of the R | [] Yes RERNo XRN/A R
total unit weight (w/w)? R

Are all strengths of the test formulation acceptable? R Yes RRRNo R

13 ANDA-209190-O RG-1, Filing eview, A209190N(RODF RP a R ox.pd , dated 6/3/2016 R
4 GD RP, ANDA-209190-O RG-1, P a R Tox Consult, A209190 DC RT_Lidocaine Patc 5% R
_CA BOXYMETHYLCELLULOSE-1.pd , dated 5/10/2017. R

ttp://pano aaR. da.gov/task/view?ID=570 B95080740d3dc5ece0916b35bbl&activeTab=list-task- R
docueRnts R
ISDA R TS, ANDA 200675, EV-BIOEQ-01(Gene al eview), dated 09/29/2011 and 04/26/2012. R

Page370 3 R



me nts nF Ful lati n: AcEeptable T

e T he test product, Lidocaine Patch, 5% _

e T he ormulation is acceptable. T

Page380 3 T



3 D1 ssolut on Test ng 1

31 DIssoluton ata 1l

ssolut on Cond t ons 1

Apparatus: |

5 (Padd e over disc) 1

Speed of Rotat on: 1

50 rpm

Med um: 1

Acetic acid/Sodium acetate bu ler, pH 4.0 1

Volume: 1

500 mL1

Temperature: |

32°C+£0.5°C 1

F rm’s Proposed Spec f cat ons |

[T O@ re eased a ter 0.5 hour 1

ssolut on Test ng S te 1
(Name, Address) 1

A tergon Itaia S.r.. 1
Zona Industria e, Morra de Sanctis 1
Ave ino 83040, Itay 1

No of Collect on T mes (m inutes) 1 Study

Study Ref | Testng 1 Productl 1/Batch No | S tl?::ggfh :))s:g : 11 Report
Locat o 1

No 1 ate 1 & Form!| e Un ts 10 1) 20 1) 30 1| 60 1| 120 | 180 | 360 | 660 01 001:110

Test Product: 1 Mean 1| 31 49 | 62 | 80 | 94 | 97 1] 971 971 93 1| Modue

Lidocaine Patch 5%]1 700 1 Rang | 2, 1

RT008-13 | 10716/2013 Lot#L1304191 I | mg/patch | 12! Section
Manu acture Date 04/2013 %CVI1 62 |34 321711101841 ]| 521 27,1

Mean 1| 32 | 46 | 60 | 77 | 92 | 971 97 1] 961 90 1| Report

Re erence Product: 1 700 1 Rang 1 RT 008-

RT008-13 | 10/24/2013 |  Lidoderm, Lot# Y2282 1| "= "1 121 13-02 1

Expiry Date: 10/2015 1 &P %CVI| 12. 172 | 58 | 51 | 35|47 |21 | 15| 221
11

—

—

Page390 31



4.3.2 Dissolution Profiles

4.3.3 F2 Metric

F2 metric calculated?

O ves No

If no, reason why F2 not calculated

The test product is a topical patch, and
only has one (1) strength.

Overall Comments: Inadequate

e There is no USP dissolution method, but there is a FDA-recommended dissolution
method for this drug product. The firm conducted dissolution testing using the FDA-
recommended method [500 mL of Acetic Acid/Sodium Acetate Buffer, pH 4.0 at
32°C, with USP Apparatus V (Paddle over Disk) at 50 rpm].

e The firm’s QC dissolution method and data were reviewed separately and found

inadequate.’
4.4 Attachments

4.4.1 Additional Studies

Are there any additional studies? (e.g. pilot,
failed)
If yes, please provide the location of report
(complete/summary)

OYes X No

Page 40 of 43




4.4.2 SAS Output

Study

SAS Data

SAS Code

SAS Stat

SAS Output/Table

Fasting

?\q‘
G

209190_fasting_data.

xlsx

209190_fasting_CON
TINU2.sas

209190_Fasting_stat_
LidocaineACTUAL.doc

a2

209190_Fasting_table
_LidocaineACTUAL.doc
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EQU VALENCE C IMMENTS T 1 EPR IV DEDT 1THE APPL CANT 1

ANDA: 1 209 90 1
APPL CANT: 1 Rhodes Pharmaceuticals L.P. 1
DRUG PR IDUCT: Lidocaine Patch, 5% 1

The Division o ioequivalence (D 1) has completed its review and has no urther 1
questions at this time. 1

The bioequivalence comments provided in this communication are comprehensive aso 1
issuance. However, these comments are subject to revision i additional concerns raised 1
by chemistry, manu acturing and controls, microbiology, labeling, other scienti ic or 1
regulatory issues or inspectional results arise in the uture. Please be advised that these 1
concerns may result in the need or additional bioequivalence in ormation and/or studies, 1
or may result in a conclusion that the proposed ormulation is not approvable. 1

Sincerely yours, 1

{See appended electronic signature page} 1

Ethan M. Stier, Ph.D., R. Ph. 1

Director, Division o ioequivalence 1
iceo ioequivalence 1

ice o Generic Drugs 1
Center or Drug Evaluation and Research 1

Page 420 4 1



4 W tcome W

ANDA 209190 W

Reviewer: Wang, Yibo W Date Completed: W
Verifier: W, W Date Verified: W
Division: Division o Bioequivalence W

Description: Lidocaine Patch, 5% W

Items: W

Productivity W

ID (Letter Date| W Sub Category W Score|Subtotal

Category W
30811 [4/14/2016 |BIO W ANDA Original [1] W 1 W1 W
30811 [4/14/2016 |Parallel W Fasting Study (Full template) W1 W 1 W

1] W

Total: 2 WV

Page 430 43 W



OPQ/ONDP/Division of Biopharmaceutics

Comen 1R Daun Evuisnes 0 RSS! LoD 708 DO EvacLron ast REsoncy

BIOPHARMACEUTICS REVIEW for ANDA SUBMISSIONS

Application No. | 209190

Product Name | Lidocaine Patch

Applicant | Rhodes Pharmaceuticals L.P.

Dosage Form/Strengths | Patch/5%

Route of Administration | Transdermal

Indication for Use | Relief of pain associated with post-herpetic neuralgia

Submission Date | September 26, 2017

Review Date | October 26, 2017

Primary Reviewer | Kelly M. Kitchens, Ph.D.

Secondary Reviewer | Tapash Ghosh, Ph.D.

Recommendation | ADEQUATE

1. REVIEW MARY':

Background:

The firm is seeking approval of Lidocaine Patch, 5%, under the 505(j) path. Lidocaine Patch is indicated
for relief of pain associated with post-herpetic neuralgia. The drug product is packaged as one patch in a
child-resistant envelope with 30 envelopes per carton. The reference listed drug (RLD), Lidoderm®
(lidocaine patch 5%), was approved under NDA 20612 for the 5% strength.

Submission:

This is a resubmission in response to the Complete Response (CR) letter dated July 7, 2017. The
resubmission includes the firm’s response to Biopharmaceutics deficiencies related to the drug release
method validation, data, and acceptance criteria.

Review’s Objective:
The Biopharmaceutics review is focused on the adequacy of the drug release method and acceptance
criteria.

Reviewer’s Assessment:
The drug release method and acceptance criteria are adequate.

Conclusion and Recommendation:
From the Biopharmaceutics perspective, ANDA 209190 for Lidocaine Patch, 5%, is recommended for
approval.



Comen 1R Daun Evuisnes 0 RSS!

OPQ/ONDP/Division of Biopharmaceutics

LoD 78 DR Evaclron e iux'a

2. RE

EW:

List Submissions being reviewed:

| September 26, 2017 | Resubmission, 1% minor complete response amendment

b)

Highlight Key Outstanding Issues from Last Review Cycle: A Complete Response (CR)
letter was issued on July 7, 2017 (see Appendix 2 for the Biopharmaceutics CR comments).

In the CR letter, the Division of Biopharmaceutics requested additional information to
support the drug release method validatio
and acknowledgement of their acceptance of the recommended drug release
acceptance criteria.

(b) (4)

¢) Concise Description of Outstanding Issues: N/A
d) Drug Release method and acceptance criteria proposed by the Applicant:
Method Diffusion | Speed . Volume San.lphng Acceptance
Source Medium/Temperature Times .
Apparatus | (RPMs) (mL) . criteria
(minutes)
FDA USP 50 Acetic acid/sodium 500 10, 20, 30, {30 minutes " ®®
apparatus acetate buffer, pH 4.0 60, 120, NLT ®@
5 (paddle at 32°C 180, 360, |1 hour = ®®):
over disk) 660, 1440 INLT @@
2 hours ® @
NLT ! ®@




OPQ/ONDP/Division of Biopharmaceutics

COT 708 DR TN Mt RESARCH

¢) Summary of Drug Release Data

Summary table of all the dissolution profiles
~ ] Mean% | Mean% | Mean% | Mean%
‘Lidocaine | - Lidocaine = | - Lidocaine - | Lidocaine -
released at | released at 30 | released at60 | released at

Mean%
Lidocaine
released at

' Batch

L1304151

1.1304191
11304201

L1605301

L160563111

L16063112

Min individual value
from all batches
Max individual value
from all batches
Average of all
batches

Refer to Appendix 1 for the tables of detailed drug release data.



A -~ OPQ/ONDP/Division of Biopharmaceutics
oo na o e

3. REVIEWER’S ASSESSMENT:

Reviewer’s assessment of CR responses:
CR #1: The submitted chromatograms demonstrate that there are no interfering compounds
with the analyte, Lidocaine.
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Thus, the drug release method is demonstrated to be specific.
as well as accuracy and repeatability precision, were validated in an
R R - v g et sampicsof

CR #3: The firm did not provide an adequate explanation as to why lidocaine release

I P93t the 24-hour time point. However, since drug release i | @@ at 04
hours, the drug release profile is adequate.

CR #2: Linearity,
appropriate rang
lidocaine.

CR #4: The firm corrected the dilution factor of the standard from

). The drug release
method was revised accordingly and validated (Addendum Method Validation Report,
Dissolution Test for Lidocaine Medicated Patches, Document # RMV-LAB-431-01-ADDO01-
Revision 01). Therefore, the firm provided additional drug release data (see Appendix 1)
using the biobatch (L1304191), exhibit batches (L1304151 and L1304201), and validation
batches (L1605301, L16053111, and L16053112) to support their proposed drug release
acceptance criteria.
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Time Point Firm’s original FDA-recommended Firm’s current
proposed proposed
10 minutes e NMTe® NMT @@
30 minutes NL mo@ ® @ ® @
180 minutes — NLT®® NLT @@

The firm’s proposed acceptance criteria are adequate based on the drug release data (at
release/T=0) submitted.

The firm’s CR responses are adequate.
In Vitro Release Method: Adequate

In Vitro Release Acceptance Criteria: Adequate

. LIST OF BIOPAHRMACEUTI MMENTS:

The firm developed and validated an adequate drug release method to measure the release of
lidocaine from the drug product. Therefore, the drug release method is adequate. In addition,
the firm’s proposed drug (rbt)a(lgase acceptance criteria are adequate based on the submitted drug
release dat submitted. It is noted that the Drug Product reviewer has some
deficiencies related to the drug release data during stability to be communicated to the firm.

. CONCLUSION and RECOMMENDATION:

The following drug release method and acceptance criteria are recommended for the test
product:

USP Speed 1
Appacatar (rppem) Medium/Temperature V(omlgle Acceptance criteria
USP 50 Acetic acid/sodium 500 10 minutes: NMT| @@
apparatus 5 acetate buffer, pH 4.0 at 30 minutes ®@
(paddle over 32°C 180 minutes: NLT @@
disk)

From the Biopharmaceutics perspective, ANDA 209190 for Lidocaine Patch, 5%, is
recommended for approval.
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6. SIGNATURE BLOCK:

Primary Biopharmaceutics Reviewer:
Kelly M. Kitchens, Ph.D., October 31, 2017

Secondary Biopharmaceutics Reviewer:
Tapash Ghosh, Ph.D., October 31, 2017
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APPENDIX 1
In Vitro Release Data Tables

Batch L1304191

Time
10 min
30 min
60 min
120 min

180 min

Batch L1304151

Time

10 min

30 min

60 min

120 min

180 min

Batch L1304201

Time

10 min

30 min

60 min
120 min

180 min
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Batch L1605301

Time

10 min

30 min

60 min

120 min

180 min

Batch L16053111

Time

10 min

30 min

60 min

120 min

180 min

Batch L16053112

Time

10 min

30 min

60 min

120 min

180 min
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APPENDIX 2

Biopharmaceutics Information Requests and Firm Responses

Comments from July 7, 2017 CR letter:

Biopharmaceutics CR#1:
Submit the chromatograms generated for the specificity results of the drug release method

validation (document number RMV LAB 431-03).

Firm’s response to CR#1:

The following chromatograms are provided in section 3.2.P.5.3.
Blank mobile phase chromatogram

Placebo chromatogram

Process standard solution chromatogram

Reconstituted sample chromatogram

Biopharmaceutics CR#2:

Re-validate the analytical assay for linearity in a concentration range that covers the drug release
sample concentrations, and report the linearity concentrations as percentage.

Firm’s response to CR#2:

The analytical assay for linearity in a concentration range that covers the drug release sample
concentrations has been revalidated. It was determined that the linearity, precision, and accuracy
in the range o @9 f the nominal active concentration was successfully carried out and
validated. Refer to Addendum Method Validation Report, Dissolution Test for Lidocaine
Medicated Patches, Document # RMV-LAB-431-01-ADDO01- Revision 01, located in 3.2.P.5.3.

Biopharmaceutics CR#3:

Provide an explanation for th 0@,

in drug release at the 1440-minute (24-hour) time point.

Firm’s response to CR#3:
@9 Given that the reference listed drug

we believe that this is an artifact.

el

Biopharmaceutics CR#4:

Your proposed drug release acceptance criteria are inadequate. The following acceptance criteria
are recommended based on the drug release data submitted:

10 minutes: NMT " ®®
10
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30 minutes: Between
120 minutes: NLT /@@

We request that you acknowledge your acceptance of the recommended drug release
acceptance criteria, and update the drug product specifications accordingly.

Firm’s response to CR#4:

Rhodes acknowledges the Agency’s recommended drug release acceptance criteria; however,
different acceptance criteria is being proposed based on the results from both the reference listed
drug (LIDODERM®) and the test product as follows:

10 minutes: NMT [J@@

30 minutes: Between [ @@
180 minutes: NLT[ @@

Justification for these proposed specifications are explained in the Evaluation of Dissolution
Data and Definition of Specifications, RA-LAB-2017-04 Rev. 01, located in 3.2.P.5.3.

11
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QUALITY ASSESSMENT

BIOPHARMACEUTICS

Product Background: The firm is seeking approval of Lidocaine Patch, 5%, under the 505(j)
path. Lidocaine Patch is indicated for relief of pain associated with post-herpetic neuralgia. The
drug product is packaged as one patch in a child-resistant envelope with 30 envelopes per carton.
The reference listed drug (RLD), Lidoderm® (lidocaine patch 5%), was approved under NDA
20612 for the 5% strength.

ANDA: 209190

Drug Product Name / Strength: Scopolamine Transdermal System Patch, 1.5 mg
Route of Administration: Transdermal

Applicant Name: Rhodes Pharmaceuticals L.P.

Review Summary:

The firm proposes to use the FDA-recommend drug release method for Lidocaine Patch. The
drug release validation and proposed acceptance criteria are inadequate. Therefore, the following
deficiencies will be conveyed to the firm:

1. Submit the chromatograms generated for the specificity results of the drug release
method validation (document number RMV LAB 431-03).

2. Re-validate the analytical assay for linearity in a concentration range that covers the drug
release sample concentrations, and report the linearity concentrations as percentage.

3. Provide an explanation for the,  ®® in drug release at the 1440-minute (24-hour) time
point.

4. Your proposed drug release acceptance criteria are inadequate. The following acceptance
criteria are recommended based on the drug release data submitted:

10 minutes;: NMT ®@

30 minutes: Between (b) (4)
120 minutes: NLT ®®

We request that you acknowledge your acceptance of the recommended drug release
acceptance criteria, and update the drug product specifications accordingly.

List Submissions being reviewed (table):

Submission Purpose of Submission

April 13,2016 Original




QUALITY ASSESSMENT

Highlight Key Outstanding Issues from Last Cycle: N/A

Concise Description Outstanding Issues Remaining: See the list of deficiencies

BCS Designation

Reviewer’s Assessment: The proposed product is a transdermal patch; therefore, BCS
designation is not pertinent to this application.

Solubility:
Permeability:

Dissolution:

Drug Release Method and Acceptance Criteria
Reviewer’s Assessment: INADEQUATE

e There is a FDA-recommended drug release method for this drug product:

Apparatus: V (paddle over disk)
Sinkers No
(If yes, type of sinkers)
Drug Release Conditions Speed of Rotation: 50 mpm

Medium: Acetic acid/sodium
acetate buffer, pH 4.0 at
32°C

Volume: 500 mL

e The firm used the FDA-recommended drug release method to measure drug release of the
test and RLD products.

e The analytical assay for the drug release testing was validated for system suitability,
specificity, linearity and range, precision, accuracy, filtration study, solution stability, and
robustness. Refer to Module 3.2.P.5.3. “Method Validation Report — Dissolution Test for
Lidocaine Medicated Patches” for full details of the validation report.

o There is an addendum to the validation report, since the drug release method was
modified for the following after the original validation report was completed:
. ®) @)
=  Sampling time change from 30 minutes to 30 minutes, 1 hour, and 2 hours;
and,
= Release specification for the new sampling times.
o In the addendum, the analytical assay was validated for specificity, accuracy, and
precision.
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Drug Release Acceptance Criteria
e The firm proposed the following acceptance criterion: NLT| ®®released in 0.5 hour. Per the
addendum method validation report, the firm will implement the following acceptance
criteria (although this is not reported in the drug product specifications table):
30 minutes (+ 2%): NLT | ®@®
1 hour (+ 2%): NLT | ®®
2 hours (£ 2%): NLT| ®@®
e The firm provided complete drug release data (individual, mean, %CV, profile) for 12 units
(non-pooled) of both the test and RLD products in the drug release testing.
o Drug release testing was conducted on the biobatches of the test product (batch no.
L1304191) and RLD (batch no. Y2282) products.
o The test product batch was within 6 months old when testing was conducted, and the
RLD product batch was unexpired at the time of drug release testing.

The drug release study results are summarized in the following table and drug release profile:

Dissolution Conditions Apparatus: 5 (Paddle over disc)
Speed of Rotation: 50 rpm
Medium: Acetic acid/Sodium acetate buffer. pH 4.0
Volume: 500 mL
Temperature: 32°C £0.5°C
Firm’s Proposed Specifications released after 0.5 hour
Dissolution Testing Site Altergon Italia S.r.l.
(Name, Address) Zona Industriale, Morra de Sanctis
Avellino 83040, Italy
sm:i Ref T;s:::g Product ID / Batch No. s")r"::::h 1;::.:: e ) f{‘e‘:’;"
K= & Form Units 10 20 30 60 120 | 180 | 360 | 660 | 1440 | y ocation
Test Product: Mean | 31 49 |62 |80 |94 |97 [97 |97 |93 Module 2
RTD08-13 e Lidocaine Patch 5% 700 Range fe;“}::pm
13| 1071672013 | o 1304101 mgpatch | S
Manufacture Date 04/2013 woy |62 |34 |32 |17 |11 |10 |18 |41 |s2 13-02
Reference Product: Mean
RTO0S-13 | 1012412013 Ié’\(:)(:f:g;‘oﬁzg fss : mgjg;ch 12 | Range

% CV
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Reviewer’s comments:

The analytical method for drug release testing was adequately validated for system
suitability, precision, accuracy, filtration study, solution stability, ands robustness.
o The firm will be requested to submit the chromatograms generated for the specificity
results of the drug release method validation (docW -03).
o Linearity was validated in the concentration range The
firm will be requested to re-validate the analytical assay for linearity in a
concentration range that covers the drug release sample concentrations, and to report
the linearity concentrations as percentage.
o The sample solution is stable for up to 48 hours at room temperature.
o The method is robust to small changes in flow rate, column temperature, mobile
phase composition, and column from different li
The firm will be requested to explain why drug releas Wt the 1440-minute (24-hour)
time point.
The firm’s proposed drug release acceptance criteria are inadequate. The following
acceptance criteria are recommended based on the drug release data submitted:
10 minutes: NMT = @@

30 minutes: Betwee | ®@@
120 minutes: NLT | @@

The firm will be requested to acknowledge their acceptance of the recommended drug release
acceptance criteria, and update the drug product specifications accordingly.

List of Deficiencies (IR#1):

1. Submit the chromatograms generated for the specificity results of the drug release
method validation (document number RMV LAB 431-03).
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2. Re-validate the analytical assay for linearity in a concentration range that covers the drug

3.

release sample concentrations, and regort the linearity concentrations as percentage.
Provide an explanation for th O9in drug release at the 1440-minute (24-hour) time

point.
Your proposed drug release acceptance criteria are inadequate. The following acceptance
criteria are recommended based on the drug release data submitted:

10 minutes: NMT [f@x@

30 minutes: Between ®©@
120 minutes: NLT [J@®

We request that you acknowledge your acceptance of the recommended drug release
acceptance criteria, and update the drug product specifications accordingly.

Primary Biopharmaceutics Reviewer Name and Date:
Kelly M. Kitchens, Ph.D., February 13, 2017

Secondary Reviewer Name and Date:
Haritha Mandula, Ph.D., February 21, 2017
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1 EXECUTI E U RY

1.1 Conclusions and Recommendations

The pplic nt submitted results from two studies - n irrit tion nd sensitiz tion study (Study
RP-LID-SSI) to ev lu te the potenti I for skin irrit tion nd sensitiz tion of test lidoc ine 5%
tr nsderm 1 p tch comp red to the reference Lidoderm® 5% lidoc ine p tch in he Ithy dult
subjects nd  ph rm cokinetic nd dhesion study (Study RP-LID-PKO001) to ssess the
bioequiv lence of single 2100 mg dose of test formul tion of lidoc ine 5% topic | p tch
versus reference Lidoderm® topic 1 p tch fter 12-hour pplic tion in he Ithy dult m le nd
fem le subjects under f sted conditions nd to comp re dhesive properties of the test nd
reference p tches. The irrit tion nd sensitiz tion study RP-LID-SSI h d numerous issues with
the design, conduct ndd t qu lity. Due to design nd conduct issues nd inconsistencies within
nd between d t sets, no single n lysis popul tion could be considered. The reviewer
considered six different irrit tion n lysis popul tions nd six different sensitiz tion n lysis
popul tions. The test p tch showed non-inferiority to the reference p tch with respect to me n
irrit tion score in the induction ph se in Il of those irrit tion n lysis popul tions (one-sided
95% upper confidence bound for Test -1.25*Reference using line r model b sed on reviewer’s
n lysis: -0.038 in two of the irrit tion n lysis popul tions, -0.039 in three of the irrit tion
n lysis popul tions nd -0.041 in one irrit tion n lysis popul tion). There w s no sensitiz tion
re ction in ny of the sensitiz tion n lyses. However, considering the extremely poor qu lity of
d t , the reviewer h s no confidence in the correctness of the results. In the dhesion study RP-
LID-PKOO01, the test p tch showed non-inferiority to the reference p tch with respect to me n
dhesion score in the per protocol popul tion (one-sided 95% upper confidence bound for Test -
Reference using line r mixed model b sed on reviewer’s n lysis: -0.4075).

1.2 Brief Overview of Clinical tudies

This review is b sed on two studies, RP-LID-SSI nd RP-LID-PK001. Study RP-LID-SSI w s
r ndomized, single-center, controlled, ev lu tor-blinded study to ev lu te the potenti 1 for skin
irrit tion nd sensitiz tion of test lidoc ine 5% tr nsderm | p tch comp red to the reference
Lidoderm® 5% lidoc ine p tch in he Ithy dult subjects The study enrolled 248 he Ithy dult
subjects t  single center @@ in USA. The study h d two ph ses:
irrit tion/induction (D ys 1-22) nd sensitiz tion/ch llenge (D ys 36-41). E ch subject w s to
receive both p tches simult neously on D ys 1, 3, 5, 8, 10, 12, 15, 17 nd 19 during the
induction ph se nd on D y 36 during the ch llenge ph se. Skin irrit tion w s ssessed using
‘derm I response’ nd ‘other effects’ scores fter e ch p tch remov 1 during the induction ph se,
nd 30 minutes nd 24, 48 nd 72 hours fter p tch remov 1 on D y 38. Prim ry ev lu tion of
irrit tion w s b sed on non-inferiority n lysis of me n irrit tion score of the test p tches g inst
th t of the reference p tches during the induction ph se. Ev lu tion of sensitiz tion w s b sed on
the irrit tion scores during the ch llenge ph se. The first sublect W s enrolled on e
nd the | st subject completed the study on
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Study R b K@1 was a single center, randomized, open la el, single dose, two period,
crossover study to assess the ioequivalence of a single 2100 mg dose of a test formulation of
lidocaine 5% topical patch versus reference idoderm® topical patch after a 12 hour application
in healthy adult male and female su jects under fasted conditions and to compare adhesive
properties of the test and reference patches. The study enrolled 48 su jects at a single center
(Hackensack, New Jersey) in USA. Each su ject was randomized to one of two treatment
sequences. h each study period, three test or three reference patches were applied
simultaneously, for a 12 hour period, to the infrascapular area of the ack on either side of the
spine, without occlusion, with approximately 2.5 cm etwden each patch. Serial lood samples
for determination of lidocaine plasma concentrations and K analysis were o tained at time 0
(within 90 minutes pre application) and 1, 1.5, 2, 3, 6, 9, 12, 15, 18, 21, 24 and 48 hours after
patch application. atch adhesion was assessed 6 hours (£ 30 min) following patch application
and within 30 minutes prior to patch removal using the F bA recommended 5 point adhesion
rating scale. rimary evaluation of adhesion was ased on non inferiority analysis of mean
adhesion score of the test patches against that of the reference patches. The study started on
®® and the last su ject completed the study o [ ®®. b

1.3 Statistical Findings and Issues b

n Study R b SS , the test patch showed non inferiority to the reference patch with respect to

mean irritation score in the induction phase in six different irritation analysis populations (one b

sided 95% upper confidence ound for Test 1.25*Reference using a linear model ased on
reviewer’s analysis: 0.038 in two of the irritation analysis populations, 0.039 in three of the

irritation analysis populations and 0.041 in one irritation analysis population). The non b

inferiority analyses of irritation are presented in Ta le 26, Ta le 31, Ta le 36, Ta le 41, Ta le 46
and Ta le 51. No patch had a potential sensitization. n Study R b K@®1, the test patch
showed non inferiority to the reference patch with respect to mean adhesion score (one sided
95% upper confidence ound for Test Reference using a linear mixed model ased on
reviewer’s analysis: 0.4075). The non inferiority analysis of adhesion is presented in Ta le 68. b

Issues About Study RP-LID-SSI: b

1. The quality of the su mitted data in this application was extremely poor. There were
numerous inconsistencies within and betwden datasets. The datasets contained
incomplete information and many errors. Some of the errors were revealed y the
applicant only after F bA asked for information or clarification a out inconsistencies in
the datasets in Easily Correcta le eficiency (EC b) letters. There are likely many more
undetected errors in the datasets. Following are some examples. b
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a. Thei iai 6a 6se siizai 6 a alysis p pulai 6 a 6 eas 65 f 6exclusi 6
f m hea alysisp pulai 6 i 6 machbewee igi allysubmi e aases
a 6 he aasessubmi e 6Decembe 9,201 1 esp 6se a ECD. 6

b. The a hesi 6sc @ f 6a eache pachsh ul be4base 6 hea hesi 6scale
use 1 he suy. The pach eachme 6 flag a 6 a hesi 6 sc & wee ©6
c 6sise 61 he aase gq4- c1 xp submi e 6Decembe 9,201 (please see
Table 11). 6

c. Act 61 g 6 he aGgi al submissi 6 he es pach f Subjecl®® a 6 he
efe e ce paches f Subjec sp® ®® e ache ui g hechalle ge phase.
H weve , as sh w 61 Table 10, base 6 he Decembe 9,201 submissi § he
es paches f Subjecs ¢ ®® a 6 he efe e ce pach f Subjecpi®eE
eache wui g hechalle ge phase. These ¢ 6flici g aagivea 1 Gcai 6 f
ap ésibiliy f evesi g he es a 6 efee ce aaf s me allsubjecsi he
aase. If ha happe e ,all a alyses w @l bew 6 g. This givesas 6 g eas 6
whyi c 6sise 6 aash ul eve bec 6si ee f 6a app 6val. 6

. I he esp 6se 6 he saisical eviewe ’s eques se 61 a ECD le e, he
applica 6p 6vi e alis fpaches ha wee eache a 6ifa eplaceme 6 pach
was applie wihi 24 h us afe eachme 6. The eviewe fu 6 u ha f 6
s me subjecs wih eache pachesi helis heewas 61 f 6nai 6ab u
eache pachesi he aawheeas he aac 6ai e hesamei f mai 6as
he lis f 6s me he subjecs. Whe he eviewe pi e i ui a 6he ECD
le e he applica § he applica 6ag ¢¢ ha he aase 1 6have hec 6ec
if mai 6a 6 esubmi e hepacha hesi 6 aase. 6

e. The eviewe aske f 6claificai 6ab u a iscepa cy ha he pach emod
aea 6 ime 1 6 mach be wee ¢ @@ f 65 me subjec s. The
applica 6a mi ¢ hemisakea 6 esubmi ¢ hela e aase. 6

2. Sme aa efiii 6files i 6 have sufficie 6 6cume 6ai 6a 6 wee 6 clea.
Specifically, he va iables AVAL a 6 AVLC f 6each paamee i a ADaM aase
mus be clealy efie. H weve, he aa efiii 6files i 6 have hem. The
applica 6 up ae s me aa efiii 6 files i esp 6se 6 a FDA eques f
claificai 6 f h sevaiablesf 6allpaamees. 6
6

3. Thei f mai 6p &vi e i s me ECD esp 6seswasw6 g 6i c mplee. F 8 wi g
a e s me examples. 6

a. I esp 6se a ECDIle e, heapplica 6submi e alis subjecs wih e ache
paches. H weve, he eviewe fu 6 u ha he e we e subjecs wih e ache
paches i he aase ha wee 6 iclue 1 helis. Whe he eviewe
pie i u i asubseque 6ECD le e 6 he applica § he applica 6 eplie
ha hesubjecswh ha 6c¢ mplee hesuywee 6iclue i hals.I
appea s ha he applica 6assume ha @y he subjecs ha hey h ugh w al
beiclue i hepimaya alysisha usefuli f mai 6 Thisisc 6 ay  he
g 6 cli icalp acice. 6

b. The eviewe 6ice ha helis f eache paches ha he applica 6p ovi e
i esp 6se a ECDIle e i clu e asubjec wih eache paches ha 1 6
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havean ea he a $iesa Sr ing o he aa. When hereviewer oine 1 ou
inano her ECD le er o hea Sli an, hea Sli an a mi e ha he subje Swas
in lu e in helis erroneousl . S

Subje S ®® wih rew from hesu S uring hein u Son hase.
In he aase submi e on De ember 9, 2016, hese subje S were orre $ ex Iu e
from he er roo ol o ulaion for irri aion (PPPI) bu inlu e in he er roo ol
o ula ion for sensi iza ion (PPP ) wi hou an ex lanaion. S

Subje S9®® ompdeS® hein u Son hase bu was is oninue from hesu Sb he
inves iga or before he hallenge hase. However, boh a % Seswerein lu e in he
PPP b hea Sli an in he aase submi € on De ember9,2016. S

Thea Sli an 1 no submi he asere or forms for ubje ST ®®. Also he
submi ¢ ase re or forms onaine man errors sush as $a ing he irriaion
assessmen ae an s ore forone a $ia a lae esignae for anoher a %. For
exam fdeS he irri a ion assessmen for he firs se of a $ies was no one for ubje S
®® bu he assessmen ae an s ores were no lef blank for ha a % an he
irri a ion assessmen informa ion for he se on se of a $%eswas lae a ha lae
insea . ASiionall , he ase re or forms ha & man aa larifi aion forms
a a he whi hno onl shows he aa olle $on an re or ing roblems in he firs

la e, 1 also makes he aa rone oina Sura S This resule in a Siional ages of
ro o ol eviaions where new ro o ol eviaions are i enifie along wih he alrea S
re or ¢ ones. The arrangemen of hese agesisno learl ex laine b hea Sli an. S
For ubje SP®®, he irri aion assessmens on Da {{gan Da [@were one 9 an 8
minu es, res ¢ $vel , afer a $ removal. The ase re or form on ains ommens ha

hese are ou -of-win ow irri a ion assessmens a Sr ing o he roo ol. A Sor ing o
he roo ol ( e Son 4), skin irri a ion assessmen s were o o Sur wi hin 15-30 minu es
following removal of ea h a & wuring in u Son hase. Therefore, he ommen s abou

ou -of-win ow irri a ion assessmen s uring he in u Son hase in he CRF are no

onsisen wih he roo ol. S

A Sor ing o he roo ol,if a a & was assesse as <50% a here bu no ea he
(a hesion s ore of 3) uring he in u Son hase, he skin irri a ion assessmen for ha
a Bwasno obein lu e in heirriaion anal sisan he subje Swas o bes he ule
foramake-u a % a Sli aion. The roo ol i no saeifamake-u a $ woul be

v »n

951

a Slie for he a $%ies ha ompdeS®l ea he (a hesions ore of 4). However, make- S

u a $es were a Slie for subje Swho 1 no havean a $ a hesion s ore of 3. 1
wasnoe asa roo ol eviaionb hea Sli an. However, hea Sli an 1 no a jus
he anal sis o ulaions ue o his eviaion. S

The Offi e of S SInegri an wurveillan e (O9 ) ins e Son re or i enifie 12
subje S having an a hesion s ore of 4 ( e a he ) an having a make-u a $. However,
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10.

11.

12.

13.

Table 14 » x es ma y more subjec s w h make-up paches ha were xe xe o
replace he r a o scoreso eache paches. x

The OSIS spec o repor saes ha e cep Subjec IN®®, o her subjec s
who ha a make-up pach or a eache pach, he xspec m xver  ha he
replaceme x pach ha bee eache orless ha 24 hours. However, base o he aa
submiex o December 9, 2016, he revewer coul o co xrm hs. All pach
e achme x mes were repor ¢ he aase asobserve mes as oppose o he ac ual
mes o eachmex. I a x o, he OSIS repor sa xec co xa x o o he ECD
respo se submi ex by he appl ca xo Oc ober 21, 2016. I respo se o Ques o 20
he ECD le er, he applca xprov 2 he ollowxg ls o subjecs who ha e ache
paches orwhch aea x meo eachmexwereu k owx x

Thsls xlu &s all 10 subjec
) orwhceh he OSIS repor clame xha he pachwas eache orless ha 24
hours. S xce or o e o hose subjecs he me xere ce be wee heapplca o me
o hepach ha eache a x heapplca o meo he e xpach or a replaceme x
pach sless ha 24 hours, he OSIS repor ’s ver xa o clam s accuraeu less he
appl ca xsubmiex wro g xorma o ha respo sea xwro g aases. X

The OSIS spec o repor e x e o ly wo subjec _who woul o

have ha xe rr a o assessme xs he make-up paches were o use . However, hs
revew e X e ma y more such subjec s. Please re er o Table 9 or e ache pa ches
a x Table 14 or make-up paches. I appears rom he OSIS repor ha o e o he
reaso s or e clu x g hese subjec s rom he per pro ocol a alyss s ha hese subjec s
have cumula ve rr a cy xe (mea rr a o score) greaer ha zero. The xorma o
abou whe her he cumula ve rr a cy xe sgreaer ha zero s rreleva x h s case.
All subjecs by hs proocol eva o woul bea ece a xa ec he resuls he
same way oma er wha hecumula ve rr a cy xe s. X

Accor xg o he proocol, hree paches o a subjec were move or remove or

u accep able egree o 1 a o ur g he xuc o phase, he subjec was o be

eclue rom boh he mwao axses xao aalyses o he prouc, a x
sco x ue romsu ypar cpa o . However, FDA gu x ce recomme xs xlu x g
hose subjecs he rr a o a alyssus xglas observa o carre orwar (LOCF). No

subjec was sco X ue ue o€ cessve Ir a o hssuy. x

Accor xg o he proocol, a pach was assesse as <50% a here bu o e ache

(a heso score o 3) ur g he xuc o phase, he sk x rr a o assessme x or ha
pachwas o obe clue he rr a o a alyssa x hesubjec was o be sche ule
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14.

15.

16.

for ama 9 atch a Olication. It is nd rstood that th irritation scor from a ma 9

atch wo Id r 9ac th irritation scor of th atch that was <50% adh r d b t not
d tach d if only a singl atch o t of atch s had <50% adh r nc witho t b ing
d tach d. How % r, th  rotocol did not stat how th irritation scor s wo ld b s d
wh n two or mor atch s of th samety 9 for th same %son had <50% adh r nc
witho t b ing d tach d. Inr s ons to an ECD (ECD 1 tt r dat : S 9t mb r 16, 2016,
ECD rs ons dat : S 9t mbr 2, 2016), th a 9licant stat d that wh nthr w @
mut9l atch s of th samet9 9 with an adh sion scor of 3 for th sames9bj ct, a
singl ma 9 atch was a 9li d and th irritation scor for th ma 9 atchr Yac d
th irritation scor s of all th atch s with an adh sion scor of 3 thatth ma 9 atch
r 9ac d. Th a Olicant adj st d th n mb r of irritation ass &m at9 by co nting th
n mb r of atch s not having an adh sion scor of 3 and adding on for th ma 9

atch to that co nt. For xamgd 9ifth r ar 3 atch s with an adh sion scor of 3, th n
th n mb r of irritation scor s s d to calc lat th mamwo Id b 6+1=7. In th
r vi w @’s o inion, this is not ana 9ro riat m ¢h8d to calc lat th m erDirritation scor
sinc it 3 ntiallyr d ¢ sth n mb r of irritation scor s nl ssth r is only on atch
with an adh sion scor of 3. Th artic lar atchty 9 for thats bj ctsho ldb xcl d d
from th irritation and s nsitization analys s. 9

Th st dy d sign did not follow th Draft G 9danc on Lidocain . Ac&ording to th
g idanc , atch ssho ldb a 9li don Days 1, 3, 5,8, 10, 12, 15, 17 and 1 d ring th
ind ction has . Th atch s sho Id b ass & d for irritation aft r atch r moval and
b for n w atch a Olication. Patch sa 9li don Day 1 sho ldb ass & d on Day 22.
Bas d onth rotocol,th s bj ctsw @ allow@tos i avisitand 9 th atch son
ntil th n xt visit wh nth y w® val at d for s in irritation. It r s It d in having th
sam e 8tch on for 4 or 5 days b for an irritation ass &m ext9vhil th atch s witho ta
s1 9dvisitw @ onfor2or3daysb for th irritation ass $m at9 9

Aording to th  rotocol, th s bj cts who did not r t rn for on wvisit to th st dy sit
d ring th ind ction has w@ instr ctdto 9 th atchsin lac. Thy w@
schdldtorciv ama9 atch a Olication at th last visit d ring th ind ction
has . Th st dy r %rt did not cl arly diff r ntiat th d al s of th t rminology
“ma 9 atch” for two diff r nt 9 os s. In th first cas , th irritation scor of th
ma 9 atch is int nd d to r 9ac th irritation scor of a artially d tach d (<50%
adh sion b t not comd 9 ly d tach d) atch. Inth s cond cas ,th ma 9 atch is
sim dy9int nd d to b an additional atch wh n a visit was s 1 9d to ma 9 a total of
atch sd ringth ind ction has . 9

Acording to th  rotocol, a s bj ct who miss d th ninth ass $mat% t had  atch
a 9lications was consid r d to hav comyd 9§ dth ind ction has , and th last obs rv d
irritation scor (th irritation scor for th  ighth atch) was carri d forward. This
a 9roach contradicts th Draft G 9danc on Lidocain sinc th g idanc r q ir s
a Olication and val ation of all  atch s nl ssth atchr movalisd 9to xc $iv
irritation. Inth r vi w @’s o inion th s bj cts who miss d th ninth ass $m et%ho 1d
b xcl d dfromth irritation and s nsitization analys s. 9
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17.

18.

19.

20.

The C 1s e ified ha hy Calle geni a ew @ldbea died allf u edges fea h

a 6. HGveve, hee wasn menin f his einf Cemen a e in he lini al sudy
e C.In es Gise anE M (E M le e dae: Augus 23, 2016, E M es (ise dae:
Se €mbe 6, 2016), hea di an Gfi med ha he hy (alle geni a e was used nall
f u edges and diag nally nall a @es. C

The a i an used a diffe en aings ale f C° Ge effe € han wha is e (Gnmend by
FDA in D af Guidan e n Lid CGiine. Al h ugh he he effe € aeg (Gesaeideni al
be ween he a (i an’s and FDA’s s ales, he nume i al values ass Gaed wih he
aeg (es based n hea i an’s s ale a e highe wih awide ange han h se based
n he FDA’s s ale. Thea (i an didn wuseanyle e s Cef he he effe s. The

he effe € aing s ales based n hea i an and FDA ae €sen ed side by side in
Table 4. The a di an’s @Ge effe € aing s ale in @ases hei iai ns Ce (de mal
es (ise s Ce + (e effe € s Ce). This in @ased 1 1ai n s Ce makes b (8 he
nume a Cand den mina C f he es saisi,whi hisa ai (Tes/Refe en e), la ge
and hus he a1 1 se ne nume 1 ally. The ef €, he es is moedikely be f und
n n-infe i Che efeen e wih he a di an’s aing s ale. The eviewe used he
FDA- ¢ Gnmended s ale f Che analyses fi iai nandsensiizai n. C

A C ding heD af Guidan e n Lid Giine, hea i an sh uld Cvide a f equen y
able sh wing he numbe fa i ains feah es a ilewihea h Gbined de mal
es (hse and @e effe €s Ce using he las bsevain a fed f &ad (LOE)f C
subje € wh dis iinueda es a i lebe ause funa @ @blei iai n Thea Ui an

didn C Cvide any su h able. C

The D af Guidan ¢ n Lid Giine saes he f 1l wing: “T demmsCaen n-infei 1y
fhe es Cdu C mmed heRLDwih egad he umulaivei iains Ces,
heu C¢ b und f he ne-sided95% 1 f hemean es Cdu & Ce minus 1.25 imes
he mean RLD s Ce mus be less han equal 0.” HG@veve, hea dian’s iein
f n n-infei iyin he ima y analysis was diffe en. Thea i an @Gside ed he es
du C be n n-infe i he efeen e Cdu Gif heu G b und f he ne-sided
95% (afiden e ine val f he diffe en e be ween he Cdu G(es - efe en e) wasn C
geae han 0.11. The a di an did n C Cvide any jusifi ai n in he C 1,
saisi al analysis lan lint alsudy e C f is i1ieinf nn-infei iyin he
ima y analysis and h w hey de e mined hen n-infei iyma gin f0.11. C

Issues About Study RP-LID-PK001: C

1.

I sh uldben @d ha he ighmo C @umn fTable 11-4in he lini alsudy e C has
a (umn heading “90% Cnfiden e Ine val (T/R)”. Afe he king he s u @€ Table
14.5.41in he lini alsudy e C and he SAS e ha gene aed ha able, he eviewe
n luded ha he igh ma C Qumn heading in Table 11-4 is in C e CI sh uld be
“90% Cnfiden e In e val (T - R)”. Table 64 sh ws he Ce C (umn heading. C
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2. There m ne p tch nhere the whe i n m re decre ed fr mthe 6 h ur me mentt m
12 h ur me mment. The mplic ntdidn t dju tthe whe i n mre f rth tp tch in the m
nlyi. m

1.4 Come nts About the Application m

We h ve identified the f 11 mngi ue mith Study RP-LID-SSI. m

1. The qu lity nmi the mbmitted d t in thi npplic ti n m extremely p mr. There nere
numer U mnc n i tencie m ithin mndbmet mendm t et .Tmhedm t et an nt ined
inc mplete inf rm ¢im md m axynerr r . S me nf the err r mere di ¢ vered mly rfter
FDA mked f rinf rm @i m mcl rific ti n  utinc nitencie inthed t et in E mly
C mect ble Deficiency (ECD) letter . There me likely m axymm aemandetected err r m
thed t et .FDAd e n th ve nyc nfidence in the c mectne mfthed t et md my

n ly e tmn md m the mbmitted d t . F th mng me mme ex mple mf inc n i tencie m
nderr r. m

The irrit ti n md mn itiz ti n mn ly i p pul ti n mnd re mn hr exclu1i n m
fr mthe nlyi p pul ti n didn t mdcimbet men migin lly ubmittedd t et m
ndthed t et mbmitted m December 9, 2016. m

b. The mhe i n mre f r mdet ched p tch i uld be 4 b md m the whe i n mle m
u ed in the mudy. The p tch det chment fl g nmd mdhe i n ne re mere n t m
cnitentinthed t etq4- ctl6.xpt ubmitted m December 9,2016. m

c. Aamrding t mhe migin | mbmi i n the te t p tch nf Subjec ®® nd the m
reference p tche nf Subject ®® det ched during the ch Henge ph m. m
H mever, b md m the December 9, 2016 mbmi i n, the te tp tche nmf Subject m

®® nd the reference p tch nf Subjec p®® det ched during the m

ch Benge ph m. The e ¢ nflicting d t mive m indic ti n nf mp mibility nf m
rever ing the te t nd referenced t f r mme m th ubject inthed t et. Iftht m
h ppened, lhn ly ¢ m uldbe m ng. m

d. Inthere p n et mm ECD letter, the mplic nt pr vided nmii t fp tche th t mre m
det ched mmd nf m repl cement p tch m pplied mithin @4 1 ur mfter m
det chment. We f und mtth tf r mme ubject mith det ched p tche inthelit m
there m n mnf rm4im b ut det ched p tche nm the d t mhere mthe d t m
¢ nt ined the mme inf rmdim m the li t f r mme nmther mbject . When me m
p inted it ut in m ther ECD letter, the mplic nt ckn mledged th tthe d t et m
didn th ve the ¢ mectinf rm @i m md re ubmitted the p tch mthe i nd t et. m

e. We nked f r cl rific ti n rh ut nadi crep ncy th t the p tch removthd te md m
time did n t m dclmbet men ex.xpt nd miph.xpt f r mme ubject . The mplic nt m
ckn mledged themi t keinthed t et. m

f. Subject 1 ®® ithdre mfr m thm mudy during the m
inducti n ph m. In the d t et ubmitted mm December 9, 2016, the ¢ mbject m

14 m

2388588



were correc j € ¢ jded from he per pro oco pop ja ion for irri a ion (PPPI) b j
inc jded in he per prooco pop jaion for sensiizaion (PPPS) wiho j an j
€ p anaion. ]

g. S bec [1®® comp e ed he ind c ion phase b j was discon in ed from hes jd j
b he inves iga or before he cha enge phase. However, bo h pach pes were ]
inc jded in he PPPS b he appican in he daase s bmi ed on December 9, j
2016. j

.

2. There were man iss es wi h he design and ana jsis of his s jd j Some of hem canno ]
be correc ed af er comp e ion of he s jd j We recommend ha he appican cond ¢ a j
new irriaion and sensiizaion s jd fo owing he Draf G jidance on Lidocaine.
Fo owing are some design and ana jsis iss es we have iden ified. j

a. The s jd design did no fo ow he Draf G jidance on Lidocaine. Agcording o
he g idance, pa ches sho jd be app ied on Da s 1, 3, 5, 8, 10, 12, 15, 17 and 19
d ring he ind c ion phase. The pa ches sho jd be assessed for irri a ion af er
pa ch remova and before new pa ch app ica ion. Pa ches app ied on Da 19
sho jd be assessed on Da 22. Based on he pro oco, hes becswerea owed o
skip a visi and keep he pacheson ni hene jvisi when he were eva jaed
for skin irri a ion. I res jed in having he same pa ch on for 4 or 5 da s before an
irri a ion assessmen whi e he pa ches wi ho j a skipped visi were on for 2 or 3
da s before he irri a ion assessmen . The app ican sho jd no a ow an skipped
visi inan f j reirri a ion/sensi iza ion's jdies. j

b. Agcording o he prooco, as bec who missed he nin h assessmen b j had 9
pa ch app ica ions was considered o have comp e ed he ind c ion phase, and he
as observed irri a ion score ( he irri a ion score for he eigh h pa ch) was carried
forward. This approach con radic s he Draf G jidance on Lidocaine since he
g idance req ires appicaion and eva jaion of a 9 paches ness he pach
remova is d e o e cessive irriaion. The s becs who missed he ninh
assessmen sho jd be e ¢ jded from he irri a ion and sensi iza ion ana jses. ]

c. Acrording o he prooco, if a pach was assessed as <50% adhered b j no
de ached (adhesion score of 3) d ring he ind cion phase, he skin irri a ion
assessmen for ha pach wasno o beinc jded in he irri a ion ana jsis and he
s bec was o be sched jed for a make- p pa ch app icaion. I is nders god ha
he irri a ion score from a make- p pa ch wo jd rep ace he irri a ion score of he
pach ha was <50% adhered b j no de ached if on j a singe pach o j of 9
pa ches had <50% adherence wi ho j being de ached. However, he pro oco did
no s ae how he irri a ion scores wo jd be sed when wo or more pa ches of he
same pe for he same person had <50% adherence wi ho j being de ached. The
app ican s a ed in he ECD response da ed Sep ember 29, 2016 ha when here
were mu ip e pa ches of he same pe wi h an adhesion score of 3 for he same
s bec, asing e make- p pach was app ied and he irri a ion score for he make-

p pa ch rep aced he irri a ion scores of a  he pa ches wi h an adhesion score of
3 ha he make- p pa ch rep aced. This is no an appropria e me hod ocac jae
he mean irri a ion score since i essen ia j red ces he n mber of irri a ion scores

n ess here is on j one pa ch wi h an adhesion score of 3. We recommend he
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applican F n F e any make- p pach in any f Fre irriai n/eniizai n F
die . F
The applican F ed a differen Kaing Fcale f r “ her effec ” tan Wha H F
rec mmend by FDA h Draf G hdance I Lid caine. Al h Fgh he Fher effec F
ca eg rie are iden ical be wadén he applican > and FDA’ Fcale , he n merical F
val e B Fciaed wih e caeg rie ba ed Fn e applican’ Fcale are higher F
wi h a wider range han h F ba ed fh he HDA’ Fcale. Al F he applican did F
n F eanyle er c¢cre fr he Fher effec . The Fher effec Fle er ¢ re and F
n meric Fcale Fh Fld be F ed a Frec mmended in Fhe Draf IG idance Fn F
Lid caine. F
AcE rding F he pr Fc 1, if hree pache Ffa Fbjec Were m ovdd K rem ovdd F
f r naccep able degree Firriai nd ring heind ci npha e, he Fbjec Wa F
be excl ded fr mb H heirriai nand En iizai nanaly e Ff hepr d ¢, and F
dic nin ed fr m Fdy paricipai n. H fwever, DA’ Hraf IG idance Fn F
Lid caine rec mmend incl ding h F¢ Fbjec Fn heirriai nanaly i Fingla F
b ervai n carried f rward (LOC ). Alh Fghn F bjec Wa dic ninedd e F
exce Hve Kriai n knh Fhi F dy, 1 Fh Fld be E #eced In BEny ¥ Fre F
irriai n/eniizai n Fdie. F

The Draf G Hdance Fn Lid caine Fae Fhe f Il wing: “T FdemmFae n n- F
inferi iy K he e For d ¢ ¢ mpared F he RLD Wi h regard F he ¢ mdaHlve F
irriai n Fc re, he Fpper b Fnd Ff he Fne- ided 95% CF K he mean F F

pr d ¢ KK re min F1.25 ime Fhe mean RLD Fc re mu Ibe le Fhan keq al F

0.” H kvever, he applican’ crieri n f rn n-inferi riy in he primary analy i F
wa differen . The applican ¢ n idered he ¢ Fpr d ¢ F be n n-inferi r F he F
reference pr d ¢ if he Ipper b Fnd K he Me- ided 95% c¢ nfidence in erval f F
he difference be wadén he pr d ¢ F(e F- reference) wa n Fgreaer han 0.11. F
The applican did n Fpr vide any j Fificai nin hepr Fc 1, ai ical analyi F
plan K clinical Fdyrep r f r hi crieri n and h ¥ the n n-inferi ri y margin F
£0.111 de ermined. F

3. There were Fmei Fe wih he Fdyc nd c¢. Fll wingare Fme example . F

a.

AcE rding F he pr Fc |, if a pach Wa la ¢ ed a K50% adhered b Fn F
de ached (adhe i n k¢ re Ff 3) d ring lhe ind ci n pha e, he Kin irriai n F
a e men fr ha pachwa n F beincl dedin heirriai nanaly i and he F
bjec Wa F be ched led f r a make- p pachapplicai n. The pr Fc 1didn F
ae if a make- p pach WFId be applied f r e pache Fha I mpleely F
de ached (adhe i n Fc re Ff 4). H kvever, make- p pache Rwvere applied f r F
bjec Fwh Kid n Fhave any pa ch adhe i n E re K 3. The applican n kedi a F
a Pr Fc 1 deviai n. H Wever, he Bpplican Fdid lh F adj F he Bnaly i F
pplain de F hi deviai n. F
F rS bjec f®®, heirriai na B Imen F nDa Eggand Da ﬁgwere d ne9and F
8 min I, re pecively, afer pach removdl. The cae rep r F rm ch ain F
c mmen F ha Fhe e are F - f-wind W kriai n a B Inen Facc rding F he F
pr Fc 1. Ad rding F he pr Fc 1 (Seci n4), kinirriai na ¢ Imen Fwere F
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tooccur R R1 -30 miuRs follo R g removal of eac patc dur g ducto
p ase. T erefore, t ¢ comme ts about out-of- Rdo R rrtato assessme ts
dur gte ducto pase teC Rare otco sstet R t eprotocol. R

4. T equaltyoft esubmssR aspoor. T e study reportdd ot prov de some ecessary

formato . T e data def Ro fles dd ot co ta complete Rormato . Also t e

appl ca t’s respo ses to t ¢ ECDs Rre somet mes Romplete a d co ta Rd errors.
Follo R g are some examples. R

a.

Some data def Ro fles dd ot ave suffce t docume tato a d ere ot
clear. Spec fcally, t e var ables AVAL a d AVLC for eac parameter Ra
ADaM dataset must be clearly def ed. Ho Rver, t e datadef Ro flesdd ot
ave t em. T e appl ca t updated some data def Ro fles respo se to a
FDA request for clar f cat o of't ose var ables for all parameters. R
T eapplca tdd otsubmtt e case report forms for Subjects [ ® 6,
Also t e subm tteR case report forms co ta Rd ma y errors suR as plac Bt e
r tat o assessme tdate a d score for o e patc at a place des g ated for a ot er
patc . For example, t e rrtato assessme t fort e frst set of patc es as ot
do e for Subjec [®® but t e assessme t date a d scores ere ot left bla k for
t atpatc a dt R rrtato assessme t formato fort e seco d set of patc es
as placed t atplace stead. Addto ally,t e case report forms adtooma y
data clar fcato forms attac ed Rc oto lys o Rt e data collecto a d
record R problems t e frst place, t also makes t e data pro e to accuracy.
T R resulted Raddto al pages of protocol devato s Rere e Rprotocol
devato sare de tfedalo g R t ealready reported o es. T e arra geme t of
t ese pages s otclearly expla Rd. R
AcRord R to t e protocol, t e subjects Ro dd otretur foroevsttote
study stedur gt e ducto p ase ere structed to keept e patc es place.
T ey Rre sc eduled to rece ve a make-up patc applcato att e last vst
dur gte ducto p ase. T e study reportdd ot clearly d ffere t ate t e dual
use of t e term i oBgy “make-up patc ” fort o d ffere t purposes. I o e case,
t e rrtato score of t e make-up patc s te ded toreplacet e rrtato score
of a part ally detac ed (< 0% ad es o but ot completely detac ed) patc .1 t e
ot er case,t e make-up patc ssmply te dedtobea addto alpatc Re a
v st as sk fped to make a total of 9 patc esdur gt e ducto p ase. R
T e protocol spec fedt at ypoallerge R tape ould be appl ed to all four edges
of eac patc . Ho Rver,t ere as ome to oft sre Rorceme ttape te
cl Ral study report. I t e ECD respo se dated September 6, 2016, t ¢ appl ca t
co frmedt att e ypoallerge R tape asused o all four edges a d d ago ally
o all patc es. T B formato s ould ave bee cluded t ecl Ral study
report. R
I t e study report a d a alys s results, t e appl ca ts ould prov de a freque cy
tables o R gt e umber of appl cat o s of eac testartcle R eac comb Red
dermal respo se a d ot er effects score us It e last observat o carr ed for ard
(LOCF) for subjects Ro dsco t ued a test art cle because of u acceptable
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irritation € Crtot (Dra t Guidanc ©n Lidocain & Gc @€ commends providing C
t istabl ). C
Inr spons toan E M1 tt r,t Capplicant submitt d a list subj cts wit d tac @ C
patc G. How @ r, w Coundoutt att @€ w € subj cts wit d tac (d patc Gin C
t Cdatas t t at w € @ot includ d in t Clist. Wh € w Cpoint d it out in a C
subs qu nt E M1 tt rtot Capplicant, t Capplicantr pli dt att Gubj ctsw © C
ad not compl t d t Cstudy w € @ot includ d in t at list. It app ars t att C
applicant assum &l € at only t Csubj cts t at t Capplicant t oug t would b C
includ d int Cprimary analysis @d us @l in ormation. All data and in ormation C
s ouldb Gubmitt d @ ni t Capplicant do snott inkitmayb @s @l C
. WCnotic d t at t Clist o @ tac (d patc G t at t Capplicant provid d in C
r spons toan E D1 tt rinclud d a subj ct wit d tac (d patc Gt at did not C
av (iny d tac (d patc G according to t Cdata. Wh € w Cpoint d it out in C
anot CE M1 tt r,t Capplicant acknowl dg dt att Csubj ct was includ d in C
t Qist ffon ously. C
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2 INTROD e TIONe

2 ¢ O verview e

2 ¢ B ackground e

Lidod rm®¢(lidocain epatch 5%) is indicat d €or r 1i f of pain associat d with post-h rp tic
n uralgia. Th eatch is compris d of an adh siv emat rial containing 5% didocain 700 mg) in
an aqu ous bas . It is appli d as up to thr epatch s for up to 12 hours within a 24-hour p riod,
dir ctly to intact skin, to cov r th emost painful ar as. Lidocain , ch mically d signat d es
ac tamid , 2-(di thylamino)-N-(2, 6-dim ¢hylph nyl), is an amid -typ elocal an sth tic ag nt
and is sugg st d to stabiliz e uronal membran s by inhibiting th @onic flux s r quir d for th e
initiation and conduction of impuls s. Th eamount of lidocain eabsorb d from d.idod rm®¢is e
dir ctly r lat d to th eduration of application and th esurfac @r a ov r which th eatch ( s) ar e
appli d. Wh n us d as dir ct d, only 3 + 2% ef th edos appli d is &p ct d to b eabsorb d, e
maning at | ast 95%e(665 mg) of th elidocain ewill r main in each us d gatch. Th e
r commend d maximumedaily dos eof thr e patch s appli d simultan ously ov r a 12-hour e
p riod r sults in a m @n p ak blood conc ntration of lidocain ef approximat ly 0.13 pg/mL, and e
patch application for thr econs cutiv @ays do s notr sultinincr as d lidocain €onc ntration. e

o0 @O0

In this ANDA application, Rhod s Pharmac uticals L.P. is s &ing approval of a g n ric v rsion e
of th didocain &% ¢opical patch. e

2 ¢2 Regulatory History ¢

Th er f r nc dist d drug Lidod rm®°was approv d und r NDA-020612 on March 19, 1989. e
(b) (4)

Subs qu =mtly, th e

applicant submitt d ANDA 209190 on April 14, 2016 for th sam eproduct including th esam e
irritation and s nsitization study (RP-LID-SSI) and th esam e pharmacokin tic and adh sion e
study €RP-LID-PKO0O01). ®) @

2 e3 Specific Studies Reviewed ¢

Th eapplicant submitt d r sults from ¢wo studi s - an irritation and s nsitization study (Study
RP-LID-SSI) and a pharmacokin tic and adh sion study (Study RP-LID-PK@G01). This r vi w is
bas d on both studi s. e

o O

Study RP-LID-SSI was a randomiz d, singl -c nt r, controll d, evaluator-blind d study to e
valuat th ¢ot ntial for skin irritation and s nsitization of a t st lidocain &% transd rmal patch e
compar d to th er f r nc d.idod rm®<% didocain epatch in h althy adult subj cts. Th estudy e
nroll d 248 h althy adult subj cts. Th etudy had two phas s: irritation/induction (Days 1-22) e
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and sens wa wn challenge (Days 36-41). Each subjec was t weceve b wh pa ches

s mul ane usly n Days 1, 3,5, 8, 10, 12, 15, 17 and 19 dur ng he nduc wn phase and n Day

36 dur ng he challenge phase. Skn rr a wn as assessed us ng ‘dermal resp nse’ and ¢ her

effec s’ sc res af er each pa ch rem ovab dur ng he nduc wn phase, and 30 m nu es and 24, 48

and 72 h wrs afer pa c(g removal n Day 38. Subjecs wre enr lled a a sngle cener
n USA. w

£ 2=

S udy RP-LID-PK0O®1 ws a s ngle-cen er, rand mies% pen-label, s ngle-d se, w -per d,
cr s ver sudy assess he b wqu valence fasngle 2100 mgd se fa es f rmula wan f
1d cane 5% p cal pa ch versus reference L d derm® p cal pa ch af er a 12-h ur appl ca wn
n heal hy adul male and female subjec s under fas ed ¢ nd wns and wc mpare adhes ve
pr per es f he es and reference pa ches. The s udy enr lled 48 subjec s. Each subjec as
rand mie?v ne f w reamen sequences. In each sudy per d, hree es r hree reference
paches ere appl ed s mul ane usly, f ra 12-h ur per d,  he nfrascapular area f he back
ne hersde f hespne, wh u oelus w, wh appr x maely 2.5 cm be ween each pa ch.
Ser al bl wl samples f rde eb)mna wn f1d cane plasma c ncenra wns and PK analys s ere
baneda me 0 ( whn 90 mnu es pre-appl ca wn) and 1, 1.5, 2, 3, 6,9, 12, 15, 18, 21, 24
and 48 h urs af er pa ch appl ca wn. Pa ch adhes n as assessed 6 h urs (30 mn) f Il wng
pachapplca wnand whn30mnuespr r pachremoabusang he FDA rec mmended 5- w
p w adhes nra ng scale. Subjecs ereenr lled a a s ngle cene o
nUSA. w

s 5 <<

2.2 Data Sources w

Daaused f r hsreve ware fr m he elecr nc submsswas daed Aprl 14, 2016, May 23, w
2016, Oc Wer 21, 2016 and December 9, 2016. The pa hs are as f W ws: w

WCdsesub1\Evspr d\ANDA209190\00600\m5\da ase s\rp-1d-ss, w

\WCdsesubl\Evspr d\ANDA209190\0000\m5\da ase s\rp-1 d-pk001, w

WCdsesub1\Evspr d\ANDA209190\00601\m5\da ase s\rp-1d-ss, w

\WCdsesubl\Evspr d\ANDA209190\0001\m5\da ase s\rp-1 d-pk001, w

\WCdsesubI\Evspr d\ANDA209190\0006\m5\da ase s\rp-I1 d-ss and w

\WCdsesub1\Evspr d\ANDA209190\0007\m5\da ase s\rp-1 d-ss . w

Thedaadefn wnflesarel caeda w

WCdsesub1\Evspr d\ANDA209190\00601\m5\da ase s\rp-1d-ss, w
\WCdsesub1\Evspr d\ANDA209190\0001\m5\da ase s\rp-1 d-pk001 and w
\WCdsesubI\Evspr d\ANDA209190\0007\m5\da ase s\rp-1 d-ss. w

Theclncalsudyrep rs,pr we Isandsa s calrep rsarel caeda w

\WCdsesub1\Evspr d\ANDA209190\0000\m5\53-cl n-s ud-rep\531-rep-b_wpharm-s ud\5312- w
¢_mpar-ba-be-s ud-rep\rp-1 d-ss and w

WCdsesub1\Evspr d\ANDA209190\0000\m5\53-cl n-s ud-rep\531-rep-b_wpharm-s ud\5312- w
¢_mpar-ba-be-s ud-rep\rp-1 d-pk001. w

S me SAS ¢ des have been pr vded n he May 23, 2016 subm ss wa. They arel caeda w
20 w



WCdsesu 1\ ks lod\ANDA209190\0001\mS5\datasets\ -lid-ssi\analysis\legacy\ og ams and k
WCdsesu 1\ ks lod\ANDA209190\0@01\m5\datasets\ -lid- kOOl\analysis\legacy\ og ams. k




3 STATISTICAL o AL oATINoo

The applicant submitted results fr m twoostudies - an irritati n and sensitizati n study (Study
RP-LID-SSI, titled 8A Rand mized, C ntr lled Study t oEvaluate the Skin Irritati n and
Sensitizati n P tential fa Test Lid caine 5% T pical Patch C anpared t Lid derm 5% T pical
Patch Using a Repeat Insult Patch Test Design in Healthy Adults”), and a pharmac kinetic and
adhesi nsotudy(oStudyRo P-LID-PKO®1, titled“o AR and mized, Open-Label, Tw oePeri d,
Cr ss ver, Single D e Bi equivalence Study of Lid caine 5% T opical Patch and Lid derm® in
Healthy Adults under Fasted C mditi ns”). This review is based m b th studies. o

3.1 Data and Analysis Quality o

Study RP-LID-SSI o

The quality d the submitted data and data definiti n in this applicati n was extremely p or. The
reviewer d es n t have ¢ nfidence in the results due t the pr blems with the datasets. Here are
the main issues with the datasets and related d cuments in the submissi n. o

1. There were numer us inc nsistencies within @and detween alatasets. The datasets
¢ ntained inc mplete inf rmati n and many err rs. S me of the err rs were revealed by
the applicant nly after FDA asked f r inf rmati n a clarificati n ab ut inc nsistencies
in the datasets in Easily C arectable Deficiency (ECD) letters. There are likely many
m ae undetected err rs in the datasets. F ol wing are s me examples. o

a. The irritati n and sensitizati ns analysis p pulati ns and reas ns f r exclusi n
fr m the analysis p pulati ns did n t match between aiginally submitted datasets
and the datasets submitted m December 9, 2016 inresp nset an ECD. o

b. The adhesi n sc re f r a detached patch sh uld be 4 based m the adhesi n scale
used in the study. The patch detachment flag and adhesi n sc re were n t
c nsistent in the dataset q4- ct16.xpt submitted m December 9, 2016 (please see
Table 1d). o

c. Acc rding t dhe original submissi n the test patch of Subject J®® and the
reference patches d Subjects ®® detached during the challenge phase.
H owvever, as sh wn in Table 10, based m December 9, 2016 submissi n, the test
patches of Subject ®® and the reference patch of Subjec pn®I®©
detached during the challenge phase. These ¢ nflicting data give an indicati n o
a p ssibility d reversing the test and reference data f rs me or all subjects in the
dataset. If that happened, all analyses w aild be wr ng. This gives a str ng reas n
why inc nsistent data sh uld never be ¢ nsidered f r an appr val. o

d. In the resp nse t dhe statistical reviewer’s request sent in an ECD detter, the
applicant pr vided a list f patches that were detached and if a replacement patch
was applied within 24 h urs after detachment. The reviewer f und out that f r
s me subjects with detached patches in the list there was n oinf rmati n ab ut
detached patches in the data whereas the data ¢ ntained the same inf rmati n as

(0]
(0]
0

(¢}
(0]
(o)

© o © o

o

© o

© o o © ©

the list f r s me other subjects. When the reviewer p inted it ut in an ther ECD o
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lettertot ¢ Al MAt,t e Al Mt greedt At ed tsetddnot Aete orret A
nform & oh nd resubm itedt ¢ A Ad esond t set. A
e. T erevewer sked for 1 rf Aon bout dsre Ayt tte A remov |
dte ndtmeddnotma betweenex.x t nd d Ax t for some subje ts. T e
1 At dmiteAt e m st ke nd resubm ttedt el tterd t set. A

> >

2. Some dt defnton fles dd not Ae suff Ant do ument ton nd were not le r.
Se f Aly,tevr bles VA. nd VLC fore A Ameter n n D Mdt set
must be le rly defned. However, t ¢ dt defnton fles dd not Ave t em. T e

I Mt udted some dt defnton fles n res onse to n FD A request for
lrf Aonoft osev r blesfor II A meters. A
A
3. T e nforma oh rovded n some ECD res onses w s wrong or n om fdetk. Follow ng
re some ex mefA A
Inres onseto n ECD letter,t e Al Ant subm fted 1stsubje tswt det Aed
t As. However, t e rev ewer found outt At ere were subje ts wt det Aed
t As ntedtsett Awere not nluded nt e Ist. WheAt e rev ewer
onted tout n subsequent ECD lettertot e Al Mt te Al Atre led
t At esubje tsw A Anot ompetkdt e study were not n luded nt Alst. It
erst tte Al At ssumedt tonlyt esubjetst tt eyt oug twould
be n luded nt e rmayAn lyss Auseful nformaoh. T A s ontr rytot e
good In Al r Ae A

b. T erevewernot edt ttelstofdet Aed A est tte Al Mt rovded
nres onse to n ECD letter n luded subje twt det Aed A Ast Addnot
ve nydet Aed A As Aordngtot ed t . Wheit e rev ewer o nted tout
n not er ECD lettertot ¢ Al /Znt,t e Al At dmitedt At e subje tw A

n luded nt el sterroneously. A

> > > >

P s g I

4. Some Ae re ort forms were not subm tted. Iso, t ¢ Ae re ort forms were not well A
org nzed, Al mayAerrors nd Al too mamyAdt [rf Aon forms tA Aed wt A
dul Ae Aesordu |l Aenotes. A
A
Study RP-LID-PK001 A

Over Idt nd nlyssqu ltyfort sstudyw A Ae t ble. A

3.2 Evaluation of Study RP-LID-SSI (Irritation and Sensitization Study) A

3.2.1 Study Objectives A

T e rmayAbje tvesoft sstudy were: A
e Toeviuteteskn rrtton nduedbyto Al Al Aonoftetest | do Ane 5% A
t A omprdd to L doderm 5% ldo Ane A Afollowng 21 d ys of ex osure n A
e It y dult mdeAnd fem deAubje ts. A
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e Toev, e eskinsensiiz ionind ced by opic ppic ionof e es idoc ine 5% ,
p ,c comp red o Lidoderm 5% idoc inep ,c fer 21-d yind cionp ,se fo owed
by 48- orc, engep ,sein e, y d, mae, nd femae,;s bjecs. ,

T esecond ry objec ive of iss dyw s: ,
e To ssess ,esfey nd oer biiy of es idoc ine 5% opic ,p ,c comp red o ,
Lidoderm 5% idoc inep ,c in e , y d, mae, nd femaes bjecs. ,

3.2.2 Study Design ,

Tis w,s r ndomized singe-cener conro ed ev, or-binded s dy oev, e .,e ,
poeni for skinirri ,ion nd sensiiz ,on of es idoc ine 5% r nsderma p ,c comp red
o e reference Lidoderm® 5% idoc inep ,c in ¢, y d, s bjecs. ,

T e es ndreference prod c s were efo owing. ,
e Tes P ¢ :T e es formu ,ion of idoc ine 5% opic p c (disrib ed by R odes ,
P,mae ,ic sLP. ndma ,fc redby A ,ergon I ,1). ,
e Reference P ,c : Lidoderm® (idoc ine p ¢ 5%) (ma,fc red b ® @
for EndoP rmae ic s Inc.)

A, ppic ionsof es ndreferences dyprod c consis ed ofone-fo r of ep ,c . ,

Tes dy .d wop ,ses: ,
e Skinirri ionw s ssessedd ring eind cionp ,se (D ys1-22) ,
e Skinsensiiz ionw s ssessedd ring ec , engep ,se(D ys36-41) ,

Irritation/Induction Phase (Days 1-22):

D ring eind cionp ,se s ,dyprod cswere ppiedsimu ,neo sy o es mesiesonone ,
sideof einfrscp,r re of ebckofec s bjec.S ,dyprod cs wererep ced 3 imes ,
week y (for ex mp e Mond ys Wednesd ys Frid ys or T esd ys T, rsd ys nd S , rd ys) ,

e s me si e for 3 consec ,ive weeksres ,ingin o , of 9 ppic ,ons. T g¢ es nd reference |,
prod csfore ¢ s bjec werer ndoml ssigned o ppic ionsies design ed s pper” nd
“ower” indic ing ,e re ,ive posiioning of ep ces oec o er. T e r ndomiz ion ,
sc emeiss owninT bel. ,

Table 1: Randomization Scheme for Study RP-LID-SSI ,

Randomization sequence , Test patch site , Reference patch site |,
l, Unpper , Lower ,
2, Lower |, Upper

b

24,



Followin 6 o val of @ch patch and p io Go patch 6plac 6 nt, th €atch sit was clinically 6
ass ss dfo d a 1 spons inablind d & nn 6usin avisual scal of 0-7 that at dth d 6

of 6yth 6 , d & and oth 6f atu 6 indicativ 6of 1 itation. Oth 6 ffcts w6 atdona 6
visual scal of 0- . Th @otal of th s 6co 6 (0-13) fo 6ach patch was consid 6d th G itation 6
sco 6of ach patch at ach 6valuation ti 6 point. Patch adh sion data, bas d on a visual scal of 6
0-4asd scib din S ction 3.2.3, was coll ct dp io to 60 valof achpatch. 6

If a patch was 60 v d fo @n unacc ptabl d 6 of i itation, and a n w patch could not b 6
appli d to th Ga 6 sit , subs qu nt applications of th € oduct could b @ppli d to a diff 6nt 6
skin sit on th tack (on th Ga 6 sid éof th Gpin )inod 6to cop6lt th Gnduction phas . 6
Th 6hi h st sco 6obs v d pio to patch discontinuation was to b 6ca i d fowad fo all 6
a inin @bs @ations. Up to two chan 6s in patch application sit could occu . If a thi d patch 6
was 60 v dfo an unacc ptabl d 6 of1 itation, th Gubj ct wasto b 6xclud d fo 6both 6
th 6 itation and s nsitization analys s of th ¢ oduct, and discontinu d f o 6study pa ticipation. 6

If a patch cop6 1t ly d tach d, it was to b 6 plac d within 24 hou s and th 6ésubj ct would 6
continu 6in th 6study. Subj cts w6 to not 6h 6dat @nd ti 6 of d tach 6 nt as soon as it 6
occu 6d. If a patch could not b 6 plac d within 24 hou s, o a subj ct did not know wh na 6
patch d tach d, th Gubj ct wastob 6xclud d f o 6both th 6 itation and s nsitization analys s 6
of that p oduct, and was to b @iscontinu d f o 6study pa ticipation. 6

If patch adh sion was ass ss d as <50% adh 6d but not d tach d (o 6 than half th Ggyst 6
liftin 60ff of th 6skin without fallin 60ff), th 6subj ct was sch dul d fo @ 6 k -up patch 6
application. Th éskin 1 itation ass € 6nts fo Gh ¢patch s that adh 6d <50% w® nottob 6
includ dinth 6 itation analys s. 6

Subj cts who did not 6tu n fo 6on 6visit to th 6study sit @u in 6th 6induction phas 6w 6
instuct d to k 6p th 6patch s in plac. Thy w6 sch dul d to 6¢c iv 6a & k -up patch 6
application at th dast visit du in 6&h 6Gnduction phas . Th éa k -up patch sw6 o v d48 6
hou s lat 6and th @atchsit sw 6 ass € d. If subj cts fail dto 6tunfo 6 o val/ valuation of 6
th 6a k -up patch s, th tninth ass ss 6nt was not 6co d d. A subj ct who 6 ss d th éminth 6
ass € 6nt but had 9 patch applications was consid 6 d to hav &op6 1 t d th Gnduction phas , 6
and th @ast obs &ationwasca 1 dfowad. 6

Th induction phas was follow d by a 12- to 14-day 6st phas , and th nachall n 6 phas . 6

Sensitization/Challenge Phase (Days 36-41): 6

Subj cts who cop6 1 t d th 6induction phas ¢and th 6 st phas ¢had th 6t st and 6 f 6nc 6
p oducts appli d to naiv sit s fo 48 hou s. Th sit of application (“upp ~ o “low 6”) was th 6
sa 6 asthatus d duin th induction phas butonth oth 6sid ofth spin . Subj cts 6tun d 6
to th study sit aft 648 hou s of patch w a to hav th patch s 60 v d. Pio to 60 val of 6
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eachpach pacha he onwa a ¢ & bae onav ual caleof0-4a ecrbe n Sec on
323. 8

Thepach &wa clncallya & & 30mnue an 24 4 an 72 hour afer pa ch removal for

ermal re pon e an o her effec core n he ame manner a n he n uc on phae. A
narra ve & crp on of each reac on &rng he challenge phae wa prov & by he
nve 8gaor alongw &hanopnona o wheher uchreac on were hough obe n &a ve of
conac en 8za on. 8

If u §pro uc wa remove pror o4 hour of pachwear ue oa en 8za onreac on he
la ob erva onwa carre forwar . 8

Subjec were que 8one abou chng burnng panor orene 8a he applca on &. The e
ymp om swere recor € an compare be ween pro uc . Concomialf me ca on an a ver e
even 8wererecor ¢ an revewe a eachv 8 ohe u§ & 8

Wherea ba hng wa allowe (low ub bah/fron al hower ) he pache area wa no o be
oake an wa obekep a rya po 8ble per n ruc on o each ubjec. Subjec coul no
ue y emcor opcalanalge ¢ cor co ero 8 ornon ero alan -nflammaory rug w hn
3wek pror ofr u §pro uc applca on;or y @mcor opcalan h 8amne w &n 72
hour pror ofr u § pro uc appl ca on. The u e of make-up creams I8 on pow &r or
oher opcal pro uc o he kn area where pache were apple wa prohb e . Subjec
refra ne from exce 8ve phy calac v §orexerc e ha coul cau eper pra on. 8

Pach appl ca on pach removal an a & 8nen of pach a he on were no performe n a
bln e manner nce he e an reference pache ha  §feren appearance . Irr a on analy e
were performe nabln e manner by he nve 8a or. Th 8wa accompl he by hav ng pa ch
appl ca on pachremovalan a he ona & 8nen performe noneroomby affno nvolve
n i aonanaly 8 an kn rr a onperforme na eparaeroom. 8

Reviewer’s Comments: 8

I. A®Ror ng o he proocol f hree pache of a ubjec were move or remove for
unaccep able egree of r a on urng he n uc on phae he ubjec wa o be
exclu e from boh he & a on an en 8za on analy e of he pro uc an

con nue from wu § par cpa on. However FDA gu &nce recommen 8 nclu &g
ho e ubjec n he rr a onanaly 8 u ngla ob erva oncarre forwar (LOCF). No
ubjec wa 8con nue ue oexce 8ve rr a onn h 8 u §. 8

2. Ad®Ror ng o he proocol fapachwa a & & a <50% a here bu no eache
(a he on core of 3) urng he n uc onphae he kn rr a ona & 8nen for ha
pachwa no obe nclu e n he rr a onanaly 8§ an he ubjec wa obe che ule
for a make-up pachapplca on.I un er 80 ha he rr a on core from a make-up
pach woul replace he rr a on core of he pach ha wa <50% a here bu no

eache fonly a ngle pach ou of 9 pache ha <50% a herence w &ou be ng
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detached I  ever, the pr t ¢ 1 did n t state h I the irritati n sc res I uld be used I
hent I r maelpatches If the same type f r the same pers n had <50% adherence I
ith ut being detached In resp nse t an ECD (ECD letter date: September 16, 2016, I

ECD Iresp nse date: September 29, 2016), the applicant stated that Then there I ere I

multiple patches If the same type Iith an adhesi n sc re If 3 f r the same subject, a I

single make-up patch Ias applied and the irritati n sc re f r the make-up patch replaced I

the irritati n sc res If all the patches lith an adhesi n sc re If 3 that the make-up patch I

replaced IThe applicant adjusted the number If irritati n assessments by ¢ unting the I

number If patches n t having an adhesi n sc re If 3 and adding Ine f r the make-up I

patch t that c unt F r example, if there are 3 patches Iith an adhesi n sc re If 3, then I

the number If irritati n sc res used t Icalculate the mean I uld be 6+1=7 In the I

revie kr’s pini n, thisisn tan appr priate meth dt calculate the mean irritati nsc re I

since it essentially reduces the number If irritati n sc res unless there is Inly Ine patch I
ith an adhesi n sc re If3 The particular patch type f r that subject sh uld be excluded I

fr m the irritati n and sensitizati n analyses I

3T he study design did n t f 11 I the Draft Guidance In Lid caine Acc rding t Ithe I
guidance, patches sh uld be applied In Days 1, 3, 5, 8, 10, 12, 15, 17 and 19 during the I
inducti n phase The patches sh uld be assessed f r irritati n after patch rem ovdl and I
bef re ne Ipatch applicati n Patches applied In Day 19 sh uld be assessed In Day 12 1
Based In the pr t ¢ 1, the subjects Iere all Iedt skip a visit and keep the patches In I
until the next visit Then they Iere evaluated f r skin irritati n It resulted in having the I
same patch In f r4 Ir 5 days bef re an irritati n assessment Thile the patches Iith uta I
skipped visit lere In f r 2 Ir 3 days bef re the irritati n assessment [

4 A cc rdingt the pr t ¢ I, the subjects Th Idid n treturn f r ne visitt the study site I
during the inducti n phase I ere instructed t Ikeep the patches in place IThey I ere I
scheduled t Ireceive a make-up patch applicati n at the last visit during the inducti n I
phase IThe study rep rt did n t clearly differentiate the dual use If the termin 1 gy I
“make-up patch” f r t I different purp ses In the first case the make-up patch is I
intended t Ieplace the irritati n sc re If a partially detached (<50% adhesi n but n t I
¢ mpletely detached) patch In the sec nd case, the irritati n sc re If the make-up patch
is simply intended t be an additi nal patch Then a visit las skippedt makeat tal 9 I
patches during the inducti n phase I

P

5 Alcc rding t the pr t ¢ 1, a subject Th Imissed the ninth assessment but had 9 patch I
applicati ns las ¢ nsidered t have ¢ mpleted the inducti n phase, and the last bserved I
irritati n sc re (the irritati n sc re f r the eighth patch) ITas carried f r ard IThis I
appr ach c ntradicts the Draft Guidance In Lid caine since the guidance requires I
applicati n and evaluati n If all 9 patches unless the patch rem ovdl is due t Excessive I
irritati n In the revie lkr’s Ipini n the subjects Ih Imissed the ninth assessment sh uld I
be excluded fr m the irritati n and sensitizati n analyses I

6 T hepr t ¢ |specified that hyp allergenic tape I uld be applied t all f ur edges K each I
patch I  ever, there Ias n Imenti n If this reinf rcement tape in the clinical study I
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report. ) re po )e to ) ECD (ECD letter d te: Augu t 23, 2016, ECD re po )e d te: )
September 6, 2016 , the pplic )t co firmed th t the hypo Derge ict pew) uedo ) I )
fouredge ) ddi go )llyo ) Ilp tche . )

3.2.3 Assgssments )

Both irrit tio ) d )e )itiz tio )were ) e )ed b )ed o )the followi g r ti g )c le )give )i )
Tble2 )dT ble3: )

Table 2: Dermal Response Rating Scale )

Score ) | Skin Appearance )

0) No evide ¢e of irrit tio )

1) Mi im d erythem g b rely perceptible )

2) Defi ite erythem a rg dily vi ible, or mi imd edem ao) mi imdp pul r )
re po )e )

Erythema )dp pule )

Defi ite edema )

Erythem a edema ))dp pule )

Ve icul reruptio )

N[N ||~ |W
N N [ N [~

Stro gre ctio ) pre di gbeyo dthe pplic tio ) ite )

Table 3: Applicant’s “Other Effects” Rating Scale )

Score ) | Observation )
1) Slightly gl zed pe r )ce )
2) Mrked gl zed ppe r )ce )
3) Gl zi gwithpegli g )dcrcki g )
4) Gl zi gwithfi jyre )
5) Film of yried erou kxud te yoveri g )l orp dtofthe p ich jte )
6 ) Sm dl petechi lero io ) dfor ¢ b )
0) No other ob erv $io )

Skin Irritation Aspessments )

Followi g remov | of e ch p tch ) d prior to p tch repl ceme t, the p tch )ite w) cli ic Ny )
e Jd fordermd rg po )e ) dothereffect i ) bli dedma )rui gthe boverti g t le. )

At e ch ) e )me t time poi t for e ch )ubject, for e ch product, ) irrit tio ) core ( S )w)
¢ lcul ted by )di gthedermd g po )e Yore to the other effect )core. )
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SkinSen ii ri nAre men r

Sensitization assessments of the site of each patch application we e made app oximately 30
minutes and 24, 48 and 72 hou s afte patch emoval in the challenge phase. The same ating
scales as used du ing the induction phase we e used. A na ative desc iption of each eaction
du ing the challenge phase was p ovided by the investigato , along with an opinion as to whethe
such eactions we e thought to be indicative of contact sensitization.

Adhe i nAre mnen r

Patch adhesion was assessed p i0 to patch emoval by qualified study site pe sonnel. The
following adhesion scale was used to eco d a sco e fo each individual patch.

0 =2>90% adhe ed (essentially no lift off the skin) r

1 =2>75% to <90% adhe ed (some edges only lifting off the skin) r

2 =2>50% to <75% adhe ed (less than half of the patch lifting off the skin) r

3 =>0% to < 50% adhe ed but not detached (mo e than half of the patch lifting off the skin but
not completely detached) r

4 = 0% adhe ed - patch detached (patch completely off the skin) r

Due to the diffe ences in appea ance of the patches, blinding of the evaluato fo patch adhesion
was not possible.

If patch adhesion was assessed as <50% adhe ed but not detached (mo e than half the patch
lifting off the skin without falling off), the subject was scheduled fo a make-up patch
application. The skin i itation assessment fo the patch adhe ed < 50% was not included in the
1 itation analyses.

Reviewer’s Comment: t

The applicant used a diffe ent ating scale fo “othe effects” than what is ecommend by FDA in
D aft Guidance on Lidocaine. Although the othe effects catego ies a e identical betwaen the
applicant’s and FDA’s scales, the nume ical values associated with the catego ies based on the
applicant’s scale a e highe with a wide ange than those based on the FDA’s scale. The
applicant did not use any lette sco e fo the othe effects. The othe effects ating scales based
on the applicant and FDA a e p esented side by side in Table 4. The applicant’s othe effects
ating scale inc eases the 1 itation sco e (de mal esponse sco e + othe effects sco e). This
inc eased 1 itation sco e makes both the nume ato and denominato of the test statistic, which is
a atio (Test/Refe ence), la ge and thus the atio close to one nume ically. The efo e, the test is
mo e likely to be found non-infe io to the efe ence with the applicant’s ating scale. The
eviewe used the FDA- ecommended scale fo the analyses of 1 itation and sensitization.
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Table Rp aris n f Applicant’s and FDA’s “Other Effects” ating Scales R

Applicant’s | R FDA’s Scale R | Observati n R
Scale R | Letter | RueRric | R
Sc R R Scre R
0 R NR 0 R | No observation R
1 R AR 0 R | Slightly glazed apfRarance R
2 R B R 1 R | Marked glazed apfarance R
3R CR 2 R | Glazing with peeling and cracking R
4 R F R 3 R | Glazing with fissures R
5 R GR 3 R | Film of dried serous exudates covering all or part of the R
patch site R
6 R HR 3 R | Small petechial erosions and/or scabs R

3.2. R hanges in the Study Raduct R

The induction phase for Cohort 2 was shortened by one day (total 20 instead of 21 per protocol).
The patch application schedule for the induction phase for Cohort 2 of this study was Tuesday,
Thursday and Saturday and the first patch application of all subjects in this cohort was Tuesday,
November 5, 2013. This schedule meant that the last dose application for the induction phase
would be on Saturday, 23 November 2013 and the last skin assessment would be on Tuesday
November 26, 2013. If subjects required a make-up patch application, this would occur on the
latter date and the subsequent skin assessment would be on Thanksgiving, Thursday, 28
November 2013, requiring subjects to return to the clinic on Thanksgiving for this assessment.
Due to the concern regarding potential subject compliance, a decision was made to have the last
scheduled skin assessment and make-up patch applications, if required, for Monday, 25
November 2013 instead of Tuesday, 26 November 2013 to avoid this conflict. This change was
documented in a note to file (dated 11 February 2014). R

Reviewer’s Comment: R

AdRording to the protocol, if a patch was assessed as <50% adhered but not detached (adhesion
score of 3) during the induction phase, the skin irritation assessment for that patch was not to be
included in the irritation analysis and the subject was to be scheduled for a make-up patch
application. The protocol did not state if a make-up patch would be applied for the patches that
completely detached (adhesion score of 4). The data and an inspection report by the Office of
Study Integrity and Surveillance (OSIS) revealed that make-up patches were applied for subjects
who did not have any patch adhesion score of 3. The OSIS report noted that the study was not
conducted according to the investigational plan. The OSIS report indicated that there were 12
subjects (Subject ID [0 ®©
who had completely detached patches (adhesion score of 4). The reviewer found more such cases
(please refer to Table 9). R

RARRARARRRARARRA

RARRRAARRAR
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325 St n n points n

3.2.5.1 Applicant’s m points n

Primary e dpoi ts: n

e Dermal respo se scores a d scores for other effects collected duri g the i ductio mphase
to evaluate the ski irritatio rpote tial of the study product. n

e Dermal respo se scores a d scores for other effects collected duri g the challe ge phase
to evaluate the ski se sitizatio pote tial of the study product. n

e The mmber of patches removed due to a m acceptable degree of irritatio . n

e The mmber of days u til sufficie tirritatio mccurs to preclude patch applicatio . n

Seco dary e dpoi t: n

e The i cide ce of treatme t-emerge t adverse eve ts, 1 cludi gitchi g, bur i g, pai or
sore ess at the applicatio mite, a d study disco ti uatio n formatio . n

3.2.5.2 Reviewer’s m points n

I dhe followi g defi itio s, the irritatio nscore for a patch is calculated as the sum ofndermal
respo se a d numeric other effects scores based o nthe FDA’s recomme ded scori g of these
two items as show ni Table 2 a d Table4. n

Primary e dpoi t for irritatio : n

The reviewer’ primary e dpoi t for irritatio nis the mea nrritatio mscore which is defi ed for a
patch type for a subject as the mea mf irritatio rscores observed after removal of each of the 9
patches of that patch type for that subject duri g the i ductio mphase. If a patch is disco ti ued

n
n
n

due to excessive irritatio , the last observed score is carried forward for the rest of the i ductio n

phase before calculati g the mea nrritatio rscore. n

Seco dary e dpoi ts for irritatio : n

e The proportio mf subjects with a mea 1 gful degree of irritatio r(irritatio score >3 ata y n
time poi t) n
e The time to patch disco ti uatio rfor excessive irritatio r(irritatio score >3). n

Primary e dpoi t for se sitizatio : n

Irritatio 1scores at 48 a d 72 hours after patch removal duri g the challe ge phase. n
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3.2.6 Sat Siz Consid rations t

The applican t arge ed a sample size o6f 200 evaluable subjec s based on the indusry and t
regula ory s andards for de ermina ion of dermal sensi iza ion po en ial. In the absence of any t
sensi iza ion reac ions, a 95% upper confidence boundary on he popula ion ra e of sensi iza ion t
would be 1.5%. Approxima ely 250 subjec s were enrolled and randomized in order o have 200 t
evaluable subjec s comple ¢ he s udy. t

3.2.7 Statistica Methodo ogi s t

3.2.7.1 Ana ysis Po u ations t

At icant’s Ana vsis Po u ations: t

Tes Irri a ion Analysis Popula ion: t

The Tes Irri a ion Analysis Popula ion includes all subjec s who received all es pa ches such t
ha sequen ial es pa ch applica ions were no de ached from h¢ skin for longer han 24 hours t
during he 21-day induc ion Phase (unless he pa ch was removed for an unaccep able degree of t
irri a ion). If a es pa ch de ached and could no be replaced wi hin 24 hours, or a subjec did no t

know when a es pach de ached, he subjec’s es pach was b be excluded from he Tes t

Irri a ion Analysis Popula ion. t

Reference Irri a ion Analysis Popula ion: t

The Reference Irri a ion Analysis Popula ion is defined for reference pa ches in a similar way o t
he Tes Irri a ion Analysis Popula ion. t

Full Irri a ion Analysis Popula ion: t

The Full Irri a ion Analysis Popula ion includes all subjec s who were in bo h he Tes Irri aion t
Analysis Popula ion and the Reference Irri aion Analysis Populaion. The Full Irri aion
Analysis Popula ion was used for all irri a ion analyses requiring paired es /reference irri a ion
daa. t

= =

Tes Sensi iza ion Analysis Popula ion: t

The Tes tSensiiza ion Analysis Popula ion includes all subjec s who received tes tpa ches
(challenge phase) and who have comple ed he induc ion phase, wearing he es pa ches for he
enire 21 days and tomple ed the res phase. Addiionally the challenge es pach mus te
a ached for 48 hours (unless the thallenge tes tpa ch was removed due to a sensiiza ion
reac ion) wi h he subjec re urning for evalua ion a leas 24 hours af er removal of he challenge
es pach. t

= = = = =
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Reference en g a on Analy q Popula on: q

The Reference en q a on Analy q Popula on defned for reference pache na miar
way o he Te en q a on Analy q Popula on. q

Full en g a on Analy q Popula on: q

The Full en q a on Analy q Popula on nclude all ubjec who were n boh he Te
en q a on Analy q Popula on and he Reference en q a on Analy q Popula on. The Full
en q a on Analy q Popula on wa ued for all en q a on analy e re urng pared
e /reference en q a ondaa. q

afe y Popula on: q

All ubjec who rece ved a lea one applca on of e her udy produc were ncluded n he
afe y Popula on. ¢

FDA’s Analysis Populations: q

Per pro ocol popula on for rr a on (PPPI): q

The PPPIcon q ofpach ype for he ubjec whohad he udyproduc appled e uen ally
o he ame @ for he en re 21 day nduc on pha e (w chou any per od of de achmen longer
han 24 hour ) o be evalua ed for he cumula ve rr a on effec, or fa pach moved or
removed due o exce qve 1r a on. In he even ha a pach wa moved or removed due o
exce qve rr a on, he la ob erved core pror o d con nua on of he fr pach ge
carr ed forward for all remanngob erva on n he rr a onanaly q. q

Per pro ocol popula onfor en g a on (PPP ): q

The PPP qcon q ofpach ype for he ubjec gwho have worn he udy produc w dou any
per od of de achmen longer han 24 hour ) for he full 21-day nduc on pha e and he en re 48-
hour challenge pha e and have re urned for a lea one of he cheduled evalua on a 48 and 72
hour af er removal of he challenge pa ch. If a udy produc  removed pr or o he end of he
48-hour challenge pha e due o an n olerable reac on, he appl ca on @ hould be evalua ed a
24,48, and 72 hour af er pa ch removal and ncluded n he en q a onanaly qu ng hela
ob erva on carr ed forward (LOCF). q

afe y popula on( P): q

All ubjec who had a lea one pa ch appl ed were ncluded n he afe ypopula on. q

Naptal

Q0 0 0 0,0

q
q

Q0 0 0,0
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Reviewer 1 _mment : 1

1. The FDA’s PPPI def ned above and the comb ned collect on of test patches from the
subjects n the appl cant’s test 1ir tat on analys s populat on and the reference patches
from the subjects n the reference 1r tat on analys s populat on are same. However, the
appl cant d d not spec fy how the m 8s ng observat ons w 1l be handled when the patches
are removed due to excess ve irr tat on. In th s study no patch was removed due to
excess ve 1Ir tat on. i

2. The FDA’s PPPS s almost same as the comb ned collect on of patches n the appl cant’s
test sens t zat on analys s populat on and the reference sens t zat on analys s populat on

except that PPPS has an extra requ rement of the challenge phase patches to be evaluated
at least once at or after 48 hours after patch removal. 1

3.2.7.2 Analysis of Irritation i

Applicant’s Analysis Methods: 1

The 1r tat on score (0-13) for each study product at each evaluat on was the sum ofithe dermal
response score (0-7) and the score for other effects (0-6). The cumulat ve 1r tancy ndex (CII)
was def ned as the mean of 1r tat on scores across all assessments dur ng the nduct on phase.
The cumulat ve dermal response ndex and the cumulat ve other effects ndex were also def ned
s mlarly. All these three ndexes were generated for test and reference study product for each
subject and summar zed by treatment and by cohort. The ind v dual CllIs, the ind v dual
cumulat ve dermal response ndex and the nd v dual cumulat ve other effects ndex generated
dur ng the induct on phase were tested for product d fiferences us ng the 2-way analys s of
var ance (ANOVA) nclud ng ma n effects of subject and product, w thout nteract on us ng the
PROC GLM model. The test product was to be no more ir tat ng than the RLD, as def ned by
the upper bound of the one-s ded 95% conf dence nterval of the d fiference between the products
be ng no greater than 0.11. 1

Ind v dual ClIs generated dur ng the challenge phase were summar zed by treatment and by
cohort. A frequency table d splayed the number of appl cat ons of each study product w th each
rr tat on score at each evaluat on t me po nt by treatment and by cohort. Subjects’ max mum
1T tat on score, max mum dermal response score, max mum other effects score, total number of
observat ons w th a max mum 1r tat on score of 13, a max mum dermal response score of 7, a
max mum other effects score of 6 and the number of patches that were removed due to an
unacceptable degree of 1r tat on were summar zed by treatment, cohort, t me po nt and overall. 1
The stat st cal compar sons of the test and reference products n each cohort and overall for total
number of observat ons w th a max mum rritat on score and the number of patches that were
removed were performed us ng McNemar’s test on the Full Irr tat on Analys s Populat on. i

The number of days untl suffcent 1rtaton occurred to preclude patch appl cat on, was
calculated and summar zed for the test and reference study products and cohort. The stat st cal
34
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compar o (O Ghe te t a d re ere ce product , overall a d wth Ceach cohort, wa @er ormed C
u Cg the Kapla -Me er te t u Cg the SAS procedure PRO CLIFETEST. A Kapla -Me er curve C
wa (ge erated by treatme t or overall a d wth Ceach cohort o Ghe Full Irrtat o (A G@ly C
Populato . C

I a patch wa @emoved ©r a @ acceptable degree o Grtato G d a @w patch could Wt be C
appl ed to the @me Cte, the h ghe t core ob erved pror to patch d €o t uato Gva Carred C
orward or all rema C g ob ervat o C Sub eque tappl cat o Co the product were appl ed toa C
d CGre t € C te C order to complete the I duct o (Pha e. Subject were requ red to have a C
mi @hum o @ patch appl cat o Cdur gthel ducto ®Phae. C

Reviewer’s Primary Analysis Method: C

For the pr mary a aly Co the prmary e dpo @& a @ aly Co vara ce (ANOVA) wa per ormed C
wh ch the mea Crrtat o Ccore wa @reated a ¢he depe de t var able, a d @bject a d treatme t C
were treated a Cxede €ct. C

Reviewer’s Method for the Analysis of the Binary Endpoint: C

The b Gry e dpo @ the GQumber o Cubject wth a mea Cgul degree o Crrtato (0> 3) C
a alyzed Cthe PPPI. C

The object ve Ctote ta © - Cer or ty hypothe Ca (Wllow : C
Hy: P, =P, >0 (ot o - CGror) C
Hi: P.—P, <6 (o0 - Cror), C
where P.a d @,are the proporto Co €1 (ally Cg Cca t f£tato (Or e Ctzato {*eve t”) C

or TEST a d RLD, a d 8 Ca pre- pec €d ® - Crorty marg C The Cg Cca ce level C
0.05. No - Crorty Ce tabl hed Cthe upper bou d (UB) o ¢he o e- ded 95% co Cde ce C
terval o @, — P, le Gha ©r equal to 6. The tabulato © eve t/ o -eve t or Te ta d RLD

a Qllow C C

Total €atb+ct+d C Tet C
No Eve t C|Eve €CC
No Eve €C|la C b C
RLD € Eve t C c C d C

Let C

=total Gmber o Cubject ; C
b= @mber o Gibject w tha €gat ve outcome ( rftat o Ce Ctzat o ©r detachme € u Cgthe C
te t but 6t the comparator; C
c = @Wmber o Gubject w th a E€gat ve outcome ( rtat o Ce Ct zat o ©r detachme € u Cgthe C
comparator but 6tthete t. C
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. . . . b- .
Thema he o o ion iffeen e P.—P,.anbeesimae by hequaniy —  afe asim de
n .

eivaion Thee ae iffeen ways o al ulae heu .e boun of he ma he .0 o ion
ifften e P.—P,. A ommon way is o use he McNema meho ! base on no mal

a . oximaionun ¢ helaw ofla ge numbe s The UBis al ulae as follows:

_ _ 2
. mmijm_@_w

n n n .

S hui mann®> o ose a iffe en way of no mala . oxima ion by ombining Nam’s® an Liue
al’s*a . oa hes Base on hesimulaion esuls, S hui mann? e ommen e ano .imal no mal
a . oximaion whi h .eseves be e yele o fo smalle aes omme o McNema
me ho .

Le 7= é‘+cc—5

n .

A b—C . . . . 1 * a
whe e 0=- , he oninuiy o e ion,cc=-, & .=max(J,
n n

The one-si e 95% u .e boun (UB) fo he ma he .o o ion iffeene, P.—P,, is he

S))

value of 6 ha makes Z=Z7,,,=—-164 . S hui mann’s me ho was use in his saisi al

e o . Fo any given non-infe io 1y boun 6, he null hy o hesis Hy may be eje e if his 95%
u.e onfi en e boun fo he quaniy P, —P, is less han o equal o 9, ha is: U < 6.

Reje ion of he null hy o hesis Hy su .0 s he on lusion of non-infe io iy of he es o he
ompmao

3.2.7.3 Analysis of Sensitization .

Applicant’s Analysis Methods:

Sensiizaion of es vesus efeene suy .ou.was base oni iaion s oes obaine
uing he hallenge hase an whe he he ea .ons we e in i1 aive of a sensi iza ion ea .ion
by heinvesigao .

A skin sensi iza ion ea .ion was efine as he evelo men,a hesie of e-ex osue o he
a h, of efinieeyhema ombine wih he .esen e of any of he following signs: a ules,
e ema, vesi les, bullae, a king, fissu ing, wusing, eeling, 0 s ea beyon he onfines of
a ha.liaionsie Suh ea .ons wee equie o havea ime ouse ommible wiha .
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sensitiz ti n @ @i n;th tis,su h 6 ¢ &1 n 6 u 6ng & the beginning 6f the indu ti n ph se 6
w uld be deemed 6sign &' p i 6sensitiz ti n, nd e @i ns whi h makeédly imp 6ved within 6
72-9 h u Gimef me weent h 6 teisti 6f lle gi 6esp nse, nd we e @A ssified 6s n 6
i it nt esp nse. Skin sensitiz ti n @ @i ns w @ld m stdikely 6 u Gn the t Henge ph se, 6
Ith ugh they 6 uld 6 u 6l te 6in the indu ti n ph se, md wald h ve 6 time 6 use 6
h 6 teisti 6f Type IV del yed hype sensitivity e @i ns. 6

Sensitiz ti n by time p int w 6 summa fred using numbe 6nd pe @nt ge @dtestedf 6p &dut 6
diffe en es using McNém a’$test. If the study p 6du tw s emoved pi 6t 48 h usduet 6
sensitiz ti n e @i n,thel st bsevtinws 6 iedf wo6d nd the subje t w s in luded in 6
the sensitiz ti n @ lysis. 6

Reviewer’s Analysis Methods: 6

The D 6ft Guid n e @ Lid 6 ine st tes the f 11 wing: 6

F 6¢ thtest @i le, individu Hy ev lu te e ¢h PP subje t with 6 mbineds 6e €2 6 ge te 6
t48 6 72 h us fte pth emovd duing the t llenge ph se f 6p tenti 1 sensitiz ti n. A 6
n 6 tive des ipti n 6fe ¢h e @i n in the t llenge ph se sh uld be p 6vided, t gethe with 6
the ¢pini n & the investigt 6 st whethe su h e @i ns 6e feltt beindi tive & 6 nt t 6
sensitiz ti n. C nside 6 subje tt be p tenti lly sensitized if 6l f the f 11 wing 6itei 6 e 6

met: 6

The subje th s tle st neevIutin 6 u ing Gmoetth n24h us(e.g., t48 6 72 6
h us) fte the emov@ fthe h Bengeph sep t h. 6

b. The subje th s 6 mbined “de md @sp nse” ad “ the effe ts” numei s 6e &€ t 6
le st2 @thei I stev lu ti nduingthe h Henge ph se. 6
The 6 mbined “de md @sp nse” @d “ the effe ts”numei s 6es @t ined du ing the 6
h Henge ph se ev lu ti ns 6e gene @ly highe 6h n the 6 mbined “de md @sp nse” 6
nd “ the effe ts”’nume i s 6es bt ined du ing the indu ti nph se. 6

d. If the subje t 6mpleted 6 ¢ h Henge ph se, the ® ve 3 6ite i we e met du ing b th 6
the h Henge ph se ndthe e h Henge ph se. 6

FDA’s dete min ti n € sensitiz ti nused the e 6mmend ti nsp 6vided in the guid n e. 6
The @viewe ’s meth d f 6 n lysis & sensitiz ti n is s me 6s th t f 6the tm lysis & bin ¢ 6
endp intdes Gbede die. 6

3.2.7.4 Analysis of Adhesion 6

Due t the diffe en esin ¢ppe 6n e € the p t hes, blinding Gtheev lut 6f 6p t h @hesi n 6
w6 n tp ésible. If p t h Ghesi n w6 6sessed 6 <50% dhe ed butn tdet ted (moetth n 6
h If the system lifting &f f the skin with ut f lling &), the subje t w s s heduled f 6 md&e- 6
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up patc app cat v. T e sk v rrtat v assessme t f r t e patc ad ered < 50% was vt
cuded te rrtat va ayses. v

Ad es v data f reac study pr duct was ¢ vecteda ddspayedt d cume tt atad es v f
t e study pr duct was adequate f rt esk vrrtat va dse stzat va ayses. Ad es v sc res
fr ma patc es wt v eac treatme t were summed a d d vded by t e umber fsc rest
cacuate a cumuat ¢ ad es v wex f r eac subject by ¢ v rt. N vstatstca tests were
perf rmed v ad es v data. T ta umber f patc detac me ts, per subject, f eac study
pr duct duct v p ase was summarzed wra a dbyc vrtfrtefu rrtat vaayss
p puat v. v

3.2.8 Subject Disposition and Analysis Populations v

Atta f248 eat y adut subjects were e tered ¢ t s study a d rece ed at east ve
app cat v fpatc es. A vsubjects were cuded t esafetyp puat v. v

Subjects were d sed tw vc v rts. A vsubjects t efrstc v rt adt e frstpatc app cat v
August 20, 2013 a d t e subjects vt esec vdc vrt adt e frst patc app cat v v
N vember5,2013. T efrsta dt esec vdc v rts ad 123 a d 125 subjects, respect ey. Vv

T ePPPla dPPPSrefert t eperprtc vp puat vfrrrtat vadperprtc vp puat v
frsestzat v, respect ey. At wg teapp catdd vtusetesetermi vges vte
prtcvirtestudyrep rt, ts vadbe wedt att e FDA’s PPPI s same ast e ¢ mb ved
c vect v ftestpatc es fr mt e subjects t e app ca t’stest rrtat va ayssp puat v
a dte refere ce patc es fr m t e subjects vt e app ca t’s refere ce wwtat v a ayss
p puat v.T esame s eary true f r PPPS. P ease refert Sect v 3.2.7.1 f rm aeweta s. v

T e FDA re ewer ¢ vs dered s x d ffere t PPPIsa d s x d ffere t PPPSs duet ssueswt t e
desg adc vduct ft estudyad c vsste tdata. T ese p puat vs are amed as PPPII,

PPPI2, etc. a d PPPS1, PPPS2, etc., respect ey. PPPIl a d PPPS1 aret e argestp puat vs.

A v t er PPPIs are subsets fPPPI1 a da t er PPPSs are subsets fPPPS1. I t sa d ater

sect vs FDA’s PPPI a d FDA’s PPPS wv mea PPPI1 a d PPPSI, respect ey u wss
t erw se stated. v

3.2.8.1 Applicant’s Subject Disposition and Exclusion from Analysis Populations v

. () (6)
F wur subject wt drew fr mt estudydur gt e duct v p ase.
F vt esesub v excuded fr mt e PPPIa d PPPS by t e app ca t
te rg wa ysubmtited dataa dbyt e FDA re vewer. I t e dataset subm tted vDecember 9,
2016, t ese subjects were excuded fr m t ¢ PPPI but wuded vte PPPS wt wt ay
expa at v. v
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Subjec | ®® did no 4ave any pa ch apglica ions af er He four h se 4f pa ches, Subjec [mE®

did no 4ave any pa ch apglica ions af er He fif h se 4f pa ches, Subjec [ () ©)
did no 4ave any pa ch applica ions af er he firs de 4f pa ches, Subjec W®® did no 4have 4
any pa ch applica ions af er He six h se 4f pa ches and Subjec s ®® did no 4

have any pa ch applica ions af er #e second se 4f pa ches during 4e induc ion phase. Boh 4
pach ypes of hese subjec s were excluded from hd PPPI and PPPS by he applican and he 4
FDA reviewer. 4

Subjec s ¢ ®® did no have he skin irri a ion assessmen on Da - Eggfor he firs 4

se of pa ches during he induc ion phase. The applican excluded bo h pa ch ypes for Subjec 4

®® from h&PPPI and from h&PPPS and included bo h pa ch 4pes for he Subjec 4

®® in e PPI and PPPS in 4e da ase 4ubmi ed on December 9, 2 4 . Boh pa ches for 4

Subjec 41®® and e reference pa ch for Subjec 41®® were included in 4e PPPS in 4he 4

originally submi ed da a. Afer reviewing e case repor forms he FDA 4eviewer excluded 4
hese pa ches from bo h PPPI and PPPS. 4

Subjec ®@4id no have he skin irri a ion assessmen on Day [{gfor he second se of pa ches
during he induc ion phase and Subjec ®® did no have he skin irri a ion assessmen on Day
@@for he fifh se of pa ches during 4e induc ion phase. The applican 4xcluded bo h pa ch
ypes for hese subjec s from h&PPPI bu included hem in he PPPS in he originally submi ed
da a. The applican included hem in bo h PPPI and PPPS in he da ase submi ed on December
9,2 4 . Afer reviewing he case repor forms he FDA deviewer excluded bo h pa ch ypes for
Subjec s ®® from bo h PPPI and PPPS. 4

NN

Subjec 4m®®© comple ed 4he induc ion phase bu 4was discon inued from hé sudy by 4he
inves iga or before he challenge phase because he principal inves iga or decided ha i was in
he subjec ’s bes in eres . The applican included bo h pa ch ypes for he subjec in he PPPI in
he originally submi ed da a bu excluded from hé&PPPI in he da ase submi ed on December
9,2 4 . Afer reviewing he case repor form, he FDA feviewer decided o include bo h pa ch
ypes for he subjec in he PPPIL. Bo h pa ch ypes of he subjec were excluded from hé& PPPS 4
by e applican 4n 4e originally submi ed da ase and by e FDA 4eviewer. However, bo h 4
pa ch ypes were included in he PPPS by he applican in he da ase submi ed on December 9, 4
2 . 4

~p A p

Subjec m®®was discon inued due o concomi an 4nedica ion. The case repor form for he 4
subject 4vas no 4ubmi ed. Based on 4e da ase , no more pa ches af er he hird pach were 4
applied during he induc ion phase for his subjec . Therefore, bo h pa ch ypes for his subjec 4
was excluded from helPPPI by he applican and he FDA reviewer. 4

Subjec F®® comple ed he induc ion phase bu did no par icipa e in he challenge phase due o 4
hosp#aliza ion before he challenge phase. Pro ocol devia ion due o use of res ric ed medica ion 4
occurred afer he comple ion of he induc ion phase bu 4before e challenge phase. The 4
applican included bo h pa ch ypes for he subjec in he PPPI in he originally submi ed daa 4
bu excluded hem from he&lPPPIin he da ase submi ed on December 9,2 4 . Af er reviewing 4
he case repor form, he FDA reviewer decided o include bo h pa ch ypes for he subjec in he 4
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PPPI. Bo A A y es of A subje Awere ex luded from A PPPSby A Ali A nd A
FD Areviewer. A

Subje 4 @@ ompdead eindu Aon Ase nds red e Allenge Asebu didno Ae ny
skin irri Aon ssessmens due o os i liz Aon. Pro o ol devi ion due o use of resri ed
medi Aon o Aurred during e Allenge Ase. T e Ali n in ludedbo A A vy esfor e
subje in e PPPIin e origin lly submi ed d A bu ex luded from e PPPIin e d Ase
submi ed on De ember 9, 2016. Aer reviewing A& /Ae re or form, A FD A reviewer
de ided oin ludebo A A y esfor esubje in ePPPl. Bo A A vy esof esubje
were ex luded from ePPPSby e Ali A nd eFD Areviewer. A

Subje Am®® did no Ave A eig A nd nin A A Ali Aons nd Iso skin irri Aon
ssessmen w sno erformed for eseven A A during eindu Aon Ase.T esubje w s
os i lized on D A®® of ¢ indu Aon Ase nd ook medi Aon ro ibied by e roo ol

T e re son for e rly ermin Aon in A Ae re or form is given s non- omfdiA e wi A
roo ol. Bo A A yes for As subje Awere ex luded from Ac PPPI nd PPPS by 4

li A nd eFD Areviewer. A

Subje Av®® ski &d A D A®® visi during A indu Aon Ase. For As subje A A skin
irri Aon on D A®® nd D A [|§were sdessed 1 nd 2 minu es ou side A window, res € Avely,
during eindu Aon Aseb sedon e ommensin e roo oldevi ionse ionof e Ae
re or form. In A& Allenge Ase, 24 ours os- Ali Aon skin irri Aon dshessmen w A
olle ed 82 minues ou of e window nd 72 ours os- Ali Aon ssessmen w sno done.
Te Ali n in ludedbo A A y esfor esubje in e PPPI nd PPPSin e origin lly
submi ed d A bu ex luded from e PPPI nd PPPSin e d Ase submi ed on De ember 9,
2016. T Airri Aon sAessmen s on D A 8 nd D A Eggwere done 9 nd 8 minu es, res e Avely,
fer A remov Il. Aording o A roo ol (Se Adon 4), skin irri Aon sdessmen s were o
o Air wi in 15-30 minu es following remov 1 ofe A A during indu Aon Ase. T erefore,
e ommens bou ou-of-window irri ion ssessmen s during eindu Aon Asein e CRF
re no onsis en wi e roo ol. T e ou-of-window ssessmen 24 ours nd e missing
ssessmen A72 ours fer A remov | during A& Allenge Ase did no e A A
eligibiliy of e Allenge A es obein luded in e PPPS. ferreviewing e Aere or
form, A FD Areviewer de ided o in lude bo A A y es for A subje Ain A& PPPI nd
PPPS. However, Ase A es were ex luded from some of A irri Aon nd sensiiz Aon
n lyses (w An using PPPI2, PPPI4, PPPI6, PPPS2, PPPS4 nd PPPS6) by FD A due o
ski Advisi ( le serefer o T ble 8). A

T A Allenge Ase A es for Subje Av®® were removed before 44 ours fer Ali Aon.
Te Ali n ex ludedbo A A esof issubje from PPPSin e origin lly submi edd A
bu in luded emin ePPPSin ed Ase submi ed on De ember 9, 2016. fer reviewing

e sere or form e FD Areviewer ex luded ese A esfrom ePPPS.Bo A A y es
for issubje Awverein ludedin ePPPIby e Ali A nd eFD Areviewer. A

T e referen e A  for Subje A ®® nd bo A A es for Subje ®® in A
llenge Ase de Aed rior o 48 our fer Ali Aon nd A de A men ime wA

> > > > >

> > > > > > > > > > > > > > >

> > > >
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unknown. patc , wr , xclud d from t,, PPPS by t , applicant in t , originally ,
ubmitt d data ,tbutinclud dint ,PPPSint ,data ,t ubmitt donD . c mb r9 2016. Aft r ,
rviwingt ,ca,rportformt ,FDArviwr xcluddt , patc, fromt , PPPS. Bot ,
patc ,typ , fort , ubj ct wyr includ dint ,PPPIbyt ,applicantandt ,FDA T« vi wr. ,
How ,v r ,omepatc , of Subj ct fn®® d tac ,d duringt , inductionp a ,(r frto ,
abl 9). R plac mat,patc , w r appli d wit in 24 ,our aft r d tac met,int , ca , of ,

Subj ¢ @

A ,id -by- id ,compari on of t , ubj ct wit atl a ton , xclud d patc ,from PPPI in ,it r ,
t , applicant’ original ubmi ion ort , applicant” D ¢ mb r 9 2016 ,ubmi ion along wit ,
t ,raon for xcluioni pr ,nt din ,abl 5. A ,imilar compari on for PPPSi pr ,nt din ,

abl 6. A compari on oft ,applicant’ and FDA’ d t rmination about inclu ion and xclu ion ,
of patc , in PPPI and PPPS fort , ubj ct wit atl a ton ,patc , xclud d from PPPI or PPPS ,
inatl a ton ,oft ,two ubmi ion mation dabov i pr ,nt din abl 7. ,

Table S: Comparison of Excluded Patches from the Applicant’s PPPI Between the Original ,
Submission and the December 9, 2016 Submission ,

Subject |, Original submission , December 9, 2016 Submission
ID, |Excluded| Reason for exclusion , | Excluded | Reason for exclusion form
from | form PEPI , from | PPPI ,
PPPI , PPPI ,
(Both (Both
Patches) |, Patches) |,
Y, Subj ctdidn’tr c iv jall ,|Y, 1. An ,dforaconcomitant |,
patc , m alication pro ibit dbyt ,
protocol ari
2. R trict d maigation ,
, l, 1. Advy , vnt ,
2. R trict d m digation ,
, Subj ctdidn’tr c iv jall ,|Y, Voluntary wit drawal
patc ,
, Subj ctdidn’tr civ jall ,|Y, Voluntary wit drawal ,
patc ,
, l T, principal inv ,tigator ,
dcid dt atiti int , ubj ct’ ,
b, ,tintr t ,
, Subj ctdidn’tr c iv jall ,|Y, Non-compliant
patc ,
, Subj ctdidn’t av a , Y, Non-compliant
minimum of 9 irritation ,
cor ,during Induction ,
Pa,
Y, Subj ctdidn’tr c iv jall ,|Y, 1. Non-compliant
patc , 2. Non-compliant |,
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Su - didn’ hav a - Y -
minimum of 9 irri a ion
s or s during Indu -ion
Phas -

Non -omplian -

Su - didn” hav a4 - N -
minimum of 9 irri a ion
s or s during Indu -ion

Phas -

I - Non -omplian -
Su - didn’ hav 2 - N -
minimum of 9 irri a ion -
s or s during Indu -on -
Phas -
Su- didn’r -iv all Y- 1. Non -omplian -
pa hs - 2. Non -omplian -
Su- didn’r -iv all Y- 1. Non -omplian -
pa hs - 2. Non -omplian -
Su - didn’ hav a - N -

minimum of 9 irri a ion -
s or s during Indu 4on -

Phas -
Su- didn’r -iv all - Y- 1. Non -omplian -
pa hs - 2. Non -omplian -

l- I. Advs vns -

2. Rsri -dmadi-aion -

Su- didn’r -iv all - Y- I. Advs vns -
pa hs - 2. Rsri -dmadi-aion -
Su- didn’r -iv all - Y- 1. Non -omplian -
pa hs - 2. Pa hfr ->24hr -
Su- didn’r -iv all - Y- 1. Non -omplian -
pa hs - 2. Non -omplian -
Su- didn’r -iv all - Y- Volun ary wi hdrawal -
pa hs -
Su- didn’r -iv all - Y- 1. Non -omplian -
pa hs - 2. Non -omplian -
Su- didn’r -iv all - Y- Volun ary wi hdrawal -
pa hs -
Su- didn’r -iv all -Y- I. No ligil -
pa hs - 2. Ohr -

Y=Y s, N=No; Misma -h s ar highligh d gr = (in lud d in h PPPI in h original su mission u x ld d
from h PPPIin h D- mbr9, 2016 su mission) and y How ( x lud d from h PPPlin h original su mission
uin lud din h PPPIin h D- mbr9,2016 su mission) -

42 -



Table w wp aris n fExcluded Patches fr w the Applicant’s PPPS Bet wen the Original
Subiwssi n and the Decebwer 9,201 Subiwssi n w

w

Subject | Patch | w Original subiwssi n w Decebwer 9,201 Subiwssi n w
ID w | Type wExcluded | RReas nf rexclusi n | vExcluded | WReas nf rexclusi nf r ww
fr ww fr wPPS w fr ww PPPS w
PPPS w PPPS w
T,Rw Yw Patch attached less w | Nw
than 44 Hrs w
T,Rw Yw Subject didn’t w Yw 1. A need for a concomitant
complete Induction w medication prohibited by
Phase w the protocol arises w
2. Restricted medication w
T,Rw Yw Subject discontinued wY w 1. Adverse events w
study prior to w 2. Restricted medication w
Challenge Phase w
T,Rw Yw Subject didn’t w Nw
complete Induction w
Phase w
T,RwYw Subject didn’t w Nw
complete Induction w
Phase w
T,Rw Yw Patch detachedand w| N w
detachment time was W
unknown w
T,RwYw Subject discontinued WN w
study prior to w
Challenge Phase w
T, Rw Yw Subject didn’t w Yw Non-compliant w
complete Induction w
Phase w
T,Rw Yw Subject didn’t return WY w Non-compliant w
for evaluation at least :E'v
24 Hrs after removal
of challenge patch w
T,Rw Yw Subject didn’t w Y w 1. Non-compliant w
complete Induction w 2. Non-compliant w
Phase w
T,Rw l w I w Non-compliant w
Tw |Yw Patch detachedand w| Nw
detachment time was W
unknown w
Rw |Nw Nw
T,Rw I w I w Non-compliant w
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T. N. N.

R. M - Pa. ea .e an. N.
ea .men .ime was .
unknown .

T,R.|Y. Subje . 1 n” . Y. 1. Non- omplian .
omple e In u .ion . 2. Non- omplian .
P ase .

T,R.|Y. Subje . in’ . Y. 1. Non- omplian .
omple eIn u .ion . 2. Non- omplian .
P ase .

T,R.|Y. Subje . i n’ . Y. 1. Non- omplian .
omple e In u .ion . 2. Non- omplian .
P ase .

T,R. l Subje . 1 n’ reurn . l 1. A .verseevens .
for evalua ion a leas . 2. Resri e .me i aion .
24 Hrs af er removal .
of . allenge pa .

T,R.|Y. Subje . 1 n’ . Y. 1. A .verseevens .
omple e In u .ion . 2. Resri e .me i aion .
P ase .

T,R.|Y. Subje . in’ . Y. 1. Non- omplian .
omple e In u .ion . 2. Pa . -free>24 r .
P ase .

T,R.|Y. Subje . 1 n” . Y. 1. Non- omplian .
omple e In u .ion . 2. Non- omplian .
P ase .

T,R.|Y. Subje . in’ . N.
omple e In u .ion .
P ase .

T,R.|Y. Subje . 1 n’ . Y. 1. Non- omplian .
omple e In u .ion . 2. Non- omplian .
P ase .

T. N. N.

R. . Pa. ea .e an. N.
€a .men .ime was .
unknown .

T,R.|Y. Subje . i n” . N.
omple e In u .ion .
P ase .

T,R.|Y. Subje . in’ . Y. 1. No eligible .
omple eIn u .ion . 2. O.er .
P ase .

=No; Pa . ype: T=Tes, R=referen ¢; Misma . es are .ig lig .¢ .green (in lu ¢ .in . ¢ PPPSin . ¢ .
original submission bu ex lu e .from e PPPS in . ¢ De ember 9, 2016 submission) an .yellow (ex lu e .from
e PPPS in . e original submission bu in lu e .in . e PPPSin . e De ember 9, 2016 submission) .
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Table

Subi ssi ns and FD

’s Deteri nati n A

Ap aris n fExcluded Patches fr A PPPI and PPPS Between pplicant’s

A

Subject

Ariginal subi ssi n A

9 Dec 2016 Subi ssi n

FD Deteri

nati n A

ID A

Excluded
fr A PPPI

AExcluded

Ar A A
PPPS A

AExcluded

fr A PPPI

AExcluded

Ar A A
PPPS A

AExcluded A

fr A PPPI" /

| Excluded A

' fr A PPPS”

Test

Test | Ref

Test | Ref

Test | Ref

Test | Ref

Test | Ref /

NA

YA [YA

NA [NA

NA |[NA

NA [NA

YA |[YA

YA

YA | YA

YA |[YA

YA [YA

YA [YA

YA | YA

YA |[YA

NA [NA

YA [ YA

YA

YA [YA

YA [YA
¥A [NA
YA [YA

NA |[NA

YA [ YA

YA [ YA

YA

YA |[YA

YA | YA

NA [NA

YA | YA

YA | YA

NA

YA [YA

NA |[NA

NA |[NA

YA [ YA

YA [YA

NA |[NA

NA [NA

YA [ YA

YA

YA |[YA

NA [NA
¥A (WA
YA [YA

YA |[YA

YA |[YA

YA |[YA

YA

YA | YA

YA | YA

YA [YA

YA [ YA

YA [ YA

YA

YA | YA

YA | YA

YA | YA

YA

Y A
NA

YA | YA

YA [YA
MA [WA

YA [YA

YA [YA

YA

YA [YA

YA [ YA

NA [NA

NA [NA

YA

N A
NA
NA

NA [NA
YA [¥A
NA [NA

NA [NA
¥A [WA
NA [NA

YA [ YA

YA [ YA

NA

YA

NA [NA

NA [NA

NA [NA

NA |[YA

YA

YA

YA | YA

YA [YA

YA [ YA

YA [ YA

YA

YA

YA | YA

YA |[YA

YA | YA

YA | YA

YA

NA

NA [NA

NA |[NA

YA [YA

YA [YA

YA

YA

YA | YA

YA [ YA

YA [ YA

YA

YA |[YA

NA [NA

YA |[YA

YA

YA

YA [YA
¥A [NMA
YA [YA

YA |[YA

YA [ YA

YA [ YA

YA

YA

YA | YA

YA |[YA

YA | YA

YA | YA

YA

YA

YA | YA

YA [YA

YA [ YA

YA [ YA

YA

YA

YA | YA

NA [NA

YA | YA

YA | YA

YA

YA

YA | YA

YA |[YA

YA [ YA

YA [ YA

NA

YA

NA [NA

NA [NA

NA [NA

NA [YA

YA

YA

YA | YA

NA [NA

YA |[YA

YA |[YA

YA

YA

YA | YA

YA [YA

YA [ YA

YA [ YA

Reviewer’s Comments:

1. The datasets used for this statistical review were from the original submission and the
December 9, 2016 submission. The datasets contained numerous inconsistencies as
detailed in this section. The reviewer tried to verify the data from the case report forms

> > >
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whenin 8n1i en in rmai nbeweendaae wa b erved. H wever, he e &ldn
bere 8vedinmany ae. 8§

2. Subje 8 ®® wi hdrew r m he udy during he indu 8 n pha e.
In he daae ubmi ed n De ember 9, 2016, he e ubje 8 were &re 8y ex luded
r m he PPPIbu in luded in he PPPS wih u any explanai n. 8

3. Subje 8®® 8nple ed he indu § npha ebu wa di 8ninued r m he udy by he
inve iga & be &e he hallenge pha e. H 8vever,b & pa h ype were in luded in he
PPPS by he appli an in hedaa e ubmi ed nDe ember9,2016. 8

4. F r Subje 8W®®, he irriai n a & 8nen § n Day Eggand Da %were d ne 9 and
minue ,re pe ively,a erpa hremovdl. The aerepr rm 8nain 8nmen ha
he eare u- 8wind wirriai na & 8nen 8a 8§rding 8hepr 8 L A8 rding 8
hepr 8 1(Se § n4), kinirriai na & 8nen 8were 8 8ur wi hin 15-30 minu e

Il wing remov#l ea h pa h during indu 8 n pha e. There &e, he &nmen ab u
u- 8wind w irriai n a & 8nen 8during he indu § n pha e in he CRF are n 8
nien wih hepr 8 1. 8

5. The appli an didn ubmi he aerepr rms r Subje 8 OOA]  he
ubmi ed ae repr 8ms &nained many err r u h a pdaing he irriai n
a & 8nen daeand 8re & nepa h a aplaedeignaed § an &er pa & F r
example, heirriaina & 8nen & he ir e 8pa e wa n 8d ne & Subje 8

@Pu he a & Snen dae and 8re were n 8le blank & ha pa & and he
irmaina & 8nen in &main & he ¢ &d e 8pa he wa plaeda ha plae
in ®ad. AdRlii nally, he ae repr 8msHhid 8 many daa lariiain 8ms
a 8 hedwhi hn nly hw hedaa ¢&le in and re 8ding pr blemsin he ir
pla e, 1 al 8make he daa pr ne S8ina &ray. Thi re uled in addii nal page 8
pr 8 ldeviai n where new pr 8 [deviai n are ideniied al ng wih he already
rep 8ed ne . The arrangemen he e page i n 8 learly explained by he appli an. 8

3.2.8.2 Additional Exclusions by the FDA Reviewer §

Inaddiin hepa he di u &din Se i n3.2. .1, here were many pa he ha h uld be
ex luded r m he PPPS r r mb & PPPI and PPPS bu were n 8ex luded by he appli an. 8§

3.2.8.2.1 No Ninth Irritation AsSessment in the Induction Phase &

Subje 8 ®® re eived all pa &e and hadirriain 8re & ir pa &e 8 &
e 8and re@eren & Theirriai na & 8nen 8 8 heninhpa & in he indu § n pha e were n 8
per 8med & h 8& ubje 8. The appli an in luded h 8 pa &e in he PPPI and u ed LOCF
impue he mi ingirriai n 8re . H 8vever, a 8 rding 8FDA dra guidan e, any pa &
wihmi ingirriai na e men her han h & mi ingbe aue di 8ninued pa he due
ex ¢ §ve irriai n h uld be ex luded r m he PPPL. The irriain 8re & nly he
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patche m ¢ ntnue mue t exce nve mtat n th ul be nclu e nmm the PPPI u ng the lat m
b ervat mcarre nfi rwar ilLOCF) m eth m Theref re, the patche fr m Subject () ©)

have been exclu e nfr m FDA’ MPPI. Snce n t all mtat ma m ment nmur ng the m
n uct n pha e f r the e patche mwerema e, the e patche nwere al nexclu e nfir m FDA’ m
PPPS. m

3.2.8.2.2 Exclusion Recommended in the OSIS Inspection Report m

The Off ce i Stu y Integr ty an nSurve llance (OSIS) n pect n rep rt nent f e {31112 mbject m
()()havng an m
a he mm c re f4( etache )an hav ngam ake-up patch. m

The OSIS n pect nrep rtal mtate that except Subject ®®, n rther 10 ubject m
the m pect n ver fe mnthat the replacan ent patch wa metache nfi r le mthan 24 h ur , thu
mantanng mtat nan men mzat na m ment el gb 1ty but Subject ®® were m

unaware thwhen the patch becan e fully mtache , an rthu , there wa m m mrance rfiwhether m
the patch ha been ff f r ver24h ur . m

Of the 12 ubject affecte by thepr t ¢ I evat n, nly tw n{Subject (b)(e)) ha m m
cun ulat ve mmtancy n ex greater than 0. The mc mnt g ve the e ubjeath m ake-up patche m
e p te hav ng fully etache patche altere thet talnunber f kn mtat na e ment fr m

e ght t nne. Thu, ubject @@ w ul n t have ha nthe appr pr ate nimber f m
rrtat na m ment t be nclu e mmtheperpr t ¢ lanaly m m

OSISrep rtrec me n e mxclu mg mta fr mthe mbject 00 ¢ r per m
pr t ¢ 1 analy m The patche nfr m the e nubject mwerammxclu e mfr m all per pr t c 1

p pulat n nm FDA’ revew. m

Reviewer’s Comment: m

1. The OSIS mm pect n rep rt ment fe ml2 nubject thavng an a he mm nt re nf 4 m
( etache ) an nmhav ng a make-up patch. H mwvever, Table 14 mentfe many m re m
ubject ™ th m ake-up patche rthat were mten e mt meplace the nrtat n me re mf m
etache mpatche . m

2. The OSIS m pect n rep rt tate mhat except Subject ®®, n rther ubject m
wh mha nm make-up patch f r a netache npatchmthe m pect m wer fe nthat the m
replacan ent patch ha theen mtache 1 r le nthan 24 h ur . H nwever, ba ¢ mn the rata m
ub ntte mn Decanber 9, 2016, the revewer ¢ ul mm t ¢ nfr mth . All patch m

etachm ent tme were rep rte nm the mata eta nb erve tme a npp me m the actual m
tme mf mtachment. In a mt n, the OSIS rep 1t ma nrect ¢ ntra mt nt mhe ECD m
re p ne ub ntte by the appl cant n Oct ber 21, 2016. Inte p net Quet n2 ni m
the ECD letter, the appl cant pr v m the f 1l wng 1l t f ubject wh nha metache m
patche f rwhch atean tme f etachment were unkn wn: m
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This list includes all 10 subjects
) fo which the OSIS  epo t claimed to have ve ified that the patch was detached
fo less than 24 hou s Since fo none of those subjects the time diffe ence betwaen the
application time of the patch that detached and the application time of the next patch o a

eplacement patch is less than 24 hou s, the OSIS epo t’s ve ification claim is inaccu ate
unless the applicant submitted w ong info mation in the ECD esponse and w ong
datasets r

o T B e B |

3 T he OSIS inspection epo t identified only two subject _Who would not
have had nine 1 itation assessments if the make-up patches we e not used Howeve , this
eview identified many mo e such subjects Please efe to Table fo detached patches
and Table 14 fo make-up patches It appea s f om the OSIS epo t that one of the
easons fo excluding these subjects f om the pe p otocol analysis is that these subjects
have cumulative i itancy index (mean i itation sco e) g eate than ze o The info mation
about whethe the cumulative i itancy index is g eate than ze ois1 elevant in this case
All subjects by this p otocol deviation would be affected and affect the esults in the
same way no matte what the cumulative 1 itancy index is r

o e B B T e T B |

3.2.8.2.3 Skipped Visits r

As desc ibed in Section 3 2 2, the study design did not follow the D aft Guidance on Lidocaine
and allowed subjects to skip a visit and keep the patches on until the next visit when they we e
evaluated fo skin i itation It esulted in having the same patch on fo 4 o  days befo e an
1 itation assessment while the patches without a skipped visit we e on fo 2 o 3 days befo e the
1 itation assessment r

=oRR s

Table 8 gives the list of subjects who had at least patch applications du ing the induction phase
but had a skipped visit based on the diffe ence betwaen the patch application and i itation
assessment dates When these subjects skipped a visit, they we e allowed to keep the patch on
and come fo the next scheduled assessment acco ding to the p otocol Among the subjects in
Table 8, Subjects @@ had both patch types excluded f om the
applicant’s PPPI and PPPS in both the o iginal application and the dataset submitted on
Decembe ,201 and f om FDA’s PPPI and PPPS Also both patch types fo Subjeafi®® we ¢
excluded by the FDA eviewe fom the PPPI and PPPS because the subject did not have
1 itation assessment fo the ninth patch The est of the subjects with a skipped visit we e
excluded f om PPPI2, PPPI4, PPPI , PPPS2, PPPS4 and PPPS r

o T B e T o T o B e S o |
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Table m mb ects with Kkipped Visits D ming the Ind ntion Phase m

Patch N m ber for the
kipped Visit m

b ect IDs m

2
3
4
5
6
7
8
9

EBEBEBEBEIEIE

Source: Reviewer’s analysis m

3.2. .2.4 Detached Patches and Make- p Patches m

Many subjects had detached patches in this study. Table 9 shows the list of detached patches in
the induction phase based on the submission of 9 December 2016. Among the patches in Table 9,
both test and reference patches of Subjects i ee

were excluded from the applicant’s PPPI in the original submission. m

2 8 B

Table 9 Detached Patches in the Ind ution Phase Based on the 9 Decan ber 2016 m
bm ission m

b ect ID m Detached Test Patches m Detached Reference Patches m
5 m 5 m
2 m 2 m
2,3 m 2,3 m
2 m 2,3 m
3 m 3 m
1,8 m 1,8 m
2 m 2 m
4 m 4 m
1,3,6,7 m 1,3,6,7 m
3 m 3 m
1 m 1 m
2 m 2 m
3 m
2 m 2 m
1 m 1 m
1,4 m 1,4 m
2 m 2 m
3 m 3 m
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Table 10 lis s he de ached pa ches and he replaced pa ches in he challenge phase based on t
December , 016 submission. Bo h de ached pa ches of ubjec (#®® were replaced. The t
replacemen ime was 1 .5 hours af er he original challenge phase pa ch applica ion for boh t
paches. t

Table 10: Detached Patches in the Challenge Phase Based on the 9 December 2016 t
Submission t

Subiject ID t Detached Patches t Replaced Patches t
Tes , Reference t
Tes , Reference t Tes , Reference t
Reference t
Tes t
Tes t

ource: Reviewer’s analysis t
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Among max T n on Tten B n the ubmi &n, one Tthe minild H betwétn the pt h
det hment fl g nd the dhe on ore for the orre pondngp t h nthed t et ubm tted on
De ember 9, 2016. Tble 11 I t the p t he for wh h the p t h det hment fl g nd the
dhe on dredonotma H. T

Table 11: Mismatch in Patch Detachment Flag and Adhesion Score in the 9 December 2016
Submission T

First Mismatch T Second Mismatch T
Subject |T Patch T Patch T Detached | Adhesion | T Patch T Detached | Adhesion
ID T Type T| Number T flag T score T| Number T flag T score
12T YT 1 T
RT 2T YT 1
3T YT 2
3T YT 2T
RT 1 T YT 3T 8 T YT 3
72T YT 1
14T YT 0T
RT 7T YT 3T
RT 2T YT 3
N2T YT 2T
RT 4T YT 0
TN2T YT 3
14T YT 1 T
RT 4T YT 3T
RT 3T YT 3
N3T YT 2
T3T YT 0T
RT 3T YT 0
N3T YT 0T
RT 3T YT 1 T
RT 4T YT 0T
RT 7T YT 0
T1T YT 0T
RT 3T YT 3T 4T YT 0T
RT 3T YT 0T

Sour e: Revewer’ nl T

In n ECD d ted O Tober 3, FDA 'Ked the ppl Tnt to provde dt nd Ttng fe Thpth
det Bmenttmel tedw Tthe Tu ldet Timenttmeor fth t thetme when tw T ob erved
thtpthhd Ire d det Hed. he ppl Tat’ De ember 9, 2016 ubmi dn ont ned the e
dt.Snethepthdet Fmenttme for Il pthe were the tme when p t h det Timent
w T fr toberved, nd not known to be the Tu ltme ,the p t h det hment tme rer ght

— =4

===
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censore D is no possible o verify if he pa ch-free ime is less han 24 hours excep for he D
cases where IDe replacemen Ipach was applie Dwihin 24 hours afer he original pach D
applica ion Dable 12 shows he number of e ache Ipa ches an Dhe number of replace Ipa ches D
by pa ch number base dn he 2 a submi e Bn December 9, 2016 DDable 13 lis s he replace D

paches None of he replacemen Ipa ches I2 ache DAmong IDe subjec s in Table 13, boh D
pa ches for Subjec s I ®® ha Ieplacemen pa ch applica ions wi hin 24 hours af er he D
original pa ch applicbion Mo o her subjec ha Id replacemen pa ch applica ion wi hin 24 hours D
af er e original pa ch applicaion MAlso, no subjec Iha Dwo consecu ive regular pach D
applica ionswD1 hin 24hDours DD herefore,
combina ions from h®PP popula ions (PPP 3-PPP 6 an [PPPS3-PPPS6) whenever here was a D

¢ ache Ipa ch excep for he pa ches for Subjec s R ©©

Table 12: Frequencies of Detached and Replaced Patches in the Induction Phase by Patch D
Number and in the Challenge Phase D

her Deviewere Dxclu e B 1ls Dibjec -pa ch Dype D

Patch Number D Patch Detachment D Number of D

Missing D No D Yes D Patches D
Replaced D

1 D 0 D 480 D 16 D 2D

2D 8 D 468 D 20 D 0 D

3D 16 D 440 D 40 D 11 D

4 D 20 D 46 D 10 D 2D

5D 22 D 470 D 4D 2D

6 D 26 D 460 D 4D 0D

7 D 28 D 464 D 4D 0D

8 D 30 D 462 D 4D 0D

9D 30 D 464 D 2D 0D

Makeup D 424 D 72 D 0D 0D

Challenge Phase | 34 D 45D D 7 D 2D

Source: Reviewer’s analysis D

Table 13: List of Replacement Patches D

Subject |[Patch D Patch Original Patch Original Patch Replacement D| Diff* ID

ID D | Type

DNumber [DApplication Date D Detachment D| Patch Application

and Time D Date and Time Date and Time D

R D 5D D
TD 5D D
R D Ch™D D
T D Ch"D D
R D 3D D
T D 3D

R D 3D D
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T1
R1
R1
T1
R1
T1
R 1
T1
R1
T1
R1
T1

* Diff = Difference betwden origina and rep acement patch app ication times in hours and minutes. 1

Patch Type T=Test R=Reference 1

" Ch=Cha enge phase patch 1

Green font indicates that the rep acement patch was app ied with 2 lhours of the origina patch app ication. 1
Source Reviewer’s ana ysis 1

[OSHRUSHRUS R RS

W W [ = || W
— [ | | [ — | —

Make-up patches were used at the end of the induction phase on the subjects who had detached 1
(an adhesion score of ) or partia y detached (an adhesion score of 3) patches. Tab e 1 Ishows 1
the ist of make-up patches and identifies the corresponding patches with adhesion score 3 and 1
whose irritation scores the app icant intended to rep ace by the irritation score of the make-up 1
patches. When there are mu tip e patches that the same make-up patch was intended to rep ace 1
the number of patches is essentia y reduced because the irritation score of a sing e make-up 1
patch rep aces that of mu tip e patches as described in the reviewer’s comment in Section 3.2.2. 1
For that reason this review ignored a Imake-up patches. 1

Table 14: List of Make-up Patches 1

Subject ID 1 Patch Type 1 Patch number with 1| Patch number with |
adhesion score 3 1 adhesion score 4 1
Reference 1 21 51
Test 6 1 51
Test 4 1
Reference 1 21
Reference 1 31
Test 1 21

Test 1
Reference 1
Test 1
Reference 1
Reference 1
Test 1
Reference 1

O | [ DD [N [
el el el el el el
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Test y 3y
eee cey 3y
Test vy 3y

Test y 3y

Test 8 y 3y
Test y 3y 4y
eee cey 6y 3y
Test vy 6y 3y
Test y 7y
eeecey Sy

eeecey 2,3y

eeecey 1y
Test 8y

Test 8 y

eeecey 1y
Test y 3, y y

Sou ce: eviewe ’sa al sis y

Reviewer’s Comments: 'y

Acgo di g to the o igi al submissio the test patch o Subjec [i®® a d the e ¢ e ce patches o

Subjects I ®@® detached du i g the challe ge phase. Howeve , as show yi Table 10,
based o the Decembe 9, 2016 submissio , the test patches o Subjects I ®® a d the
e e e ce patch o Subjec [i®® detached du i1 g the challe ge phase. These co licti g data give
a 1 dicatio o a possibilit o evesi gthetesta d eee cedata o some o all subjects i

the dataset. I that happe ed, all a al ses would be w o g. This gives a sto g easo wh

1 co siste tdatashould eve beco sideed o a app oval. y

3.2.8.3 FDA’s Analysis Populations y

Due to the o -sta da d desig a d pote tial p oblems with skipped visits a d detached patches
as discussed 1 Sectio s 3.2. .2.3 a d 3.2. .2.4, the eviewe co side ed seve al pe p otocol
populatio s o 1 itatio a d pe p otocol populatio s o se sitizatio . The populatio s a e
amed as PPPI1, PPPI2, etc. o 1 itatio a d PPPSI, PPPS2, etc. o se sitizatio . Followi g
a ethede i itio so the populatio sa d the lists o patches excluded om the populatio s. y

3.2.8.3.1 PPPI1 and PPPS1 y

The patches excluded om PPPIlae: y
e A patch t pe that did ot have all 1 e patch applicatio s o did ot have all 1ie
1 itatio assessme ts o a subject. This set co sists o all patches that a e excluded om

R S S

< <K <Y<

<«
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FDA’s 0 0 able 7 a d all patches from Subjects @ ®. lease refer to 0
Secto s3.2.8.1a d3.2.8.2.1 formoredetals. 0
e All patches from Subjects [l ®@®. hs s based o the OSS 0
spect o report. lease refertto Sect o (B.2.8.2.2 for more deta Is. 0

he patches excluded from 0 S1are: 0
e A patchtype thatd d ot have all Oe rrtato assessme ts for a subjectordd othave 0
challe ge phase patch appl cat o or the challe ge phase patch was removed before 44 0
hours or the challe ge phase patch detached a d the detachme tt me wasu k ow Oor the 0
challe ge phase rrtat o assessme ts were otdo e. hssetco s sts of all patches that 0
are excluded from FDA’s 0 S able 7 a d all patches from Subjects i ©6
lease refer to Sect o s3.2.8.1 a d3.2.8.2.1 for more deta Is. 0
e All patches from Subjects @ ®. hs s based o the OSS 0
spect o report. lease refertto Sect o (B.2.8.2.2 for more deta Is. 0

he [ sts of patches excluded from 0 1a d 0 S1 are prese ted able 15. 0

Table 15: Patches Excluded from PPPI1 and PPPS1 0

Subject ID 0 Exlcuded from PPPI1 0 Excluded from PPPS1
Test 0 Reference 0 Test 0 Reference 0
YO YO
YO0 YO0 YO0 YO0
YO YO
YO YO YO YO
YO0 YO0 YO Y
0 YO YO
YO0 YO0 YO YO0
YO YO
YO0 YO0 YO0 YO0
YO YO0 YO0 YO
YO YO YO0 YO
YO0 YO YO YO0
YO0 YO YO0 YO0
YO0 YO YO YO0
YO YO YO YO
YO0
YO YO YO YO
YO0 YO YO0 YO
YO YO YO YO
YO0 YO0 YO0 YO0
Y 0 YO0
YO YO YO YO

56 0



Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2

Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2

urce: Reviewer’s analysis 2

3. .8.3.2 PPPI and PPPS 2

The patches excluded fr m PPPI2 are:

The patches excluded fr m PPP 2 are:

2

All patches excluded fr m PPPII.
All patches fr m the subjects wh skipped a visit during the inducti n phase. Please refer 2

t ectin .2.8.2. f rmaeXetails.

2

All patches excluded fr m PPP 1.
All patches fr m the subjects wh skipped a visit during the inducti n phase. Please refer 2

t ectin .2.8.2. frmaeXetails.

2

2

2

2

All patches f rthe f 11 wing subjects in additi nt the patches listed in Table 15 were excluded 2
fr m PPPI2 and PPP 2: 2

3. .8.3.3 PPPI3 and PPPS3 2

The patches excluded fr m PPPI are: 2
All patches excluded fr m PPPII.
All patches that were detached during the inducti n phase based n the patch detachment 2
flag but n t kn wn t be replaced within 2 h urs after detachment. The datasets 2
submitted n December 9, 2 16 were used f r this determinati n. Please refer t

2.8.2. f rm aeXetails.

2

2

ectin 2
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The pa e e buded from PPPS3 are: b
e A bpa e e buded from PPPS1. b
e A pa e ha weredea hed during he indu honor ha engephae aedon hepa h b
dea hmen fag u no known o e repa ed wihin 24 hour afer dea hmen. The b

daae u mi edonDe ember9, 2016 were u ed for hi de ermina ion. P ea erefer o b
Se hon 3.2.8.2.4 formoredeai . b

The i bofpa e e buded from PPPI3 and PPPS3 are pre enedin Ta & 16. b

Table 16: Patches Excluded from PPPI3 and PPPS3 b

Subject ID b Exlcuded from PPPI3 Excluded from PPPS3 b
Test Reference West Reference b
Yb Yb Yb Yb
Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb Yb Yb
Yb Yb
Yb Yb Yb Yb
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Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2

Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2

Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2
Y2 Y2 Y2 Y2

urce: Reviewer’s analysis 2

3. .8.3.4 PPPI4 and PPPS4 2

The patches excluded fr m PPPI4 are: 2
e All patches excluded fr m PPPI3.

2

e All patches fr m the subjects wh skipped a visit during the inducti n phase. Please refer

t ecti n3.2. .2.3f rm ae2etails.

The patches excluded fr m PPP 4: 2

2

59 2
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e Allpa g x lud dfromPPPS3. g
e Allpa g from g ubj g wo kipp davii durin gindu gonp a gPla grfr g
oS gion3.2.823formor d @il . g

Allpa g for gfollowin ubj g inaddiion o gpa g 1i gdinTabl l6wg xludd g
from PPPI4 and PPPS4: g

3.2.8.3.5 PPPIS and PPPSS ¢

Tgpag xIluddfromPPPISar: g
e Allpa g x lud dfromPPPIl. ¢
e Allpa g awr dagddurin gindu gonp a gba glon gad gion or
bu no known ob rpla gflwi in24 our af rd @ gmnengT gdaa g wubmi gd
onDg mbr9,20l6 wr u dfor i d grminaion. Pla gr fr oS gion3.2.824 ¢
formor d gil . g

oo 09

Tgpag xlud dfromPPPS5ar: g
e Allpa g x lud dfromPPPS1. g
e Allpa g @ wg dg gddurin g indu gonor gllngpagbaglon g
ad gion @r gbu no known ob rpla gl wi in24 our af rd @ gnamgT g
daa g ubmi gdonDg mbr9,2016 wg u glfor 1 d grminaion.Pla gr fr o
S gion3.2.824 formor d @il . g

gQ 0o 09

Tgli gofpa g x lud dfrom PPPIS and PPPS5 ar pr gn glinTabl 17. g

Table 17: Patches Excluded from PPPI5 and PPPSS ¢

Subject ID g Exlcuded from PPPIS ¢ Excluded from PPPS5
Test g Reference g Test g Reference g

Yg Yg Yg Yg

Yg Yg

Yg Yg Yg Yg

Yg Yg

Yg Yg

Yg Yg Yg Yg

Yg Yg Yg Yg

Yg Yg Yg Yg

Yg Yg Yg

Yg Yg Yg Yg
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Y6 Y6 Y6 Y6
Y6 Y6 Y6 Y6
Y6 Y6
Y6 Y6 Y6 Y6
Y6 Y6
Y6 Y6 Y6 Y6
Y6 Y6 Y6 Y6
Y6 Y6 Y6 Y6
Y6 Y6

ce: Reviewe ’s analysis 6

3.2.8.3.6 PPPI and PPPS 6

The patches excl ded f m PPPI6ae: 6
e All patches excl ded f m PPPI5S. 6

e All patches f m the s bjects wh skipped a visit d @ing the ind cti n phase. Please efe 6
t ecti n3.2. .23f moetdetails. 6

The patches excl dedf mPPP 6ae: 6
e All patches excl dedf mPPP 5. 6

e All patches f m the s bjects wh skipped a visit d @Gng the ind cti n phase. Please efe 6
t ecti n3.2. .23f moe6details. 6

The f 1l wing patches in additi n t the patches listed in Table 17 we e excl ded f m PPPI6 6
and PPP 6: 6

e B thatches f  Gojects: I
I
e Refe encepatchf  @jects OO

3.2.9 Demographic and Baseline Characteristics 6

A s mmay fdem g @phic and baseline cha acte istics (gende , ace and age) f all en @led
s bjects, which was same as the safety p p lati n in this st dy, is p esented in Table 1 .
App &ximately 74% s bjects we e female. Maj ity f the s bjects we e black (app @ximately
54%) f 11 wed by white (app Gximately 44%). The age ange was 1 t 69 yea s. The ave age
and median ages we e 41.4 and 43 yea s, espectively. The st dy was ¢ nd cted at a single site

PEE®in U 6. 6

S
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Table y

Gender, Race and Age y

All Enrolled y
(N=24) y

< d < <L 4L gL

Female 184 (74.19%)

Gender v Fiple 64 (25.81%)

Asian y 3y (1.21%)

Race y Black y 135 (54.44%)

White 110 (44.35%)

18-40 y 111 (44.76%)

ﬁlg;g;‘s’“p Yal-64 y 120 (52.02%)

Y 16575 y 8 vy (3.23%)

. Mean, SD y 41.39,12.22 y
ég:rl: y Min, Max y 18,69 y

y Q1, Median, Q3 y 33,43,49 y

Source: Reviewer’s analysis y

3.2. 0 Results and Conclusions y

3.2. 0. Ay pplicant’s Anal sis Results y

The irritation score (on a scale of 0 to 13) for each patch at each evaluation was the sum of the
dermal response score (on a scale of 0 to 7) and the score for other effects (on a scale of 0 to 6)
as given in Table 2 and Table 3. The cumulative irritancy index (CII) was defined as the sum of
all irritation scores across readings during the induction/challenge phase divided by the number
of readings (9 readings). The cumulative dermal response index and the cumulative other effects
index were defined similarly. y

A summary of the cumulative irritancy index, cumulative dermal response index and cumulative
other effects index by treatment and by treatment and cohort for the full irritation analysis
population in the induction phase is presented in Table 19 and that in the challenge phase is
presented in Table 20. y

eoy graphic and Baseline Characteristics for Irritation and Sensitization Stud y y

< ¢ < <<

< < <

y

o~

Table 9 Suy r of Cuw lative Irritanc Index in Induction Phase b Treateyntand vy

Cohort in Full Irritation Anal sis Population per Applicant y

Paraey ter | Statistic Yy Overall y Cohort y C ohort2 y

Test y| Reference Test | Reference | Test | Reference

Cuw lative | ¥ 228 y 228 y 112 y 112 y 116 y 116 y

Irritanc  y| Mean vy 0211 y 0212 y 0.170 y 0.170 y 0.250 y 0.253 'y

Index y (SD) y (0.3535) |y (0.3442) y (0.3009) |y (0.3047) y(0.3624) |y (0.3757) 1
Median y 0y 0y 0y 0y 0y 0y
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Min, Ma i #40i , 61 , P2 01, i , #4 01, 61

Cumulat ve | N 228 i 228 1 i 2 11 211 6 11|i 6 i

Dermal i | Mean i 20 1 22 i 1 i 25 i 253 i
Response i| (SD) i (( B535)|i (B442) i ( Bi9|[i( B4 ) 1( B624)|i( BS5S) i
Index i Median O |i

Min, Ma i , #4 Qi , 61 , 2 0i , i , #4 0i , 61
Cumulat ve | N 228 i 228 1 i 2 1 2 1i 6 11|i 6 i
Other i Mean i () O]i () 0 () Oi (YO ()YOogi ()i
Effects i | (SD) i
Index i Median O |i

Min, Ma i i , 1 i , 1 , i , i

b b
Source: Clinical Study Report, Study RP-LID-SSI, Table 44 3 iand Table 4432 i

Table 20: Summary of Cumulat ve Irr tancy Index n Challenge Phase by Treatment and i
Cohort n Full Irr tat on Analys s Populat on per Appl cant i

Parameter | Statstc i Overall i Cohort1 i Cohort 2 i
Test i | Reference i Test Reference Test Reference |i

Cumulat ve | N 225 i 225 11i 511i 51
Irr tancy 1i| Mean i 6 5 i 59 i 48 i 63 i 52 i
Index i (SD) i (i66 )i (145 i (i8)li(i6d) 1(is52)li(i33) i

Median O |i

Min, Ma i , Si , S5 , S , S5 , i501i, 5i
Cumulat ve | N 225 i 225 11 511i 5i
Dermal i | Mean i 6 5 i 59 | 48 i 63 | 52 i

Response i| (SD) i (i66 )i (145 i (i8)li(i6d) 1(is52)li(i33) i
Index i Median O |i

Min,Mai| , 5i , Si , Si , Si , i50i, 5i
Cumulat ve | N 225 i 225 1i 511 51
Other i Mean i () O]i () 01 () Oi (Yo ()oi ()i
Effects i | (SD) i
Index i Median O |i

Min, Ma i i i i , i , ,

b b b
Source: Clinical Study Report, Study RP-LID-SSI, Table 445 iand Table 4452 i

The individual ClIs, the individual irritancy inde , the individual cumulative dermal response
inde and the individual cumulative other effects inde generated during the induction phase
were tested for product differences using the 2-way analysis of variance (ANOVA) including
main effects of subject and product, without interaction using the PROC GLM. For the test
product to be no more irritating than the RLD, the upper bound of the one-sided 95% confidence
interval of the difference betwden the products had to be no greater than i based on the
protocol The upper bound of the 95% one-sided confidence interval of the difference betwden
the two products was calculated to be i 5 for both the individual irritancy and dermal response

64 i
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indices b ariance f r ther effect index was bser ed; all alues were zer bIhese results are
summarized in Table 21 b

Ta le 21: Analysis of Cumulative Irritancy Index in the Induction Phase in the Full b
Irritation Analysis Population per Applicant b

b

Parameter b Least Square Means b Mean of b | One-Sided 95%
Test b| Reference b  Test- b Upper b
Reference b| Confidence b
Bound for Test -
Reference b
Cumulati e Irritancy Index b 02Ibb| 0212 b 01 b 0015 b
Cumulati e Dermal Resp hse b 02Ib bl 0212 b 01 b 0015 b
Index b
Cumulati e Other Effects Index b 0Ob 0b 0b 0b

S urce: Clinical Study Rep rt, Study RP-LID-SSI, Table 1444 b

There was n b bser ati n bf a maximum irfdtati n sc re bf 13, a maximum dermal resp nse
sc re B7 b amaximum ther effects sc re B 6 rep rted f r any patch b patch was rem o dal
duet an unacceptable degree M irritati n b

The applicant ¢ ncluded that taken t gether, these data dem mdprated that there was n hlifference
f r skin irritancy betwden the test and the reference patches b

In additi nt the pr t c 1 specified analysis, the applicant ¢ nducted a p st-h c analysis as per
“FDA’s Draft Guidance l bic tine Extended Release Transdermal Patch” with regard t bhe
skin irritati n and sensitizati n assessment This p st-h c¢ analysis was perf rmed using the 2-
way analysis bf hriance (A bOVA) including main effects bf subject and pr duct, with ut
interacti n using the PROC GLM. The results B cumulati e irritancy sc res dem adbrated n n-
inferi rity as the upper b und H the me-sided 95% CI f the mean test pr duct sc re minus 1 25
times the mean RLD Bc re was less than 0 Bhe results are presented in Table B2 and are
c nsistent with the pre-specified statistical analysis results b

Ta le 22: Post-Hoc Analysis of Cumulative Irritancy Index in the Induction Phase in the b
Full Irritation Analysis Population per Applicant b

Parameter b Least Square Means b Mean of b | One-Sided 95%
Test b| Reference b  Test- b Upper b
Reference b| Confidence b
Bound for Test -
Reference b
Cumulati e Irritancy Index b 021bb] 0212 Db -0052 b -0034 b
Cumulati e Dermal Resp bse b 021bb] 0212 Db -0052 b -0034 b
Index b
Cumulati e Other Effects Index b 0b 0b 0b 0b

S urce: Clinical Study Rep rt, Study RP-LID-SSI, Table 10 b

[=p =g

TS T oT T
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Sensitiz ti n 5 test Z%rsus re erence study pr ducts w5 b sed 5n irrit ti n sc res bt ined 5

during the ch Henge ph se 5d whether the re cti ns were indic ti e 5

sensitiz ti nre cti n 5

by the in estig t r. The ull sensitiz ti n 5 lysis p pul ti n ¢ nsisted 5 227 (91. %) subjects. 5
There were Bl1 (90.2%) nd B16 (92.8%) subjects in C h rts 1 Sd 2, respecti ely, 5b ththe 5
test sensitiz ti n S lysis p pul ti n Sd re erence sensitiz ti n 5 lysis p pul ti n. There w § 5
n Se idence 5 skin sensitiz ti n re cti n 511 wing remo § 5 either the test & re erence 5
ch Henge p tch. The results re sh wn in T ble 23. N 5p tch w s remo &l due t str ng skin 5

sensitiz ti n. 5

Table 23: Summary of the Number of Skin Sensitization Reactions in Full Sensitization 5
Analysis Population per Applicant 5

Parameter 5 Scheduled Time 5 Treatment 5
Point after Patch 5 Test (N=227) 5 Reference (N=227) §
Removal 5
Number 5 Skin 5 30 min 5 05 05
Sensitiz ti n 5 24 hrs 5 05 05
Re cti ns 5 48 hrs 5 05 05
72 hrs 5 05 05

S urce: Clinic 1 Study Rep rt, Study RP-LID-SSI, T ble 11 5

Reviewer’s Comments.: 5

I.

The pplic nt did n t use Sy letter sc re 5r the Sther e ects. The Jpplic nt’s Sher
e ects numeric sc le w s di erent r m FPA’s 5Sther e ects numeric sc le. This
di erenceissh wninT ble4. 5

Acc rding t the Dr t Guid nce S Lid ¢ ine, the Ppplic nt sh uld pr Sde 5 requency
t ble sh wing the number 5 pplic ti ns 5 e chtest rticle with e ch ¢ mbined derm d
resp nse nd Sther e ects sc re using the | st bser % n ¢ fried 5rw rd (LOCF) 5t
subjects wh Xisc ntinued Stest rticle bec use 5 un 6cept ble irrit ti n. The Ppplic nt
didn tpr Sde nysucht ble. 5

The Dr t Guid nce S Lid c ine st tes the 511 wing: “T Sdem msfr te n n-in eri rity

the test pr duct ¢ mp red t the RLD with reg rd t the cumul ti e irrit ti n sc res,
the upper b und 5 the Je-sided 9 % CI 5the me n test pr duct sc re minus 1.2 times
the me n RLD sc re mustbe lessth n Sequ It 0.” H Sve er, the Ppplic nt’s criteri n

rn n-in eri rity in the prim aySh lysis w 3 di erent. The Ppplic nt ¢ nsidered the test
pr ductt ben n-ineri rt the re erence pr duct i the upper b und 5 the Se-sided
9 % c nidence inter I 5the di erence between the pr ducts (test - re erence) w sn t
gre ter th n 0.11. The Spplic nt did n t pr Sde 5ny justiic ti n in the prt c |,
st tistic 1 n lysis pl n 5 clinic 1 study rep rt 5r its criteri n 5t n n-in eri rity in the
primay n lysis nd h w they determined the n n-in eri rity magh 5 0.11. 5
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3.2.10.2 Rf ’s Analys s R Sults f

Analyses o irritation in PPPI1 to PPPI6 are provided in Sections 3.2.10.2.1 to 3.2.10.2.6, f
respectively and analyses o sensitization in PPPS1 to PPPPS6 are provided in Section f
3.2.10.2.7. No patches were discontinued or moved due to excessive irritation.

3.2.10.2.11 ftat on Analys s R Sults n PPPI1 f

Table 24 shows the number and percent o applications by induction phase patch number and f
patch type with a speci ic combined “dermal response” and “other e ects” score in PPPI1. A f
summary o mean irritation scores during the induction phase in PPPI1 is presented in Table 25. f

Tabl 24: Numb f (%) of Appl cat ons by Induct on Phas Patch Numb f and Patch Typ f
thaSp ¢ fcCombn d“D fmal R Spons ” and “Oth f Eff ct” Sco f nth PPPI1 f

Patch No: f Comb n d “D f mal R Spons ” and “Oth f Eff ct” Sco f
T fatmentf F fqu ncy, %f
ON f IN f 2N f 3N f

I:Test f 193 | 86.94%f 27 f |12.16%f 2 f | 0.90%f] 0 f | 0.00%f
lI:Re erence  f 194 | 87.39%f 26 f |11.71%f 2 f | 0.90%f| 0 f | 0.00%f
2:Test f 189 | 85.14%1f 30 f | 13.51%f 3 f | 1.35%f| O f | 0.00%f
2:Re erence f 189 | 85.14%f 31 f | 13.96%f 2 f | 0.90%f| 0 f | 0.00%f
3:Test f 173 | 77.93% 1 42 f | 18.92%f 7 f | 3.15%f| 0 f | 0.00%f
3:Re erence f 175 | 78.83%1f 40 f | 18.02%f 6 f | 2.70%f| 1 f | 0.45%f
4:Test f 174 | 78.38%1 45 f |2027%f 3 f | 1.35%f] 0 f | 0.00%f
4:Re erence f 173 | 77.93% 1 46 f | 20.72%1f 3 f | 1.35%f| 0 f | 0.00%f
5:Test f 178 [ 80.18%f 41 f | 18.47%f 3 f | 1.35%f] 0 f | 0.00%f
5:Re erence f 174 | 78.38%f 45 f |2027%f 3 f | 1.35%f] 0 f | 0.00%f
6:Test f 173 | 77.93%1 48 f | 21.62%f 1 f | 045%f| O f | 0.00%f
6:Re erence f 177 | 79.73%1 42 £ | 18.92%f 3 f | 1.35%f| O f | 0.00%f
T:Test f 170 | 76.58% 1 51 f | 22.97%f 1 f | 045%f| 0 f | 0.00%f
7:Re erence f 167 | 7523%1f 52 f |23.42%f 3 f | 1.35%f] 0 f | 0.00%f
8:Test f 181 | 81.53%f 41 f |18.47%f 0 f | 0.00%f] 0 f | 0.00%f
8:Re erence f 181 | 81.53%1f 40 f | 18.02%f 1 f | 045%f| 0 f | 0.00%f
9:Test f 176 | 79.28% 1 45 f |2027%f 1 f | 045%f| 0 f | 0.00%f
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9:Refere v w

9. 3% w

4 w

8.4 %w

4 w

.80% w

0.00% w

Please refer to Se tio .2.3 for the o versio vrom letter s ore to wimeri al s ore. w

Sour e: Revie wr’sa alysis. w

Table 25: Summary of Mean Irritation Score (Mean of “Dermal Response” Plus “Other w
Effects” Scores During the Induction Phase) in PPPI1 per FDA Reviewer w

Product w N w| Mean (SD) w Min w First w Median w Third w Max w
Quartile [w Quartile [w

A (Test) w 222 | 0.206 (0.323) w 0 w 0w 0w 0333 1|w .44 w

B (Reference) 222 1 0.2 0(0.345) w 0 w 0w 0w 0333 1w .66 w

Sour e: Revie wr’sa alysis w

The w -i feriority a alysis of test pat h agai st the refere we pat h based o whe mea wrritatio w
s orei PPPI usi gali ear model is sho wi Table 26.1 the model, the mea irritatio s ore w
as the respo se a d treatme t a d subje t were fixed effe ts. The o e-sided 95% upper w
o fide v bou d was -0.03 9 whi h bei g wegative sho wd that the test is w -i ferior to the w

refere ve. w

Table 26: Non-inferiority Analysis of Mean Irritation Score for Test vs. Reference in PPPI1 w

<=

per FDA w
Variable w Hypotheses w | LSmean w LSmean w Estimate of |w One-Sided w|
Test w Reference [wuaw 1.25%ug | 95% Upper v
Confidence v
Bound w
Mean Irritation w | Ho: pp & W25%up 20 w 0.2062 w 0.2 02 w -0.0566 w -0.03 9 w

Score w

H wup ¢ W25*up 5 0 3

W

Sour e: Revie wr’sa alysis w

The proport o o
0 e rrtato

wthamea 2g 2 degree o 1rtato
a d1(00.45%) re ere ce patch wthatleato e rrtato

bject
core > 3)

cro 2tab lated or the te t ver 2 re ere ce prod ct
tet or o - 2erorty o the te t patch to the re ere ce patch

PPPI1

PPPI1 wtha dwtho tamea 2g 2 degree o rrtato (atlea't

Table 7. A

term so proport o o patche
pre e ted Table 8. There wa
core > 3. The po 2 e tmate o Py — 2

o te t patch

Pg, the d 2ere ce betweé® proporto o te ta dre ere ce patche wthamea 2g 2 degree o

1r tat o

Table 27: Subjects With or Without Meaningful Degree of Irritation (Maximum Irritation 2

-0.0045 (-0.45%) a dthe o e- ded 95% g@perbo 2d or Pr—Py

0.01 04. 2

Score > 3 or < 3) for Test and Reference Products During the Induction Phase in PPPI1 2

2
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Test P u tu
Max 1 utati n | Max I utati n |u T dal u
Sue<3u Sue>3u
Refe en e Max 1 utati nSue<3p 221 u 0u 221 u
Pu t Max 1 itati nSue>3 ju 1 u 0u 1 u
i T dal u 222 u 0u 222 u

So rce: Reviewer’s analysis u

Table 28: N n-infe i ity Testin Te ms fP up uti n fS bje ts with a Meaningf 1 u
Deg @e fI utati n D uing the In u ti n Phase in PPPI1 u

Hyp thesis u Puputin f(BR putin flu Pint u One-si e u
TestS u e> |u Refe en e u Estimate f u 95% Uppe [u
3(Pp) u Sue>3 u Pr-Pr. Cwfi ene u
(N=222) u (Pr) u Limit f Py- [u
(N=222) u Pry

Hp: Pr-Pr>d(infei Y u 0.0000 u 0.0045 u -0.0045 u 0.01204 u

H]Z PT-PRqui(n n- u

infei Yy u

So rce: Reviewer’s analysis u

3.2.10.2.2 1 utati n Analysis Res Its in PPPI2 u

Table 29 shows the n mber and percent of applications by ind ction phase patch n mber and u
patch type with a specific combined “dermal response” and “other effects” score in PPPI2. A u
s mmary of mean irritation scores d ring the ind ction phase in PPPI2 is presented in Table 30. u

Table 29: N unbe (%) fAppli ati ns by In u ti n Phase Pat h N umbe an Pat h Type u
with a Spe ifi C mbine “De mal Resp nse” an “Othe Effe t”S u ein the PPPI2 u

Pat hNu u C unbine “De mal Resp mse” an u*Othe Effe tS u e u
T eatment u F eq en y, %u

ON u INu 2N u 3Nu
I:Test u 170 | 86.73%uy 24 u | 12.24%4¢ 2 u | 1.02%u 0 u | 0.00%u
1:Reference u 171 87.24%41 24 u | 12.24%u 1 u | 051%u 0 u | 0.00%u
2:Test u 167 85.20%\|1 26 u | 1327%y 3 u | 1.53%ul 0 u | 0.00%uy
2:Reference u 165 84.18%1|1 29 u | 14.80%y 2 u | 1.02%ul 0 u | 0.00%uy
3:Test u 152 | 77.55%0 37 u|18.88%u 7 u | 3.57%ul O u | 0.00%u
3:Reference u 153 | 78.06% 1y 36 u|1837%u 6 u | 3.06%u 1 u | 0.51%u
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4:Test m Tm0%Mm 3m| 3%h 3m| 3%m 0m| 006%n)
4:Reference 3|7 86%m 40 m|204 % 3m| 3%m 0 m| 00%m
Test m 7 8/m0 0%m 36 1m 37%m 3m| 3%m  0m| 00%mn
‘Reference 7 8/m0 @%m 36 1 m 37%m 3m| 3%m 0m| 008%m
6:Test m 7 704%m 44 m| 224 %] m 0 m%m 0 m| 006%mn
6:Reference Tm0%m 3m| 3%nh 3m| 3%m 0m| 0068%n
7:Test m 4m7 602%m 46 m|2347% m 0 m%m 0 m| 008%mn
7:Reference 46 744 % 47 m|23 m%m 3m| 3%m 0 m| 0G8%m
Test m 2%m 37 Im  %m O m| 0G8%m 0 m| 006%m
Reference 2%m 36 1 37%] m 0 m%m 0 m| 006%mn
‘Test m 6 |7m%m 3m 0%1 m 0 m%m 0 m| 008%m
‘Reference  m 6 |7m%m 361|m 37%m 4m|204%m 0 m| 006%mn

Please refer to Section 3 2 3 for the conversion fran letter score to num erical score m
Source: Reviewer’s analysis m

Table 30: Summary of Mean Irritation Score (Mean of “Dermal Response” Plus “Other m
Effects” Scores During the Induction Phase) in PPPI2 per FDA Reviewer m

Product m N m| Mean (SD) m Min m First m Median nj Third m Max m
Quartile |m Quartile |m

A (Test) m 6 1020 (034 )  m O m 0 m 0 m 0333 1/m 444 m

B (Reference) 1 m6 | 02 403 4) m Om 0 m 0 m 0333 1/m 667 m

Source: Reviewer’s analysis m

The non-inferiority analysis of test patch against the reference patch based on the e an irritation
score in PPPI2 using a linear o del is shown in Table 3 nin the o del, the e an irritation score
was the response and treate nt and subject were fixed effects The one-sided nP6 upper
confidence bound was -0 03 mwhich being negative showed that the test is non-inferior to the

reference m

Table 31: Non-inferiority Analysis of Mean Irritation Score for Test vs. Reference in PPPI2

per FDA m

Variable m

Hypotheses m

LSmean

Test

1]

mLSmean 1
Reference

n Estimate of
i — 1.25%pg

m One-Sided m
95% Upper

2 3 8 8

m

m

70 m
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Confid n <
o ud <

Meax Irritation < | Ho: py=1.25%ug>0 £ 0.2092 0.2137 < -0.0580 < -0.0381 <
S or < Hi: pa=1.25%ug - 0

Source: Reviewer’s analysis <

The proportion of subjects in PPPI2 with and without a meaningful degree of irritation (at least <
one irritation score > 3) is cross-tabulated for the test versus reference products in Table 32. A <

test for non-inferiority of the test patch to the reference patch in terms of proportion of patches <
with a meaningful degree of irritation in PPPI2 is presented in Table 33. There was no test patch <
and 1 (00.51%) reference patch with at least one irritation score > 3. The point estimate of Pt — <
Py, the difference between proportion of test and reference patches with a meaningful degree of <
irritation is -0.0051 (-0.51%) and the one-sided 95% upper bound for Pt —Pg is 0.01362. <

Tabl 32: S bj ts With or Witho t Meaningf 1D gr <of Irritation (Maxim wIrritation <
Sor 23or<3)forT stand R € r n <Prod <ts D «ing th Ind <tion Phas in PPPI2 <

T st Prod <t <
Max Irritation < Max Irritation < Total <
Sor <3 < Sor 23<

Max Irritation S or <3 K 195 < 0< 195 <

R€rn< T
| Max Irritation S or £ 3 < 1 < 0< 1 <

Prod <t <

Total < 196 < 0 < 196 <

Source: Reviewer’s analysis <

Tabl 33: Non-inf riority T stin T €£ms of Proportion of S bj <s with a Meaningf 1 <
D gr <of Irritation D «ing th dnd <tion Phas in PPPI2 <

Hypoth sis < Proportion of |[<Proportion of |[< Point < On <sid d <
TstSor < R€rnc< Estimat of € 95% Upp r o
3(Pp) < Sor 3 < Pr=Pr-< Confid n <

(N=196) < (Pr) < Limit of Py - <
(N=196) < Pq -
Hy: Py = Pg > 6 (inf rior) < 0.0000 < 0.0051 < -0.0051 < 0.01362 <

Hy: Py = PR <6 (non- <
inf rior) <

Source: Reviewer’s analysis <

3.2.10.2.3 Irritation Analysis R s Its in PPPI3 <

71 <
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Table g gw t e number and percent f applicati n by inducti n p a e patc number and g
patc type wit a pecific ¢ mbined “dermal re p n €” and “ t er effect ” c re in PPPI . A ¢
ummary fmeanirritati n ¢ re durin t einducti np a ein PPPI i1 pre ented in Table 5. g

Table 34: Number (%) of Applications by Induction Phase Patch Number and Patch Type g
with a Specific Combined “Dermal Response” and “Other Effect” Score in the PPPI3 g

Patch No: g Combined “Dermal Response” and “Other Effect” Score g
Treatment g Frequency, %g
ON g INg 2N g 3Ng

Ii'Tet g 167 865 %g 2g 1 2 g 2g| 10 %g 0g| 000%g
l:Reference g 165 (859 %g 25g|1 .02%g 2¢g |10 %g 0g | 000%g
2Tet g 162 8.9 %g 29 g|150 %g 2g | 1.0 %g 0 g | 0.00%g
2:Reference g 161 |8 85%3 g 0 g|156 %g 1 g | 052%¢g 0g | 0.00%g
Tet g 17 [76.17%3 g 9 g|2021%g 7 g 6 %g 0 g | 0.00%g
:Reference g 150 |78.1 %3 g 6 g|1875%¢ 5 g | 260%g 1 g | 052%¢g
Tet g 19 [7720%4 g 2 g|21.76%g 2 g | 1.0 %g 0 g | 0.00%g
:Reference g 18 [77.08%4 g 1 g|21. 5%3 g 1.56%g 0 g | 0.00%g
S5Tet g 152 | 78.76%3 g 8 g|19.69%3 g 1.55%¢g 0 g | 0.00%g
5:Reference g 17 [7656%4 g 2 g|21.88%3 g 1.56%g 0 g | 0.00%g
6:Tet g 17 [7617%4 g 5¢g|2.2%g 1g | 052%g 0g | 000%g
6:Reference g 151 |78.65%3 g 8 g|19.79%3 g 1.56%g 0 g | 0.00%g
TTet g 15 |751 %4 g 7g|2.5%¢g 1g|052%¢g 0g | 000%g
7:Reference g 11 |7. 4 ¢g 8 g|2500%3 g 1.56%¢g 0 g | 0.00%g
8Tet g 15g7 979%3 g 9 g[2021%g 0 g | 000%g 0g | 000%g
8:Reference g 15g8 021%3 g 7 g|1927%¢ 1 g | 0.52%g 0 g | 0.00%g
9Tet g 150 |77.72%4 g 2 g |21.76%g 1 g | 052%g 0 g | 0.00%g
9:Reference g 151 | 78.65%3 g 7 g|19.27%4 ¢ 2.08%g 0 g | 0.00%g

Plea erefert Secti n .2. frt ec nveri nfr mletter ¢ ret numerical c re. g
S urce: Reviewer’ analy i . g

Table 35: Summary of Mean Irritation Score (Mean of “Dermal Response” Plus “Other g
Effects” Scores During the Induction Phase) in PPPI3 per FDA Reviewer

Product g Ng| Mean(SD) g Min g First g Median g Third g Max g

D D

Quartile |g Quartile |g

72 g
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A (Tes ¢

30 e22 (.336)

lle 444 ¢

B (Reference ¢

2 0 e224( 35)

44 1le

.667 €

Sourc : R @i w @’s analysis e

Th non-inf riority analysis of t st patch againstth r f r nc patch bas d on th m an irritation
scor in PPPI3 using a lin ar mod 1is shown in Tabl 36.Inth mod I, th m an irritation scor

was th r spons

and tr atm et and subj ct we fix d € cts. Th on -sid d

5% upp r

confid nc bound was - . 3 4 which b ing n gativ show a that th t st is non-inf rior to th

rfrnc. e

Table 36: Non-inferiori y Analysis of Mean Irri a ion Score for Tes vs. Reference in PPPI3

per FDA e

Variable ¢

Hypo heses ¢

LSmean
Tes ¢

c LSmean ¢
Reference

Es ima e of
ema—1.25%pg

One-Sided

95% Upper

Confidence
Bound ¢

o o ¢

Mean Irri a ion e
Score e

Hepsy— 25%ug>
Hepy— 25%up<

5 2250 e
¢

2245 e -

62e¢

-.34c¢

Sourc : R @i w @’s analysis ¢

Th proportion of subj cts in PPPI3 with and without a m eningful d gr eof irritation (at | ast
on irritation scor > 3) is cross-tabulat d for th t st v rsusr f r nc products in Tabl 37. A
t st for non-inf riority of th t st patch toth r f r nc patch in t rms of proportion of patch s
with a m eningful d gr eof irritation in PPPI3 is pr s nt d in Tabl 38. Th r was no t st patch
and ( e52%)r f r nc patch with at | ast on irritation scor > 3. Th point stimat of Pt — e
Pg, th diff r nc b tw en proportion of t st and r f r nc patch s with a m @ningful d gr eof e

irritation is - .

&2 (- .52%)and th on -sid d 5% upp r bound for Pt —Pg is

Se. e

Table 37: Subjec s Wi h or Wi hou Meaningful Degree of Irri a ion (Maximum Irri a ion e
Score >3 or <3 for Tes and Reference Produc s During he Induc ion Phase in PPPI3 ¢

Tes Produc ¢
Max Irri a ion | eMax Irri a ion |e To al ¢
Score<3 ¢ Score> 3 ¢
Reference Max Irri a ion Score<3 || ¢
Produc o Max Irri a ion Score> 3 |1 e
Toal 1 e 20e 2 e

Sourc : R @i w &’s analysis e

Table 38: Non-inferiori y Tes in Terms of Propor ion of Subjec s wi h a Meaningful e
Degree of Irri a ion During he Induc ion Phase in PPPI3 ¢

Hypo hesis ¢

Propor ion of
Tes Score >
3 (PT S

Propor ion of | e
e Reference ¢
Score>3 ¢

Poin

Pr-Pgr.

e
Es ima e of ¢

One-sided ¢
95% Upper |e
Confidence e

73 e

o o o o



(N=192 5 (5 mitoef -5

(N=192 5
Hy: t- 5>0(nferor 5 0.0000 5 0.00 2 5 -0.00 2 5 0.01390 5
Hi: t- 5<dé(non- 5
nfer or 5

Source: Reviewer’s analysis 5

3.2.10.2.4 Irr tat on Analyss esults n 5 I4 5

Table 39 shows the number and percent of applications by induction phase patch number and 5
patch type with a specific combined “dermal response” and “other effects” score in PPPI4. A 5
summary of mean irritation scores during the induction phase in PPPI4 is presented in Table 40. 5

Table 39: Number (%) of Appl cat ons by Induct on hase atch Number and atch Type 5
w th a Spec f ¢ Comb ned “Dermal esponse” and “Other Effect” Score nthe 5 14 5

atch No: 5 Comb ned “Dermal esponse” and “Other Effect” Score 5
Treatment 5 Frequency, %5
ON 5 IN 5 2N 5 3N 5

1:Test 5 12 [8636%5 225|12.0%35 25| 1.14%5 05 | 0.00%5
l:Reference 5 11 |8629%% 23 5/|13.14%35 15 [0.7%5 05 | 0.00%5
2:Test 5 148 | 84.09%35 26 5|1477%53 25 | 1.14%5 05 | 0.00%5
2:Reference 5 14 5/82.86%%5 29 5|16. 7%35 15 [0.7%5 05 | 0.00%5
3:Test 5 133 |7 .7%5 365|204 %3 75| 398%5 05| 0.00%5
3:Reference 5 13 55/ 77.14%5 34 5| 19.43% 2.86%5 15| 0.7%5
4:Test 5 137 | 77.84%% 37 5[21.02%3 25 | 1.14%5 05 | 0.00%5
4:Reference 5 13 55/ 77.14%5% 37 5|21.14%35 35 | 1.71%5 05 | 0.00%5
‘Test 5 139 | 78.98%3% 34 5[1932%3 35 | 1.70%5 05 | 0.00%5
:Reference 5 137 [ 7829%3% 3 5/20.00%35 35| 1.71%5 05 | 0.00%5
6:Test 5 133 |7 .7%5 42 5(23.86%3% 15| 0.7%5 05 | 0.00%5
6:Reference 5 136 | 77.71%5% 36 5|20. 7%3 35 | 1.71%5 05 | 0.00%5
T:Test 5 131 | 74.43%5 44 5|2 .00%35 15| 0.7%5 05 | 0.00%5
7:Reference 5 127 | 72. 7%% 4 52 71%35 35 | 1.71%5 05 | 0.00%5
8:Test 5 140 | 79. %5 365[204 %3 05 | 0.00%5 05| 0.00%5
8:Reference 5 140 | 80.00%5% 34 5[1943%35 15 [0.7%5 05 | 0.00%5
9:Test 5 137 | 77.84%5 38 5|21.9%3 15| 0.7%5 05 | 0.00%5

745



9:Refere ve w 7 7829%3 w 4 1 w94 %w 4 w | 229%w 0 w | 0.00%w

Please refer to Se tio w.2. forthe o versio rom letter s ore to wimeri als ore. w
Sour e: Revie wr’sa alysis. w

Table 40: Summary of Mean Irritation Score (Mean of “Dermal Response” Plus “Other w
Effects” Scores During the Induction Phase) in PPPI4 per FDA Reviewer w

Product w N w| Mean (SD) w Min w First w Median w Third w Max w
Quartile [w Quartile [w

A (Test) w 76 | 0.22 0. 45) w 0 w 0w 0w 0. w A4 w

B (Reference) 1 w75 | 0.227 (0. 60) w 0 w 0w 0w 0444 1|w .667 w

Sour e: Revie wr’sa alysis w

The w -i feriority a alysis of test pat h agai st the refere ve pat h based o whe mea wrritatio w
s orei PPPI4 usi gali ear model is sho wi Table 4 .1 the model, the mea irritatio s ore w
as the respo se a d treatme t a d subje t were fixed effe ts. The o e-sided 95% upper w
o fide v bou d was -0.0407 whi h bei g wegative sho wd that the test is w -i ferior to the w
refere ve. w

Table 41: Non-inferiority Analysis of Mean Irritation Score for Test vs. Reference in PPPI4 w
per FDA w

Variable w Hypotheses w | LSmean w LSmean w Estimate of |w One-Sided w|
Test w Reference [wuaw 1.25%ug | 95% Upper v
Confidence v

Bound w

<=

Mean Irritation w | Ho: gy W25*ug 20 w 022289 w  0.2279 w -0.062 w - 0.0407 w
Score w Hwisg 5%upg g 0 W

Sour e: Revie wr’sa alysis w

The proportio vof subje ts i PPPI4 with a d without a mea i1 gful degree of irritatio wat least w
o e irritatio v8 ore > w is ross-tabulated for the test versus refere we produ tsi Table 42. A w
test for o -i feriority of the test pat h to the refere ve pat hi terms of proportio wf pat hes w

ith amea 1 gful degree of irritatio w PPPI4 is prese tedi Table 4 . There vas wtest pat h w
a d w(00.57%) refere we pat h with at least o e irritatio w ore > w The poi t estimate of Pt — w
Py, the differe ve bet we wroportio wf test a d refere we pat hes wth a mea i gful degree of w
irritatio ws -0.0057 (-0.57%) a d the o e-sided 95% upper bou d for Pt —Pris 0.0 52 . w

Table 42: Subjects With or Without Meaningful Degree of Irritation (Maximum Irritation w
Score > 3 or < 3) for Test and Reference Products During the Induction Phase in PPPI4 w

Test Product w
Max Irritation w Max Irritation w Total w
Score<3 w Score> & w
Reference M ax Irritation Score <3 || w 74 w 0w 74 w

75 w
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Pr duc : | MaxIrr a : cre>3| 1 : 0: l:
T:al : 175 : 0 : 175
Source Reviewer’s analysis :
Table43: N: - fer r yTes :Terms fPr pr : f ubjecsw:haMea : gful
Degree fIrr a : Dur :g hel duc : Phase :PPPI4 :
Hyp :hess : Prpr: f|Prpr f|: P: : O m,e-s ded
Tes ¢ re> |: Refere ce Es mae f | 95% Upper
3(Pyp) : cre>3 Pr-Pgr. C: fde ce |
(N=176) : (Pr) : Lmi f Py-
(N=175) : Pg.
Hp: Pr-Pr>06( fer ) : 0.0Q00 - 0.0057 -0.0057 : 0.01523 :
H1:;PT'PR:56( o=
fer 1) :
Source Reviewer’s analysis :
3.2.10.25Irr a : A :alyssResuls PPPIS :

Table 44 shows the number and percent of applications by induction phase patch number and
patch type with a specific combined “dermal response” and “other effects” score in PPPIS. A
summary of mean irritation scores during the induction phase in PPPI5 is presented in Table 45.

Table 44: Number (%) fApplca : sbyl duc : Phase Pa ch Number a d Pa ch Type

w:ha pecfcC mb:ed“Dermal Resp : se”a d “O ter Effec” ¢ re he PPPIS :
PachN : C :mb : ed “Dermal Resp : se” a d “O ther Effec” ¢ re :
Trea me : Freque cy, %:

ON : IN: 2N 3N:
1 Test : 172 [ 86.43% 25 : |12.56%: 2 : | 1.01%:| 0 : | 0.00%:
1 Reference 171 | 8593%: 26 : |[13.07%: 2 : | 1.01%:| 0 : | 0.00%:
2 Test : 168 | 84.42%{ 29 : | 1457%: 2 : | 1.01%:| 0 : | 0.00%:
2 Reference 167 |83.92% 30 : [15.08%: 2: | 1.01%:| 0 : | 0.00%:
3 Test : 153 | 76.88%{ 39 : | 19.60%: 7 : | 3.52%:| 0 : | 0.00%:
3 Reference 155 | 77.89%{ 38 : [ 19.10%: 5 : | 2.51%:| 1 : | 0.50%:
4 Test : 154 | 7739%: 43 : [21.61%: 2 : | 1.01%:| 0 : | 0.00%:
4 Reference 153 | 76.88%{ 43 : |21.61%:] 3 : | 1.51%:| 0 : | 0.00%:
S Test : 158 | 79.40% 38 : [19.10%: 3 : | 1.51%:| 0 : | 0.00%:
5 Reference 152 [ 7638%: 44 : |22.11%: 3 : | 1.51%:] 0 : | 0.00%:

76 :



6:Test m I'm 7 6m%h 462m 1 %nh 1m|0@%m 0m| 006%m
6Reference m | | 6 |7 m9%m 40 2 m010%3 m I %m0 m| 006%m
7:Test m 10 [7m%m 4m | 41%h 1m|0M%m 0m| 008%mn
7Reference m | 146 |7 m7%5 m 02 fm 1 %3 m I %m0 m| 006%m
‘Test m 160 8/m040%3 m 9 m| 1960%m 0 m| 0GA%m 0 m| 0GA%m
Reference m | 19 [7990%3 m 9 m|1960%m 1 m| 0 @%m 0 m| 006%m
9:Test m 16 |7m%m 4m | Ik%Mn 1m|0M%m 0m| 008%mn
OReference m | | 6 |7 m9%3 m 9 m| 1960%m 4m| 01%m 0 m| 00G8%mn

Please refer to Section m for the conversion fran letter score to num erical score m
Source: Reviewer’s analysis m

Table 45: Summary of Mean Irritation Score (Mean of “Dermal Response” Plus “Other m
Effects” Scores During the Induction Phase) in PPPIS per FDA Reviewer m

Product m N m| Mean (SD) m Min m First m Median nj Third m Max m
Quartile m Quartile jm

A (Test) m 199 |06 (0 m ) m O m 0 m 0 m 0 m 1 md44 m

B (Reference) 199 |0 m6 (0 m4) m 0 m 0 m 0 m 0444 m 1667 m

Source: Reviewer’s analysis m

The non-inferiority analysis of test patch against the reference patch based on the e an irritation m
score in PPPI using a linear o del is shown in Table 46 In the o del, the e an irritation score m
was the response and treate nt and subject were fixed effects The one-sided 9 % upper m
confidence bound was -0 0 n¥ which being negative showed that the test is non-inferior to the m
reference m
Table 46: Non-inferiority Analysis of Mean Irritation Score for Test vs. Reference in PPPIS m
per FDA m
Variable m Hypotheses m | LSmean mLSmean m Estimate of i/m One-Sided m
Test m Reference npa—1.25*ug 4y 95% Upper |m
Confidence m
Bound m
Mean Irritation m| Ho:pa—1 m*pypg>0 m O th7 m| Om 1 m | - 00 9 m - 00nY m
Score m Hi:ppa—1 m*ug<0 m

Source: Reviewer’s analysis m

77 m
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Theprpr - subjecs PPPIS5w ha dw hu amea - guldegree 1 a - (a leas -

e rra- scre>3) scrss abulaed r he es versusre ere ce pr ducs Table 47. A -
es r - er Ty he es pach hereere cepach erms prpr - paches -
w hamea - guldegree 1r a - PPPI5 sprese ed Table 48. There was es pach -
a d1(00.50%) reere cepachw-ha leas -e rra- scre>3. Thep - es mae Pr— -

Pr, he d -ere cebewee pr pr - es a dreere ce pachesw hamea - g ul degree -
ra- s 0.0050(0.50%)a d he -esded95%upperb u d rPr—Pr s0.01390. -

Table 47: Subjects With or Without Meaningful Degree of Irritation (Maximum Irritation -
Score > 3 or < 3) for Test and Reference Products During the Induction Phase in PPPIS -

Test Product -
Max Irritation | -Max Irritation |- Total -
Score<3 - Score> 3 -
Reference _Max Irr.itat.ion Score<3 + 191 - 0 - 191 -
Product - Max Irritation Score > 3 |- 1 - 0 - 1 -
Total - 192 - 0 - 192 -

S urce: Rev ewer’sa alyss -

Table 48: Non-inferiority Test in Terms of Proportion of Subjects with a Meaningful -
Degree of Irritation During the Induction Phase in PPPIS -

Hypothesis - Proportion of | Proportion of | - Point - One-sided
Test Score > |- Reference Estimate of { 95% Upper |-
3Py - Score>3 - Pr-Pxr. Confidence |
(N=199) - Pr) - Limit of Pp- | -
(N=199) - Pr.

Hy: Py - Pg > 0 (inferior) - 0.0600 - 0.0050 - 0.0050 - 0.01390 -
Hi: Py - Pgr.<0 (non- -
inferior) -

S urce: Rev ewer’sa alyss -

3.2.10.2.6 Irritation Analysis Results in PPPI6 -

Table 49 sh ws he umber a d perce - -applca - sby -«duc - phase pach umbera d -
pach ype w haspec c¢cc mb-ed “dermal resp -se” a d “ here ecs”sc re PPPI6. A -
summary mea 1r a - sc resdur g he duc - phase PPPI6 sprese ed Table50. -

Table 49: Number (%) of Applications by Induction Phase Patch Number and Patch Type -
with a Specific Combined “Dermal Response” and “Other Effect” Score in the PPPI6 -

78 -
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Patch No: , Combin , rmal R spons ”an  Oth r Eff ct” Scor ,
Tr atment , Fr qu ncy %,
ON, IN, 2N, 3N,

l:Test 157 | 86.26%, 23, |12.64%, 2, | 1.10%, 0, | 0.00%,
1:Reference 155 |86.11%, 24, [1333%, 1, | 0.56%, 0, | 0.00%,
2:Test , 154 | 84.62%, 26, |1429%, 2, | 1.10%, 0, | 0.00%,
2:Reference 149 | 82.78%, 29, [16.11%, 2, | 1.11%,| 0, | 0.00%,
3:Test , 139 | 7637%, 36, |19.78%, 7, | 3.85%, 0, | 0.00%,
3:Reference 139 | 77.22%, 35, |19.44%, 5, | 2.78%,| 1, | 0.56%,
4:Test , 142 | 78.02%, 38, |20.88%, 2, | 1.10%, 0O, | 0.00%,
4:Reference 139 | 77.22%, 38, |21.11%, 3, | 1.67%, 0, | 0.00%,
S:Test , 145 | 79.67%, 34, |18.68%, 3, | 1.65%, 0, | 0.00%,
5:Reference 141 | 7833%, 36, |2000%, 3, | 1.67%, 0, | 0.00%,
6:Test , 138 | 75.82%, 43, |23.63%, 1, | 0.55%, 0, | 0.00%,
6:Reference 140 | 77.78%, 37, |20.56%, 3, | 1.67%, 0, | 0.00%,
T:Test , 136 | 74.73%, 45, [2473%, 1, | 0.55%,] 0, | 0.00%,
7:Reference 131 | 72.78%, 46 , |25.56%, 3, | 1.67%, 0, | 0.00%,
8:Test 146 | 80.22%, 36, |19.78%, 0, | 0.00%, 0, | 0.00%,
8:Reference 144 |80.00%, 35, |19.44%, 1, | 0.56%,| 0, | 0.00%,
9:Test , 143 | 78.57%, 38, |20.88%, 1, | 0.55%, O, | 0.00%,
9:Reference 141 | 7833%, 35, |19.44%, 4, | 222%, 0, | 0.00%,

Please refer to Section 3.2.3 for the conversion from letter score to numerical score.
Source: Reviewer’s analysis. ,

Tabl 50: Summary of Mean Irritation Scor (Mean of rmal R spons ” Plus Oth r ,
Eff cts” Scor s wuring th In uction Phas )in PPPI6 p rF ARviwr ,

Pro uct , N,| Man(S ) Min ,| First ,| Me ian ,| Thir , Max ,
Quartil | Quartil |

A (T st) , 182 | 0.218(0.341) |, O, 0, 0, 0.333 , 1.444

B(R frnc) 180 | 0.227(0.362) |, O, 0, 0, 0.444 , 1.667 ,

Source: Reviewer’s analysis ,

The non-inferiority analysis of test patch against the reference patch based on the mean irritation ,
score in PPPI6 using a linear model is shown in Table 51. In the model, the mean irritation score
was the response and treatment and subject were fixed effects. The one-sided 95% upper ,
confidence bound was -0.0394 which being negative showed that the test is non-inferior to the
reference. ,
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Table p pn-inferi rity Analysis f Mean Irritati n Sc re f r Test vs. Reference in PPPI6 p
er FDA p

Variable p Hy ptheses p | LSmean p LSmean p Estimate f |p One-Sided p
Test p| Reference ppa— 2 “ug | 9 % Uper |p
C mfidence p

B und p

Mean Irritati n  p | Ho: pa — 1.25%ug>0 p 0.2179 p| 0.2230 p -0.0608 p -0.0394 p
Scre p Hi:py —1.25%up <0

Source: Reviewer’s analysis p

The proportion of subjects in PPPI6 with and without a meaningful degree of irritation (at least
one irritation score > 3) is cross-tabulated for the test versus reference products in Table 52. A
test for non-inferiority of the test patch to the reference patch in terms of proportion of patches
with a meaningful degree of irritation in PPPI6 is presented in Table 53. There was no test patch
and 1 (00.56%) reference patch with at least one irritation score > 3. The point estimate of Pt — p
Pr, the difference betwegen proportion of test and reference patches with a meaningful degree of p
irritation is -0.0056 (-0.56%) and the one-sided 95% upper bound for Pt —Py is 0.01523. p

TeT T

Table 2 Subjects With r With ut Meaningful Degree f Irritati n (Maximum Irritati n p
Sc re>3 r<3)f r Test and Reference Pr ducts During the Inducti n Phase in PPPI6 p

Test Pr duct
Max Irritati n | pMax Irritati n |p T pal p
Sc re<3 p Scre>3p

Ref, Max Irritati n Sc re <3 174 p 0Op 174 p
lfrel(.lfilncie Max Irritati n Sc re> 3 1l p 0p 1 p
P T pal p 175 p 0p 175 p

Source: Reviewer’s analysis p

Table 3 pn-inferi rity Testin Terms fPr p rti n fSubjects with a Meaningful p
Degree fIrritati n During the Inducti n Phase in PPPI6 p

Hy p thesis p Prprtin f{Pprprtin f|p Ppt p One-sided p
Test Sc re> |p Reference p Estimate f p 9 % Uper |p
3Pp p Sc re>3 Prp Prp C mfidence |p

(FB2)p (Prp p Limit f Pip | p
(ppo) p Prpp
Hy P1p Prp> S (inferi r) p 0.0490 p 0.0056 p -0.0056 p 0.01523 p
HpPp Pep<d (n p- p
inferi r) p

Source: Reviewer’s analysis p
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3.2.10.2.7 n tzato A mly n

Table 54, Table 55, Table 56, Table 57, Table 58 a d Table 59 show the umber a d perce t of
time after patch removal a d patch type with a

applicatio s by challe ge phase evaluatio

specific dermal respo se a d other effects score i PPPS1, PPPS2, PPPS3, PPPS4, PPPS5 a d
PPPS6, respectively. The total umber of patches is ot same at all of the time poi ts because
some subjects did ot have o e or more irritatio assessme ts. n

Tabl 54: Numb r (%) of Appl cat 0 nby Chall g Pha nEvaluato T meand Patch n
Typ wtha pcfcCombn dD rmal Rnpo n a d Oth r Eff ¢t cor

th PPP 1 n

Tme Tr atme h n Total n Combn d“D mmalRnpo n”a d“Oth r Eff ct” n

Numb  |n cor n

of n Fr qu ncy, %n

Patch n ON n IN n 2N n
30 Mi utes: Test n 217 n | 185 n| 85.25%1 32 n | 1475%1 0 n | 0.00%n
30 Mi utes: Refere ce |n 215 n | 179 n| 83.26%1n 36 n | 16.74%1n 0 n | 0.00%n
24 Hour: Test n 216 n | 208 n| 96.30%1 7 n | 324%n| 1 n | 046%n
24 Hour: Refere ce n| 214 n | 203 n| 94.86%1 10 n | 467%n| 1 n | 0.47%n
48 Hours: Test n 214 n | 213 n[99.53%1 O n | 0.00%n 1n |047%n
48 Hours: Refere ce m 212 n | 209 n| 98.58%n 2 n | 0.94%n| 1 n | 0.47%n
72 Hours: Test n 2150 | 214 n|99.53%1 1 n | 047%n| 0 n | 0.00%n
72 Hours: Refere ce n 213 n | 212 n|99.53%1 1 n | 047%n| 0 n | 0.00%n

Source: Reviewer’s a alysis. n

Tabl 55: Numb r (%) of Appl cat o nby Chall rg Pha nEvaluato T meand Patch n
Typ wtha pcfcCombn dD rmal Rnpo n a d Oth r Eff ¢t cor

th PPP 2 n

Tme Tr atme ta n Total n Combn d“D mrmalRnpo n”a d“Oth r Eff ct” n

Numb r |n cor n

of n Fr qu ncy, %n

Patch n ON n INn 2N n
30 Mi utes: Test n 91 n | 162 n| 84.82%1n 29 n | 15.18%1 0 n | 0.00%n
30 Mi utes: Refere ce |n 189 n | 156 n|82.54%n 33 n|17.46%1 0 n | 0.00%n
24 Hour: Test n 191 n | 185 n| 96.86%1 5 n | 2.62%n| 1 n | 0.52%n
24 Hour: Refere ce n| 189 n | 180 n|9524%n 8 n | 423%n| 1 n | 0.53%n
48 Hours: Test n 189 n | 188 n|9947%1n 0 n | 0.00%n 1 n |0.53%n
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A8Hour 1 rnc 1| I87 1 1 184 1]9840%1 21 | 1.07%1| 11 |0.53%]
72 Hour T It 1 190 1 1 189 1]9947%1 11 | 053%1| 01 | 0.00%]I
72Hour I rnc I} 1881 | 187 1]9947%1 11 | 0.53%I1| 01 |0.00%]I

Sourc 1 Ivi whk’” anayi.

1

Table 56: Number (%) of Applications by Challenge Phase Evaluation Time and Patch 1
Type with a Specific Combined Dermal Response and Other Effects Score in the PPPS3 1

Time: Treatment | Total 1| Combined “Dermal Response” and “Other Effect” 1

Number |I Score 1

of 1 Frequency, %l

Patches 1 ON 1 IN1 2N |
30Minut 1T 1t 1 187 1 157 1] 83.96%1 301 | 16.04%1] 01 | 0.00%]1
30Minut 1 1 rnc |1 1861 153 1]8226%1 331 | 17.74%I1] 01 | 0.00%]1
24 Hour T It 1 187 1 180 1]96.26%1 61 | 3.21%1 11 | 0.53%]1
24Hour 1 rnc 1 186 1 176 1| 94.62%1 91 | 4.84%]1 11 | 0.54%]1
48 Hour T It 1 1851 | 184 1/99.46%1 01 | 0.00%1| 11 |0.54%]1
48Hour 1 rmnc 1| 1841 | 181 1]9837%I1 21 | 1L.09%I1| 11 |0.54%]1
72 Hour T It 1 185 1 184 1] 99.46%1 11 | 0.54%]1 01 | 0.00%]1
72Hour 1 rmnc I} 1841 183 1]99.46%1 11 | 0.54%1| 01 | 0.00%]1
Sourc I Iviwl’ anayi. 1

Table 57: Number (%) of Applications by Challenge Phase Evaluation Time and Patch 1
Type with a Specific Combined Dermal Response and Other Effects Score in the PPPS4 1

Time: Treatment 1 Total 1| Combined “Dermal Response” and “Other Effect” 1

Number |1 Score |

of 1 Frequency, %l

Patches | ON 1 IN1 2N 1
30 Minut 1T 1t 1 170 1 142 1] 83.53%]1| 281 | 1647%1 01 | 0.00%]1
30Minut I 1 rne |1 1691 | 138 1|81.66%1 311 |18.34%I1 01 | 0.00%]1
24 Hour T 1t 1 1701 | 164 1|96.47%1 51 | 2.94%1] 11 | 059%]1
24Hour 1 rnc |1 169 1 160 1[94.67%1| 81 | 473%1| 11 | 0.59%]
48 Hour T It 1 168 1 | 167 1]99.40%1 01 | 0.00%1| 11 |0.60%]I
48Hour 1 rnc 1 1671 164 1[9820%11 21 | 1.20%1| 11 | 0.60%]
72 Hour Tt 1 169 1 | 168 1)9941%1 11 | 059%1| 01 | 0.00%]1
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72Hou T H Tnc T

168 T

167

T

99.40%1

]

1T

0.60% T

0

T

0.00% T

Souc T MiwT analyi. T

able 58: Number (%) of Applications by Challenge Phase Evaluation

ime and Patch T

ype with a Specific Combined Dermal Response and Other Effects Score in the PPPS5 T

ime: reatment T otal Combined “Dermal Response” and “Other Effect” T
Number |T Score T
of T Frequency, %
Patches T ONT INT 2NT
30Minut TTR T 192 T | 162 T| 84.38%T 30 T|15.63%T 0 T | 0.00%T
30Minut T F Tnc |T 193 T | 159 T|8238%7T 34 T|17.62%T 0 T | 0.00%T
24Hou TTH T 192 T 185 T| 96.35%T 6 T | 3.13%T 1 T | 052%T
24Hou T'E Tnc T 193T | 183 T| 94.82%T 9T | 466%T 1T /|05%T
48Hou TTH T 190 T 189 T| 99.47%T 0 T | 0.00%T 1T ]| 053%T
48Hou T H Thc T 191 T 188 T| 98.43%T 2 T | 1.05%T 1 T | 052%T
72Hou TTR T 190 T 189 T| 99.47%T 1T | 053%T 0T | 0.00%T
72Hou T ¥ Toc T 191 T 190 T| 99.48%T 1T | 052%T 0T | 0.00%T

Souc T i wT analyi. T

able 59: Number (%) of Applications by Challenge Phase Evaluation

ime and Patch T

ype with a Specific Combined Dermal Response and Other Effects Score in the PPPS6 T

ime: reatment T otal Combined “Dermal Response” and “Other Effect” T
Number |T Score T
of T Frequency, %
Patches T ONT INT INT
30Minut TTR T 175 T | 147 T| 84.00%T 28 T| 16.00%T 0 T | 0.00%T
30Minut T T Tnc |T 174 T | 142 T| 81.61%T 32 T| 1839%T O T | 0.00%T
24Hou TT® T 175 T 169 T| 96.57%T 5T | 28%T 1T | 057%T
24Hou T'E Tnc T 174 T 165 T| 94.83%T 8 T | 460%T 1 T | 057%T
48Hou TTR T 173 T 172 T| 99.42%T O T | 0.00%T 1T | 058%T
48Hou T H Toc T 172 T 169 T| 9826%T 2T | 1.16%T 1 T | 058%T
72Hou TTR T 174 T 173 T| 99.43%T 1T | 057%T 0T | 0.00%T
72Hou T F Taoc T 173 T 172 T| 9942%T 1 T | 058%T 0T | 0.00%T

&8 T



Source (e (ewer’s analyss. (

There were 2 patches w th an ¢r tat on score of at least 2 at 48 or 72 hour e aluat on after patch (
remo al n the challenge phase n all s x populat ons PPPS1-PPPS6). The I st of these patches s (
g en (n Table 60. Based on the @r tat on scores n the nduct on and challenge phases, the (
re (ewer determ ned that no patches had a potent al sens t zat on response. (

Table 60: Patches with Irritation Score > 2 at 48 or 72 Hour Evaluation in Challenge Phase (

Subject ID | Treat Irritation Scores at (| Max ( Applicant’s ( FDA (
ment” ( Different Times after (| Irritatio | Determination (| Determinati |(
Challenge Phase Patch ( n Score of Potential ( on of (
Removal During ( Sensitization in Potential (
30 (| 24 (| 48 ( 72 ( Inducti [ the Challenge (| Sensitization
Min ( Hrs [(Hrs |(Hrs |( on ( Phase ( (Yes, No) (
s ( Phase ( (Yes, No) ( Based on (
Irritation (
- Scores (
A ( L (| 2( 2 1 2 (| No ( No (
B ( 1L (] 2 2 1¢ 3 (| No( No (

* (A=Test, B= (eference. (
Source (e (ewer’s analys s (

3.3 Evaluation of Study RP-LID-PK001 (Pharmacokinetic and Adhesion Study) (

3.3.1 Study Objectives (

The pr mary object es of th s study were (

e To assess the b oequ (alence of a s ngle 2100 mg dose of a test formulat on of 1 doca ne (
5% top cal patch (ersus L doderm® after a 12-hour appl cat on n healthy adult male and (
female subjects under fasted cond t ons. (

e To assess the apparent dose del ered follow ng appl cat on of a s ngle 2100 mg dose of a (
test formulat on of 1docane 6% tdp cal patch (ersus L doderm®Cafter a (2-hour (
appl cat on n healthy adult male and female subjects under fasted cond t ons. (

e To assess the patch adhes (€ performance of a test formulat on of 1 doca ne 5% top cal (
patch (ersus L doderm® (after a 12-hour appl cat on (n healthy adult male and female (
subjects. (

The secondary object e of th s study was (
e To assess the safety and tolerab 1ty of a s ngle 2100 mg dose of a test formulat on of (
1 doca ne 5% top cal patch (ersus L doderm® after a 12-hour appl cat on n healthy adult (
male and female subjects under fasted cond t ons. (
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3.3.2 Stu, sign ,

This was a single-center randomized ,open-label single-dose two-period crossover study to ,
assess the bioequivalence of a single 2100 mg dose of a test (T) formulation of lidocaine 5%
topical patch versus Lidoderm® (RLD) topical patch after a 12-hour application in healthy adult ,
male and female subjects under fasted conditions and to compare adhesive properties of the test
and reference patches. ,

The treatments were the following.
e Test (T): 3 x 700 mg patches of test product (lidocaine 5%) ,
e Reference (R): 3 x 700 mg patches of reference product (Lidoderm®).

Each subject was randomized to one of two treatment sequences (T-R ,R-T) according to a ,
randomization schedule as shown in Table 61. There was a 7-day washout between each patch ,
administration. Subjects were dosed on the same day for Day 1 of Period 1 crossed over to the ,
alternate formulation and were dosed on the same day for Day 8 of Period 2. ,

Tabl 61: Ran omization Sch mefor th ,Stu , RP-LI -PKO001 ,

S gu nc , P, rio I , P yio ,II ,
T-R, Test , Reference ,
R-T , Reference , Test ,

Following an overnight fast of at least 10 hours subjects received their assigned treatment at ,
approximately 08:00 hours (£ 2 hour) as three topical patches applied simultaneously for a 12-
hour period to the infrascapular area of the back on either side of the spine without occlusion ,

with approximately 2.5 cm between each patch. Patches were applied by qualified study site ,
personnel.

Serial blood samples for determination of lidocaine plasma concentrations and PK analysis were ,
obtained at time 0 (within 90 minutes pre-application) and 1 1.5 2 3 6 9 12 15 18 21 24 ,
and 48 hours after patch application. Subjects were discharged from the research facility ,
approximately 24 hours after patch application and returned on an out-patient basis for collection ,
of the 48 hour post-dose sample. The study was conducted at a single center (Hackensack New ,
Jersey). ,

Subjects could not apply topical products to or wash the back or engage in strenuous activity ,
during the 12-hour patch application period. Water was allowed ad-libitum during the study ,
except for 1 hour prior through 1 hour post-dose. Subjects fasted for at least 4 hour following ,
patch application. Standard meals were provided at approximately 4 and 10 hours after patch ,
application and an evening snack was provided on the evenings of admission and the days of ,
dosing.

&5,



Ifany a s f 1l off during s sudy, s da sand imeisf lloff we r sord dandanw a s
wasno a sli d. s

3.3.3 Adhe ion A se sment s

Pa s ad ssion was ass & d 6 ours (£ 30 min) following a s a sli aion and wi in 30
minu § rior o a s r moval by qualifi d sudy si  srsonn | using s FDA r sommersd d
ad ssionraings al b low. Whsa omfds as ds smaso surr d rior o s imeof
ass smas s imecofd sa smevswas a surd.Dsa sd as swg nor sla sd. s

Adhe ion Scoring Scale s

0=>90% ad sr d ( s niallyno lif off s skin) s

1=>75% 0<90% ad sr d (some dg sonly lif ing off s skin) s

2=>50% 0<75%ad sr d(l ss an alfof s a s lifingoff s skin) s

3=>0% 0<50%ad sr dbu no d s« s d(mor sn alfof s a s lifing off s skin bu
no omgd sslyd sa s d) s

4=0%ad srd- asdsasd(as omg slyoff sskin) s

3.3.4 Endpoint s

A s li an’s Primary End oin for Ad ssion: s

T s rimary nd oin for ad ssion was s umulaiv ad ssion ind x (mamsad ssion s or ),
ws swas al ula ddas s sum of asubj s’sindividual a s ad ssions or s divid d by s
numb rof's or sduringdiff r n ime sins. s

Wh s an individual a s ad ssions or wasmissingdu o a s d @ smaasa a s ad ssion
s or of '4'was impu s« for all al ulaions. s

R vi w &’s Primary End oin for Ad ssion: s

Tsrviwg’s rimary nd oin is s mamsad ssions or ws sisd fin d for a s subj s
for asramamsas s mamsof s ad ssionsorsovrall as sof a as ys( s or
rfrns)and all valuaion ime ©ins(a 6 oursaf r a s a sliaionandb for a s
r moval). s

R vi w &’s S sondary End oin for Ad ssion: s
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e Thep Ip 1 fsubjec sw lhamea 1 gful deg de fde achme 1 (adhes 1 sc le>3a 1
ay mep 1l f lay f he hdepaches f hesame ype) 1

e Tmef mpachapplca 1 u Ilc mplee pa lal pachdeachme 1

e P g1 fsubjecsw lhamea adhes 1 sc lef les pachgeae ha hemea 1
adhes 1 sc ef he efe e cepachby moelJc mpaed hep p 1 f 1
subjecsw hamea adhes 1 sc lef lhe efee cepachgeae ha hemea 1
adhes 1 sc lef 1he es pachby Imoel 1

Reviewer’s Comments.: 1

. Each subjec had h de es pachesa d h de efe e ce paches. The mea adhes 1 sc I
was def ed as he mea fadhes 1 sc les fall hdepaches f hesame ype (es
efe e ce) a all evalua 1 p 1 s. The mea 1gful degde f deachme 1 s def ed as
ay f hse hdepaches f hesame ype hav lga adhes 1 sc e>3a ay f he
adhes 1 evalua 1 mep 1 s. 1

1
2. The adhes 1 assessme 1 mes we e equally spaced. The ef £ a smple ave age f 1
adhes 1 sc les sapp Ip aeas hep mayedp 1 . 1

ek ek

1

3.3.5 Sample Size Considerations 1

The applca 1dee mied ha 48 subjecs w uld p lvde suffce 1daa Imee hep may 1
bjec ves f hssudy. 1

3.3.6 Statistical Methodologies 1

3.3.6.1 Analysis Populations 1

Applicant’s Analysis Populations: 1

PKP pula 1 : 1

The PKP pula 1 ¢ Issed f h sesubjecswh c mpleedb h eame Isw Th u a ymaj 1
plclvilals wh plvdedplasmald ca Bc lce 1a 1 daasuffce 1 es maePK 1
paamee sa dhadall3 pachesa achedf 1> 1h usdu Igeachpe 1d. 1

Safe yP pula 1 : 1

Thesafeyp pula 1 ¢ Issed f h sesubjecswh eceveda leas kd se fsudydug. 1

Reviewer’s Analysis Population: 1

Pe P1 ¢ 1P pula 1 f 1Adhes 1 (PPPA): 1
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The per pro o o pop P ion for dhesionin Pdes Pp Phesex ep hose h P reremovede ry P
for n Pep Beirri Ron or s fey or hose from he s bje B who dropped o Pof hes Ry P
before he 12ho r ppi Pion. P

A pPh hPis ompeey de Phed, nd no mar P y removed for he bove-menioned P
re sons, before he 12-ho rp Ph i Pion period, is in Pdedin he P A nd s oreof4 P
(ompeep Ph de Phmen) is Rried forw Pd s LOCF for P f rher fessmens for h P P
spe ifi p Ph. P

Reviewer’s Comment: P

The fPpi Pion sed he s fey pop P ion for n Bsis of dhesion. There wB no sepr ¢ P
defini ion of per pro o o pop P ion for dhesion. The reviewer greedwih ppi B’s n Bsis P
pop P ion for dhesion whi h wB so re ommended by FDA’s ini P e m.In his Re P P
p Phes from hes bje Bin hes feypop P ion onsi R he P A. P

3.3.6.2 Primary Analysis of Adhesion P

Applicant’s Analysis Methods: P

The Bnu Bve dhesion index w B s mmarfzed by re Phen nd ime poin sing des rip ive
s Pisi s (me n,s nd rd devi ion, medi n, minimurR nd m xikhu® v Pes). Differen e in he

mu Bve dhesions index be wen es nd referen e p Phes wB n Bzed sing n Bsis of
v ri n ¢ (ANOVA) mode in Pding erms for seq en e, s Ky re Pnen, nd period s fixed
effe B, nds bje Pnesedwihinseq en e s r ndomeffe P P

a~Ba-Riavlige)

Freq en ies nd per en Iges were sed odes ribe heme n Pnu Bve dhesions oresr nge

e th ime poin by re Pnen. The me n Pmu Rve dhesion s ores were divided in o five
gro ps: ‘0 -<1’, ‘1-<2’, 2-<3’, ‘3-<4’ ‘4’. Individ P dhesion s ores were s mmarkzed by
re Pnen nd ime poin sing freq en y nd per en Be. The n mber of de Phed p Phes w B
s mmarkzed sing freq en y ndper en Bes. P

D r ion of wer prior o p Ph de Phmen w s s mmarzed sing des ripive s Pisis. P
Differen es in he ime from PBpi Pion ni p Ph de Phmen be wen es nd referen e P
p Phes were a1 Bzed wikg he SAS pro ed re ROC LIFETEST wih he mode, P
ime* ensor(0) s he imeeffe Pnd re Phen s hesr Peffe P P

When nindivid P p Ph dhesions ore w Bmissingd ¢ op Phde Phmen, p Ph dhesion P
s ore of '4'w Bimp Ped for P P ions. P

Reviewer’s Analysis Methods: P
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Todemog e dequ g poduc dheio, he e poduc hould be howgobe gi ic lly
o -1 feio comp ged o he efe e cep oduc b ggedupo ev lu io of hediffe e cei he e
d efee ce ove gdlmeg dheio coe, wih o-1feioiy (N) ma g of 0.15 (0 =

0.15). The hypohe e fo evlu g g o -i feioiy e g

HO: ur-pur>08( 0o o -ifeio) g
Hl:pr-pr<d6(o -ifeio) g

whee uyy gd yp € hemeg dheio coe fo e gneg g efee ce, e pecively. To
demog e o -ifeioiyof he e poduc o he efee cepoduc, he uppe bou d of he
o e- ided 95% CI of he diffe e cei me g dheio coefo he e poduc g he efee ce
p oduc mugbele gh go equl 00.15. g

Fo hepimayg glyi of hepimayg dpoi , g glyi ofv g ge (ANOVA)w g pe fo med

i SAS ui gPROC MIXED, i which he meg dheio coewg e ed g he depe de g

v g ble, eque ce, e meg glpeiodwee e ed fixedeffec g ubjec e edi eque ce
gdom effec. g

The popo io of ubjec wih megi ful de ge of de chme g ( dhe io coe of 3 o

e g)i evliu gdfo e chpoduc. The eviewe ued he gnemehod fo he glyi of
bi gyedpoi (ecod g glyi) 1 Secio 3.2.7.2.Feque cy ble howi ghe umbe
of pghe wihech dheio coe gechevliu io imepoi fo ech e meg g
p ovided. g

3.3.7 Subject Disposition and Analysis Populations g

The udye glled 48 ubjec gAll ubjec compleed he udy glweei cludedi he fey
popul io .E ch ubjec hd hegee g heg efee cep che. Allp che weei cludedi
he glyi popul io fo dheio (pe poocol popul io fo dheio o PPPA). The
deemi gio of glyi popul io gby he pplic g gd h gby he FDA eviewe g
pee gdi T ble 62. The PP popul io fo dheio ecomme ded by he cli ic 1 eviewe
mackedwih h gof he pplic g. g

Table 62: Determination of Analysis Populations per Patch g

Applicant’s Determination g | FDA’s Determination g
Overall g | Test g Reference | Overall g | Test g Reference g
Enrolled g 288 144 144 288 144 144
Safety Population (SP) g 288 g 144 g 144 ¢ 288 g 144 ¢ 144 g
(100%) g (100%) g (100%) g (100%) |2 (100%) g (100%)
Per Protocol Population for Adhesion g 288 g 144 o 144 g 288 g 144 g 144 g
(PPPA) ¢ (100%) g (100%) g (100%) g (100%) g (100%) g (100%)
Excluded f om PP popul ® g 0g 0 0g 0 0g 0
(0%) (0%) (0%) (0%) (0%) (0%)

Sou ce: Applic g” d g e g g eviewe’ glyi g
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3.3.8 Demo r hic nd B seline Ch r cte istics r

The demog aphic cha acte istics of all en olled subjects (same as the safety population and
adhesion analysis population fo this study) a e shown in Table 63. About half (52%) of the
subjects we e male. Majo ity of the subjects we e white (60%). App oximately 73% subjects
we e betwaen age 18 and 40 yea s, followed by 27% subjects in the age g oup 41 to 64 yea s.
The mean and median ages we e¢ 31.96 and 31.5 yea s, espectively. The study ec uited subjects
at one site: Hackensack, NJ. r

T ble 63: Demo r hic Ch r cte istics f r Study RP-LID-PK001: Gende ,Rrce nd Are r

AItEn rlled r
(N=48) r
Female r 23 r (47.92%) |r
Gende 1 "orie ¢ 25 1 (52.08%) Ir
R e r Black r 19 r (39.58%) Ir
White r 29 r (60.42%) |r
AreGrur 11840 r 351 (72.92%) |r
inYe rs r 41-64 r 13 r (27.08%) Ir
Awmin r M@an, SDr 31.96,9.22 r
Ye rs t Min, Max r 18,45 r
Q1, Median, Q3 r 22,31.5,45 r

Sou ce: Reviewe ’s analysis r

3.3.9 Results nd C mclusi ns r

3.3.9.1 A rlic nt’s An lysis Results r

The cumulative adhesion index (mean of the cumulative adhesion sco e) was calculated as the
sum of a subject’s individual patch adhesion sco es divided by the numbe of sco es du ing
diffe ent time points. The cumulative adhesion index was calculated by subject fo each
t eatment and time point and summa ized by t eatment and time point using desc iptive statistics.
Diffe ences in the cumulative adhesions index between test and efe ence patches at each time
point we e analyzed using analysis of va iance (ANOVA) model including te ms fo sequence,

=N s e

[ B T s

study t eatment, and pe iod as fixed effects, and subject nested within sequence as a andom r

effect. r

A statistical summa y of the cumulative adhesion index and diffe ences in the cumulative
adhesion index fo test vs. efe ence fo mulations fo safety population is p esented in Table 64.

T ble 64: A r lic nt’s Summa iy f Cumul tive Adhesi n Index nd Diffe ences in the r
Cumul tive Adhesi n Index (Test vs. Refe ence)in S fety P rul ti n r
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Mean(S C ea (Square (¢ Mean C 90% onfidence C
Mean C Te G C In erval (T-R C

Pach C Te C R eference | Te CR eference [CReference (
Removal C
6hour C| 0333 € 0.805 € 0.333 C 0.805 C -0472 C (-0.686, -0.258)
afer C (0.4673) | (0.9048)
applica ion |C
Wi hin30 C 0.722 € 1514 € 0.722 C 1.514 C -0.792 C (-1.066, -0.518)
min prior ((0.8847) | (1.2922)

opach C
removal C

ombined ¢ 0.528 € 1.160 € 0.528 C 1.160 C -0.632 C (-0.862, -0.402)

(0.6563) | (1.0539)

Source: Clinical Study Report, Study RP-LID-PK001, Table 11-4 C

Reviewer’s Comments:

C

1. Tt should be noted that the rightmost column of Table 11-4 in the clinical study report has
a column heading “90% Confidence Interval (T/R)”. After checking the source Table
14.5.4 in the clinical study report and the SAS code that generated that table, the reviewer
concluded that the rightmost column heading in Table 11-4 is incorrect. It should be
“90% Confidence Interval (T - R)”. Table 64 shows the correct column heading. C

There was one patch where the adhesion score decreased from the 6 hour assessment to

12 hour assessment. The applicant did not adjust the adhesion score for that patch in the

analysis.

C

3.3.9.2 Reviewer’ Analy i Re ul C

The adhesion scores for each patch should be monotone over time. It is observed that out of a
total of 288 patches in the PP population, one patch did not satisfy monotonicity of the adhesion
scores. The reviewer performed the analyses by monotonizing the adhesion scores where at each
time point the adhesion score of a patch is replaced by the highest adhesion score of the previous
assessments if the current adhesion score is observed to be less than the adhesion score at any of
the previous time points. This method is also known as the worst observation carried forward
(WOCEF). Table 65 shows the number of patches with imputed adhesion scores in the PPPA. C

The frequency distribution of monotonized adhesion scores by treatment at each assessment time
point is presented in Table 66. C

Table 65: Number of Pa che wi h Impu ed Adhe ion Score in he PPPA C

Te C

R eference C

Randomized C

C
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Numbe , ,tches , 144 144
FDA’s PP , Adhesi n ,

Numbe , ,tches , 144 144 ,

T4t 1IN , ,tcheswithw, st bse v ti nc , ied , 0, (0.00%)}, 1, (0.69%)

w,d N(%) ,
Duet ,tch ell , /c mplete det chment (%) , 0, (0.00%)|, 0, (0.00%)
Duet imp ,ved dhesi nsc ,e ec ,ded* N (%) , 0, (0.00%)| 1, (0.69%)
Due t missing inte mittent dhesi nsc ,e N (%) , 0, (0.00%)|, 0, (0.00%)

* Reference: Subjec [()(®), Patch# 1 ,
Source: Reviewer’s Analysis ,

T ble 66: Numbe

nd Pe cent

Adhesi n Sc ,e tE ,ch Assessment

Test nd Re e ence P tches with E ch Mon, t nized |,

Assessment |, T ¢ tment Adhesi n Sc ,e ,
Time , 0, 1, 2, 3, 4,
6Ha,s , Test , 109 | (75.69%) § 24 | (16.67%) , 94 (6.25%) 4 24 (1.39%) 4 0] (0.00%)
Re e ence ,| 79 | (54.86%) | 38 | (26.39%) }, 94 (625%)} 12, (833%)} 64 (4.17%)
12Ha,s , | Test , 86 | (59.72%) | 32 | (22.22%) | 11 (7.64%) |, 10}, (6.94%) 1} 54 (3.47%)
Re e ence ,| 44 | (30.56%) | 40 | (27.78%) | 22 | (15.28%) | 17 | (11.81%) | 21 | (14.58%)

Source: Reviewer’s analysis ,

A summary of mean monotonized adhesion scores is presented in Table 67. The non-inferiority
analysis of test patch against the reference patch based on the mean monotonized adhesion score
using a linear mixed model is presented in Table 68. This analysis will be considered as the
primary analysis. In the model the mean monotonized adhesion score was the response variable,
sequence, treatment and period were fixed effects and subject nested in sequence was a random
effect. The mean monotonized adhesion score was calculated for each patch type for each
subject. The upper one-sided 95% confidence bound for test mean — reference mean is -0.4075
which being less than the chosen margin 0.15 showed that the test is non-inferior to the reference
with respect to adhesion. ,

T ble 67: Summa y Me n Adhesi n Sc ,es (Mon, t nized) inthe PPP ,ul tin e ,
FDA Reviewe ,

P, duct , N,| Men(SD) ,, Min, Fist | Medin,|  Thid |, Max,,
Qu, tile |, Qu, ftile |,

Test , 48 | 0.528 (0.656) |, O , 0, 0.250 , 0.833 ,| 2.500 ,

Re e ence , 48 1.163 (1.055) |, O, 0.333 , 0.917 , 2.0Q0 , 3.667 ,

Source: Reviewer’s analysis ,

T ble68: P imayN n-ine i ity An lysis
Test vs. Re e ence P tches e FDA,

Me n Adhesi n Sc ,e (Mon, t nized) , ,

V,i ble , One-Sided 95%

U, e C ,nidence

LSme n ,| Estim ate, |,

Re e ence |,

LSme n ,
Test ,

Hy , theses ,

92,
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(SE) R| (SE) R| mpR und R

Mean Adhesi n R | Hoopr—p RS R 0.5278 R| 1.1632 R| -0.6354 R -0.4075 R
Sc re R Hipr—p B8 R (0.1257) R (0.1257) 1

Pad

Source: Rviewer’s analysis R

As an additional analysis, the reviewer constructed using the same model a 95% omRR-sided R
confidence interval for the difference pr g 1.25*u Rvhich can be used to test the following non-

inferiority hypotheses. R
Ho: pr—1.25%u RO R
Hi:pr—1.25%p KO. R

The results of that non-inferiority analysis are presented in Table 69. Since Table 69 shows that R
the upper bound of the one-sided 95% confidence bound is less than 0, the test product could be R
considered to be non-inferior to the reference product. R

Table 69: Additi nal N n-inferi rity Analysis f Mean Adhesi n Sc re (MonRt nized) f r R
Test vs. Rference Patches per FDA R

Variable R Hyp Fheses R | LSmean R LSmean R Estimate K [R One-Sided 95% R
Test R| eference Rurr 1.25*n Rl Upper C Rfidence R

(SE) R| (SE) R und R
Mean R Ho:pr—125%*u RO R 05278 R 1.1632 R| -0.0262 R 20.683 R
Adhesi n R | Hi:pr—1.25%u0 KO R (0.1257) R (0.1257) R

Sc re R

Source: Rviewer’s analysis R

The proportion of subjects in PPPA with and without a meaningful degree of detachment (at R
least one adhesion score > 3) is cross-tabulated for the test versus reference products in Table 70. R
A Rest for non-inferiority of the test patch to the reference patch in terms of proportion of R
subjects with a meaningful degree of detachment in the PPPA is presented in Table 71. There R
were IR out of 48 (22.92%) subjects with at least one adhesion score of test patches > 3 and 18 R
out of 48 (37.5%) subjects with at least one adhesion score of reference patches > 3. The point R
estimate of Pt —P , the difference betwekn proportion of subjects with a meaningful degree of R
detachment in test and reference patches is -0.1458 and the one-sided 95% upper bound for Pr — R
P Rs -0.06603. The time from patch application until complete (score=4) or partial (score > 3) R
patch detachment is presented in Table 72. R

Table 70: Subjects With R With ut Meaningful Degree K Detachment (Maximum R
Adhesi n Sc re>3 R <3)f r Test and Reference Pr ducts in FDA’s PPPA R

Test Pr duct R
Max Adhesi n R Max Adhesi n R T Ral R
Sc re<3 R Sc re> B R

eference [RMax Adhesi n Sc re<3 R 27 R 3 R 30 R
Pr duct RMax Adhesi nSc re> B R 10 R & R 18 R
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Total 7 | 37 |

47 |

urce: Reviewer’s analysis 7

Table 1: Non-inferiority Test in Terms of Proportion of Subjects with a Meaningful 7
Degree of Detachment in FDA’s PPPA 7
Hypothesis 7 Proportion of | Proportionof | 7 Point 7 One-sided 7
Subjects with | Bubjects with | 7Estimate of 7 95% Upper |7
Test Score > |7 Reference 7 Py -Pr~ Confidence |7
3Py 7 Score>3 7 Limit of Pp- |7
(N=48) 7 (Pr) 7 Pr7
(N=48) 7
Hy:7Pt - Pg > 8 (inferior) 7 0.2292 7 0.3 50 7 -0. 45 7 - 0.06603 7
H;:/Pt - Pg 7< 0 (non-inferior) 7
urce: Reviewer’s analysis 7
Table 2: Time from Patch Application until Patch Complete or Partial Detachment in 7
FDA’s PPPA 7
Treatment 7 Time in Hours from Patch |7
Application to Detachment [
617 27
Patch Complete Detachment (Score =4) |7TTest (N= 24) 7 07 57
Reference (N= %4) 7 6 7 57
Patch Partial Detachment (Score >3) 7 | Test(N=24) 7 27 37
Reference (N=%4) | 7 2 07
urce: Reviewer’s analysis 7
All 4 subjects had all 6 patches in the PPPA. One subject had the treatment mean adhesi n 7
sc re greater than the reference mean adhesi n sc re by m ae7than ne while 3 subjects had 7
reference mean adhesi n sc re greater than the test mean adhesi n sc re by m aefthan ne. The 7
results are presented in Table 3. 7
Table 3: Number and Percent of Subjects with Absolute Difference in Mean Adhesion 7
Score Betwégn the Test and Reference Patches Larger Than 1 7
Categories 7 Number (%)
of Subjects |7
(N=48) 7
Mean adhesi nsc re f rtest patch - Mean adhesi n sc re f r reference patch > 7 (2.0 %) 7
Mean adhesi n sc re f rreference patch -Mean adhesi nsc re f rtestpatch> 7| 3(2 .0 %) 7

urce: Reviewer’s analysis 7
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34 Eva a n fSafey v

For a detailed safety e aluation, please refer to the clinical re iew of this application. v

95 v



4 SUMMAR, A, ON ,LUSIONs,,

This review is based on two studies RP-LID-SSI and RP-LID-PKQO1. Study RP-LID-SSI was a

2

randomized single-center controlled evaluator-blinded study to evaluate the potential for skin ,

irritation and sensitization of a test lidocaine 5% transdermal patch compared to the reference
Lidoderm®, 5% lidocaine patch in healthy adult subjects. The study enrolled 248 healthy adult
subjects at a single center ®® in USA. The study had fwo phases:
irritation/induction (Days,1-22) and sensitization/challenge (Days 36-41). Each subject was to
receive both patches simultaneously on Days 1 ,3 ,5 ,8 ,10 ,12 ,15 ,17 and 19 during the
induction phase and on Day 36 during the challenge phase. Skin irritation was assessed using
‘dermal response’ and ‘other effects’ scores after each patch removal during the induction phase ,
and 30 minutes and 24 48 and 72 hours after patch removal on Day 38. Primary evaluation of
irritation was based on non-inferiority analysis of mean irritation score of the test patches against
that of the reference patches during the induction phase. Evaluation of sensitization was based on

9

b

9

the irritation scores during the challenge phase. The first subject was enrolled o ®®

and the last subject completed the study o ®) ©)

Study RP-LID-PKO0O1 was a single-center randomized ,open-label single-dose two-period ,
crossover study to assess the bioequivalence of a single 2100 mg dose of a test formulation of
lidocaine 5% topical patch versus reference Lidoderm® topical patch after a 12-hour application
in healthy adult male and female subjects under fasted conditions and to compare adhesive
properties of the test and reference patches. The study enrolled 48 subjects at a single center

®® in USA. Each subject was randomized to one of two freatment
sequences.l ,ne, achs, tudy period t hreet, est ort , hreer, eferencep, atchesw, ere applied
simultaneously for a 12-hour period fo the infrascapular area of the back on either side of the
spine without occlusion with approximately 2.5 cm between each patch. Serial blood samples
for determination of lidocaine plasma concentrations and PK analysis were obtained at time 0
(within 90 minutes pre-application) and 1 1.5 2 3 6 9 12 15 18 21 24 and 48 hours after
patch application. Patch adhesion was assessed 6 hours (£ 30 min) following patch application
and within 30 minutes prior to patch removal using the FDA recommended 5-point adhesion
rating scale. Primary evaluation of adhesion was based on non-inferiority analysis of mean
adhesion score of the test patches against that of the reference patches. The study started on
August 22 2013 and the last subject completed the study on September 18 2013.

3

9



4.1

Summar Aa es for the C inica Reviewer A

a e 74: Irritation and Sensitization na ses (Stud RP-LID-SSI) Per pp icant and FD A

Applicant A FDA A
Test! | Refer |ATest! | Refer |[ATest! | Refer |ATest! | Refer [ATest! | Refer [ATest! | Refer [ATest! | Refer A
ence? ence? ence? ence? ence? ence? ence?

Irritation Analysis A| Applicant’s A PPPI1 A PPPI2 A PPPI3 A PPPI4 A PPPI5 A PPPI5 A
PP Population A FIAP A
Variable A CII? MIS* MIS* MIS* MIS* MIS* MIS*
Number of Patches Al 228 A 228 A 222 A 222 A 196 A 196 A 193 A 192 A 176 A 175 A 199 A 199 A 182 A 180 A
Mean A 211 1 0.212 | 0.206 | 0.210 | 0.209 | 0.214 | 0.220 | 0.224 | 0.223 | 0.227 | 0.216 | 0.226 | 0.218 | 0.227 A
SD A 0.354 | 0.344 | 0.323 | 0.345 | 0.341 | 0.354 | 0.336 | 0.350 | 0.345 | 0.360 | 0.333 | 0.354 | 0.341 | 0.362 A
Upper 95% UCB? 0.015 A
for Test —Reference®
Upper 95% UCB? -0.034 A -0.038 A -0.038 A -0.039 A -0.041 A -0.039 A -0.039 A
for Test- A
1.25 "‘geference7
Conclusion: Is Test A Yes A Yes A Yes A Yes A Yes A Yes A Yes A
Non-Inferior to A
Reference? A
Sensitization A Applicant’s A PPPS1 A PPPS2 A PPPS3 A PPPS4 A PPPS5 A PPPSS A
Analysis A FSAP A
PP Population A
Number of Patches Al 225 A 225 A 217 A 215 A 191 A 189 A 187 A 186 A 170 A 169 A 192 A 193 A 175 A 174 A
Number of A 0OA| OA| OA| OAl OA| OA| O0A| 0A 0 A 0OAl OA| OA| O0A| 0A
Sensitization A

ITest: Lidocaine 5% topical patch (Distributed by Rhodes Pharmaceuticals L.P. and manufactured by Altergon, Italia) A
2Reference: Lidoderm® (lidocaine patch 5%) (manufactured b
3CII: Cumulative Irritancy Index defined by the applicant as the mean of the irritation scores (dermal response + other effects) during the induction phase. A
Applicant’s other effects scale is different from FDA’s. A
4MIS: Mean irritation score is the mean of the 9 irritation scores (dermal response + other effects) during the induction phase. A

®® for Endo Pharmaceuticals, Inc.) A
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SUCB=Upp RCRfid Re B udR
SAplica t’s R -i f 1 itycit i R95% UCBf RT st— Rf Rc <0.11;7FDA’s R -i f i itycit i R95% UCBf RT st—1.25* Rf Rc¢ <0. R
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Table 7S r e ion naly i (Stu y RP-LID-PKO001) Pe pplicantan FDr
Applicant r FDAr
Test r | Reference r Test r | Reference r
Adhesion Analysis r Safety r PPPA (Same as Safety) r

Population r

Variable r

Mean Adhesion Score!

Mean Adhesion Score 1

with Highest Observation

Carried Forward?

Statistical Method r

Linear Mixed Model r

Linear Mixed Model r

Number of Subjects r 48 r 48 r 48 r 48 r

Number of Patches r 144 r 144 r 144 r 144 r
Mean r 0.528 r 1.160 r 0.528 r 1.163 r
SD 0.6563 r 1.0539 r 0.656 r 1.056 r
95% UCB? for r -0.402 r -0.4075 r

Test - Reference r

Conclusion: r Yes r Yes r

Is Test Non-Inferior to Reference? r

'Applicant’s mean adhesion score is the mean of the adhesion scores at 6 and 12 hours after application. r
2FDA’s mean adhesion score is the mean of the adhesion scores at 6 and 12 hours after application. The highest r

observation is carried forward. r
3UCB=Upper Confidence Bound r

4.2 Stati tical I me r

I me boutStu y RP-LID-SSI r

1. The quality of the submitted data in this application was extremely poor. There were

numerous

inconsistencies within and betweaen datasets.

The datasets contained

incomplete information and many errors. Some of the errors were revealed by the
applicant only after FDA asked for information or clarification about inconsistencies in
the datasets in Easily Correctable Deficiency (ECD) letters. There are likely many more
undetected errors in the datasets. Following are some examples. r
a. The irritation and sensitizations analysis populations and reasons for exclusion
from the analysis populations did not match betwaen originally submitted datasets

and the datasets submitted on December 9, 2016 in response to an ECD.

b. The adhesion score for a detached patch should be 4 based on the adhesion scale
used in the study. The patch detachment flag and adhesion score were not
consistent in the dataset q4-octl6.xpt submitted on December 9, 2016 (please see

Table 11). r

r
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-



c. Aceord w o we or wal submssw whe ws wach of Subjec W®® a d vhe w

refere ce pa ches of Subjec s ®® de ached dur w he challe we phase. w
Ho wver, as sho w  Table 10, based o whe December 9, 2016 subm ssw whe w
es pa ches of Subjec ®® a d he refere ce pa ch of Subjec p®®

de ached dur w he challe we phase. These co flc w daa wea wdca o wf w
apossbl yofrevers w he es a drefere ce da a for some or all subjecs whe w
da ase . If ha happe ed, all a alyses would be wo w Ths wes asro wreaso w
hy wco s s e wda ashould wver be co s dered for a wpproval. w
d. I whe respo se o we sa s cal reve er’s reques se w a wECD le er, he w
appl ca wprov ded als of paches ha were de ached a d fa replaceme wpa ch w
as appl ed w h w24 hours af er de achme w The reve er fou d ou vha for w
some subjec s w h de ached paches w he 1s vhere was w wforma o vabou w
de ached pa ches w he da a whereas he daaco w ed he same wforma o was w
he 1 s for some o her subjec s. Whe whe reve wr po wed wou w a o her ECD w
le er o heapplca wheappl ca wa reed ha e daase dd w have he correc w
forma o w dresubmi ed he pa ch adhes o waase. w
e. The reve er asked for clar fca o vabou a dscrepa cy ha vhe pa ch removal w
daea d wvnedd w machbe we wx.xp a dadph.xp for some subjecs. The w
appl ca wadmi ed he ms akea dresubmi ed hela erdaase. w

2. Some daa def wo wles dd w wave suff c e wdocume va o va d were wo wlear. w
Spec f cally, he var ables AVAL a d AVLC for each parame er wa wADaM danase w
mus be clearly def ed. Ho wver, he daa def wo wfles dd wo have wem. The w
appl ca wupdaed some daa def wo wfles w respo se w a WFDA weques wor w
clar fca o wf hose var ables for all parame ers. w

3. The wforma o wprov ded wsome ECD respo ses vas wo wor womple e. Follo w
are some examples. w
a. I respo se oa WCD le er, he appl ca wsubmiedrals subjecs wh de ached w
pa ches. Ho wver, he reve wr fou d ou vha vhere were subjec s w h de ached w
paches w he daase wha were wo w cluded w he 1s. Whe whe reve wr w
po wed wou w a subseque WECD le er o he appl ca w he appl ca wrepl ed w
ha we subjec s vho had w comple ed he s udy were w wcluded w ha 1s.1 w
appears ha vhe appl ca wassumed ha o ly he subjec s ha vhey hou h would w
be wcluded w he pr mary a alys s had useful worma o . Ths sco wary o he w
ood cl wal prac ce. w
b. Thereve er o ced ha vhe I s of de ached pa ches ha vhe appl ca wprov ded w
respo se oa WCD le er wluded a subjec w h de ached paches ha dd w w
have a y de ached pa ches accord w o he da a. Whe wvhereve wrpo wed wou w
a oher ECD le er o he appl ca w he appl ca wadmi edr ha vhe subjec was w
cluded w hels erro eously. w

4. Subjec s ®®  hdre wirom hews udy dur w he wduc o whase. w
I whe da ase submi ed o WDecember 9, 2016, hese subjec s were correc ly excluded w
from hesPPPI bu wcluded w he PPPS w hou a yexpla a o . w
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10.

Subj , p®® ompl ,d h ,indu ,ion phas bu was dis oninu d from h, sudy by h ,
inv sigaorb for ,h , hall ng phas . How vr bohpa h ypswr inlud din h ,
PPPS by h ,appli an in h daas ,submi ,donD, mb r9 2016. ,

Th ,appli an did no submi h , as r por forms for Subj ,s ®®. Also h ,
submi ,d ,as ,r por ,forms , onain d many , rrors su,h as pla ing ,h ,irriaion ,
ass ssma ,da , and s or ,for on ,pa h a apla, d signa d for anoh r pa h. For ,
xampl , h ,irri aion ass ssma ,for h ,firs s ,of pa )h s was no don ,for Subj ,
®® bu ,h ,ass ssma da ,and s or s wr ,no ,I f blank for ha pa h and ,h ,
irri a ion ass ssm @ informaion for h ,s onds ,of pa h s was pla da ,ha pla ,
ins ad. Addiionally ,h , as ,r por forms had ,00 many daa ,larifi aion forms,
a a h d whi h no ,only shows h ,daa ,oll ,ion and r ,ording probl ms in ,h ,firs ,
pla , 1 also mak s h ,daa pron , o ina ,ura y. This r sul d in addiional pag s of ,
proo ol d viaions wh r n w proo ol d viaions ar id nifi d along wih h ,alr ady ,
r por don s. Th arrang mea of h s pag sisno ,1 arly xplain dby h appli an. |,

For Subj , p®® h ,irriaion ass ssma s on Da P9 and Da ®®w 1 ,don ,9 and 8 ,
minu ,s r sp , iv ly af rpa hr moval. Th , as r por form onains ommens ha ,
h s ,ar ou -of-window irri a ion ass ssmea s a ,ording o h ,proo ol. A, ording o ,
h ,proo ol (S, ion ,) skin irri aion ass ssma& s w t ,0 o ,ur wi hin 15-30 minu ,s ,
following r moval of a h pa h during indu ,ion phas . Th r for , h , ommen s abou ,
ou -of-window ,irri a ion ass ssma s during ,h ,indu ,ion phas ,in ,h ,CRF ar ,no ,
onsis n wih h proo ol. ,

A, ording 0 h ,proo ol if a pa )h was ass ss d as <50% adh r d bu no d ,a hd,
(adh sion s or of 3) during h indu ,ion phas , h skin irri a ion ass ssma for ha ,
pa hwasno ,ob ,in lud din h ,irri a ion analysis and h ,subj , was ob ,s h dul d ,
for a mak -up pa h appli aion. Th ,proo ol didno sa ,ifamak -uppa hwouldb ,
appli d for h ,pa h s ha ,ompl ,lyd ,a h d(adh sions or of ). How v r mak -
uppa h swr appli dforsubj ,s who did no hav ,any pa h adh sions or of 3.1 ,
was no ,dasaproo old viaion by h ,appli an. How ,v r h ,appli an did no adjus ,
h ,analysis popula ions du , 0 hisd via ion. |,

Th ,Offi , of Sudy In ,griy and Surv illan , (OSIS) insp , ion r por id nifi d 12 ,
subj ,s having an adh sions or of ,(d ,a h d)and having a mak -up pa }h. How v r ,
Tabl 1 ,id nifi s many mor ,subj ,s wih mak -up pa hs ha wr ,in ndd ,o,
rpla, hjrriaions or sofd ,a hdpa hs. ,

Th ,OSIS insp , ionr por sa s ha ,x ,p Subj , ®® inoh rsubj ,s ,
who had a mak -up pa h for a d ahd pa h,h ,insp,ion yrifid ,ha ,h,
rpla mewn pa hhadb ,nd ,a h dforl ss han2 ,hours. How v r bas don h ,daa ,
submi ,d on D, mbr 9 ,2016 ,h ,r vi wr ,ould no, onfirm his. All pa h ,
d,ahma,imesw,y rpor din h ,daas ,asobs rv d ime gsoppos d o h ,a yual ,
imes of d ,a hma, In addiion ,h ,OSIS r por is a dir , onradi ion 0 h ,ECD,
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respo se s vi tted vy the applica t o vOcto er 21, 2016. I wespo se to Q westio V2 of v
the ECD letter, the applica t pro ided the followi g list of s vjects who had detached v
patches for which date a dtie of detachev twere vk owv v

11.

12.

13.

This listi cl des all 10 s vjects
) for which the OSIS report claie d to ha e wrified that the patch had vee v
detached for less tha v24 ho rs. Si ce for w e of those s vjects the tie differe ce v
etwee whe applicatio wtie of the patch that detached a d the applicatio wtie of the v
ext patch or a replaceev t patch is less tha 24 ho rs, the OSIS report’s rerificatio v
clai vis 1 acc rate v less the applica t s vi tted wro g i1 fora tio vi wthe ECD v
respo sea d wro g datasets. v

The OSIS 1 spectio weport ide tified o ly two s vjects [®® who wo 1d vot

ha e had v e irritatio vassessev ts if the av ke- p patches were ot sed. Howe er, this

re iew ide tified ¥ y & re s chs vjects. Please refer to Ta le 9 for detached patches

a d Ta le 14 for & ke- p patches. It appears fro v the OSIS report that o e of the

reaso s for excl di g these s vjects fro vthe per protocol a alysis is that these s vjects

ha ec v lati eirrita cyi dex (e a irritatio score) greater tha zero. Thei fora tio v
a o twhetherthe c v lati eirrita cy i dex is greater tha wero is irrele a ti this case. v
All s vjects w this protocol de iatio vwo Id ve affected a d affect the res Its 1 the v
saev way v & tter whatthe ¢ v lati eirrita cyi dexis. v

< < < < <«

Accordi g to the protocol, if three patches of a s vject were ¥ ed or reov ed for

accepta le degree of irritatio vd ri g the i d ctio vphase, the s vject was to ve
excl ded fro v oth the irritatio va d se sitizatio va alyses of the prod ct, a d
disco ti wd fro vst dy participatio . Howe er, FDA g ida ce recoev dsicl di g
those s vjects i the irritatio va alysis i glasto ser atio varried forward (LOCF). No
s vject was disco ti wd d e to excessi e irritatio v thisst dy. v

< << <<

Accordi g to the protocol, if a patch was assessed as <50% adhered v t wt detached
(adhesio wscore of 3) d ri gthe i d ctio wphase, the ski irritatio vassessev t for that
patch was wtto w1 cl dedi the irritatio va alysis a d the s vject was to e sched led
for a & ke- p patch applicatio . It is vderstood that the irritatio wscore fro va & ke- p
patch wo Id replace the irritatio vscore of the patch that was <50% adhered v t ‘ot
detached if o ly a si gle patch o t of 9 patches had <50% adhere ce witho t i g
detached. Howe er, the protocol did vot state how the irritatio vscores wo Id ve wed
whe wwo or or re patches of the saev type for the saev perso vhad <50% adhere ce
witho t ei g detached. I respo se to a VECD (ECD letter date: Septe ver 16, 2016,
ECD vespo se date: Septe ver 29, 2016), the applica t stated that whe vthere were
Itiple patches of the saev type with a vadhesio vscore of 3 for the saev s vject, a
102
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14.

15.

16.

17.

singl x -upp tchwxs ppli d xnd th xrrit tion scor for th x -;upp tchrpl ¢ d x
th xrrit tion scor s of X th yp tch s with s xdh sion scor of 3th tth x -up p tch x
r pl ¢ d. Th x pplic nt xdjust d th xnubx r of irrit tion xss ss xnts by counting th x
nubx 1 of p tch s not h ving xn xdh sion scor »f 3 xnd xdding on xfor th x -up X
p tch to th t count. For x p 1 ,ifth r xr 3 p tch s with >n xdh sion scor of 3, th n x
th xnubx r of irrit tion scor s us d to ¢ lcul t *h x n would b x6+1=7. In th x
r vi w x’s opinion, this isnot n ppropri t x thodtoc lcul t th x nirrit tion scor x
sinc it xs nti lly r duc sth numb r of irrit tion scor s unl ss th r is only on p tch x
with m xdh sion scor of 3. Th » rticul rp tch typ Xor th t subj ct shouldb x clud d x
fro xth Arrit tion »nd s nsitiz tion m lys s. x

Th xstudy d sign did not follow th xDr ft Guid nc xon Lidoc in . According to th x
guid nc , p tch s shouldb xppli don D ws 1, 3, 5, 8, 10, 12, 15, 17 xd 19 during th x
induction ph s . Th xp tch s should b x ss ss d for irrit tion xft rp tchr &« v 1 nd x
b for n wp tch yplic tion. P tch s ppli don D y 19 should b xss ss don D y 2. x
B s d on th »rotocol, th ssubj cts wx xllow xd to s ip xvisit nd x pth ¥ tch son x
until th > xt visit wh nth y wx xv lu t d for s in irrit tion. It r sult d in h ving th x
s X ptchonfor4or5dysb for xnirrit tion x%s ss xnt whil th » tch s without x
s ipp dvisitwx onfor2or3d ysb for th xrrit tion »s s xnt. X

According to th »rotocol, th ssubj cts who did not r turn for on wisit to th sstudy sit x
during th xinduction ph s xw x xnstruct d to x pth xptchsinplc. Thy wx x
schduldtor civ x -up p tch xpplic tion xt th ® st visit during th xinduction x
ph s . Th xstudy r port did not ¢l rly diff r nti t th xdu l us »f th xt ri nology x
“ x -up p tch” for two diff r nt purpos s. In th xfirst ¢ s , th xrrit tion scor of th x
-up p tch is int nd d to r pl ¢ xh xirrit tion scor »f xp rti lly d t ch d (<50% x

dh sion but not copx1tly dtch d)p tch. Inth x condc s, th x -up p tch is x
sip ly int nd d to b xn xddition 1 p tch wh n xvisit ws s ipp d to x tot 1 of 9 x
p tch s during th xnduction ph s . x

According to th xprotocol, xsubj ct who k ss d th xninth xs ss xnt but h d 9 p tch x
pplic tions w % consid r dtoh v xopx 1 t d th xnduction ph s, ndth d stobs rv d x
irrit tion scor Xth xirrit tion scor xor th x ighth p tch) ws ¢ mi d forw xd. This x
ppro ch contr dicts th xDr ft Guid nc xon Lidoc in xsinc xth xguid nc xr quir s x
pplic tion xd xv Iu tion of X1 9 p tch sunl ssth 3y tchr & v lis du %o x ¢ ssiv X

irrit tion. In th x vi w x’s opinion th xsubj cts who x ss d th »ninth s ss xnt should x
b x clud dfro xth xrrit tion xmd s nsitiz tion x: lys s. X

Th yprotocol sp cifi dth thypo N rg nict p swouldb xppli dto Al four dg sof xch x
p tch. How w r, th r = % no x ntion of this r inforc x nt t p xin th xclinic 1 study x
r port. In r spons to xn ECD (ECD I tt r d t : August 23, 2016, ECD r spons d t: x
S pt & r6,2016), th xpplic nt confir xd th tth shypo K rg nict p swsus don Al x
four dg s nddi gon llyon Alp tch s. x
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18. The A ¢ ntused Ad fferentr t ng sc e for “other effects” th n wh t s recommend by A
FD A n Dr ft Gud nce on L doc ne. Athough the other effects ¢ tegor es re dentc A
betwedn the A ¢ nt’s Ad BD As sc As, the numer ¢ Av Ales Asoc fed w th the
c tegores b sed onthe A ¢ nt’ssc A A h gher wth Aw der r nge th n those b sed
on the FD As sc A The A c¢ ntdd notuse Ay Atter score for the other effects. The
other effects r tng sc As b sed onthe A ¢ nt nd FD A re Aesented s de by sde n
T be 4. The A c nt’s other effects r t ng sc A Acre ses the At t on score (derm a
res onse score + dther effects score). Ths ncre sed Art ton score m &keA both the
numer tor nd denom n tor of the test st t st c, whch s A to (Test/Reference), Ager

nd thus the r t o ¢ oser to one numer ¢ Ay. Therefore, the test s more Ae y to be found
non- nfer or to the reference wth the A ¢ nt’s r tng sc A The rev ewer used the
FD Arecommended sc A forthe A Asesof rht ton Adsenstz ton. A

N T

19. Acord ng to the Dr ft Gud nce on L doc Ae, the A ¢ nt shoud Aov de Afrequency
t b e show ng the number of A ¢ tons ofe chtest rtce wthe ch combned derma
res onse Ad other effects score us ng the Ast observ ton ¢ hed forw Ad (LOCF) for
subjects who d scont nued Atest rtce bec use of un &ce t be At ton. The A c¢ nt
ddnot rovde nysucht be. A

> > P P>

20. The Dr ft Gud nce on L doc Ae st tes the fo ow ng: “To demonstr te non- nfer or ty
of the test roduct com p r&d to the RLD w th reg rd to the cumu A ve At t on scores,
the u Aer bound of the one-s ded 95% CI of the me n test roduct score m nus 1.25 t mes
the me n RLD score must be ess th n or equ Ato 0.” However, the A ¢ nt’s cr ter on
for non- nfer or ty nthe AmayAn yssw sd fferent. The A c¢ nt cons dered the test

roduct to be non- nfer or to the reference Aoduct f the u Aer bound of the one-s ded
95% conf dence nterv Aof the d fference between the Aoducts (test - reference) w s not
gre ter thn 0.11. The A ¢ nt dd not Aovde Ay justfc ton A the Arotoco,
sttstc An yss Anorc nc Astudy re ort for ts crter on for non- nfer or ty n the

rmayAn Ass nd how they determ ned the non- nfer or ty m agh of 0.11. A

b N N e g N S

Issues About Study RP-LID-PK001: A

3. It shou d be noted th t the r ghtmost co umn of T be 1A-4 nthec nc Atudyre orth s
coumn he d ng “90% Cdunf dence Interv A(T/R)”. Ater check ng the source T be
14.5.4 nthec nc Atudyre ort ndthe S A codeth t gener ted th tt b e, the rev ewer
conc uded th t the r ghtmost coumn he dng A T be A-4 s ncorrect. It shou d be
“90% Conf dence Interv AT -R)”. T b e 64 shows the correct co umn he d ng. A

> >

4. There w s one Atch where the Ahes on score decre sed from the 6 hour Asessment to
12 hour #gsessment. The A ¢ ntddnot djust the dhes on score for th t Atch n the
n Ass. A

> >
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43 Coh v Evdnh

In Study RP-LID-SSI, t e test patc s owed non-inferiority to t e reference patc wit respect to
mean irritation score in t e induction p ase in six different irritation analysis populations (one-
sided 95% upper confidence bound for Test -1.25*Reference using a linear model based on
reviewer’s analysis: -0.038 in two of t e irritation analysis populations, -0.039 in t ree of t e
irritation analysis populations and -0.041 in one irritation analysis population). No patc ad a
potential sensitization. In Study RP-LID-PK@M1, t e test patc s owed non-inferiority to t e
reference patc wit respect to mean ad esion score (one-sided 95% upper confidence bound for
Test - Reference using a linear mixed model based on reviewer’s analysis: -0.4075). h

4.4 Con hus ons and R hommenda lons h

T e applicant submitted results from two studies - an irritation and sensitization study (Study
RP-LID-SSI) to evaluate t e potential for skin irritation and sensitization of a test lidocaine 5%
transdermal patc compared to t e reference Lidoderm® 5% lidocaine patc in ealt y adult
subjects and a p armacokinetic and ad esion study (Study RP-LID-PK(@01) to assess t e
bioequivalence of a single 2100 mg dose of a test formulation of lidocaine 5% topical patc
versus reference Lidoderm® topical patc after a 12- our application in ealt y adult male and
female subjects under fasted conditions and to compare ad esive properties of t e test and
reference patc es. T e irritation and sensitization study RP-LID-SSI ad numerous issues wit
t e design, conduct and data quality. Due to design and conduct issues and inconsistencies wit in
and betwden datasets, no single analysis population could be considered. T k reviewer
considered six different irritation analysis populations and six different sensitization analysis
populations. T e test patc s owed non-inferiority to t e reference patc wit respect to mean
irritation score in t e induction p ase in all of t ose irritation analysis populations. T ere was no
sensitization reaction in any of t e sensitization analyses. However, considering t e extremely
poor quality of data, t e reviewer as no confidence in t e correctness of t e results. In t e
ad esion study RP-LID-PKM1, t e test patc s owed non-inferiority to t e reference patc wit
respect to mean ad esion score int e per protocol population. h

RErnhs: h

1. McNemar Q, Note on t e sampling error of t e difference betwden correlated proportions
or percentages. Psychometrika 1947; 12(2): 153-157. h

2. Sc uirmann, DJ, One-sided Tests and Confidence Bounds for t e Difference betwden h
Probabilities for Matc ed Pairs Dic otomous Data. Presented att e Spring Meetings of h
t e Eastern Nort American Region (ENAR) of t e International Biometric Society, h
Marc 17,2008 in Crystal City, VA. h

3. Nam JM, Establis ing equivalence of two treatments and sample size requirements in h
matc ed-pairs design. Biometrics 1997; 53(4): 1422-1430. h

4. LiuJP, Hsue HM, Hsie E, and C len JJ, Test for equivalence or non-inferiority for h
paired binary data. Statistics in Medicine 2002; 21: 231-245. h
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MEMORAND M 38 DE AR dMEN 8OF &EAL 8 AND 8MAN SERVICES 8

P 8 BLIC EAL 8 SERVICE 38
F 8 OOD AND DR 8G ADMINIS RA 4ON 8
8 CEN ER OR DR 8G EVAL 6A 4ON AND RESEARC 8 8

8

DATE: 8 December 8§ 2016 8

TO: 8 Dale Conner, Pharm.D. 8
Director (Acting) 8
Office of Bioequivalence 8
Office of Generic Drugs 8
8
FROM: 8 Kara A. Scheibner, Ph.D. 8
Pharmacologist 8
Division of Generic Drug Bioequivalence Evaluation 8

(DGDBE) 8
Office of Study Integrity and Surveillance (0OSIS) 8
8
THROUGH: Seongeun (Julia) Cho, Ph.D. 8
Director, 8
Division of Generic Drug Bioequivalence Evaluation 8
(DGDBE) 8
Office of Study Integrity and Surveillance (0OSIS) 8
8
SUBJECT: Clinical inspection at ® @
covering ANDA 8
209190 8
8
Inspection Summary: 8
8

At the request of the Office of Study Integrity and Surveillance 8
(OSIS), the Office of Regulatory Affairs (ORA) conducted an 8
inspection of the clinical portion of study RP-LID-SSI conducted 8
at ®®@ An additional 8
bioequivalence study (RP-OX-PK005) was selected for review from 8
the firm’s master list for surveillance assessment. Based upon 8
the results of this inspection, we recommend that clinical data 8
from study RP-LID-SSI be accepted for Agency review, except for 8
subjects ®® For further details, please 8
see the OSIS evaluation section under Observation 2. 8

8
Studies audited during this inspection: 8

8
Study Number: 8 RP-LID-SSI (ANDA 209190) 8
Study Title: 8 “A Randomized, Controlled Study to Evaluate the 8

Skin Irritation and Sensitization Potential of 8
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Page 2 - Re %e %
Ser $ces, Inc. %

%

Study Dates:

o

o

Study Number:

Study Title:

Study Dates:

o

%

o\°

o\°

% EIR S%r Inspect $n % Fr fitage Cl & ®£al %

a Test L W €a fie 5 $T P Tal Patch C mpared t $ %
L% Yderm 5 %T $ Tal Patch Us fig a Repeat Insult %
Patch Test Des yn % Healthy Adults” %

Gr @wp 1: August 20, 2013 thr @mgh September 29, %
2013; Gr @p 2: N $Sember 11, 2013 thr mgh %
December 15, 2013 %

RP-0OX-PKO05 (unkn $n subm %s %$n status, %

sp s ¥ed by Rh ¥Hes) %

“A Rand @ %Zed, Open-Label, Three Per $d, %

Cr s %er, S fgle-D ®e, C Hmparat $Se %

B %a & 4dab 4 ¥y and B %equ $alence Study % %
Oxyc ¥ fhe Hydr ®hl T ¥le Immed ®te Release 5
Tablets and R % © ¥ fie % Healthy Adults under %
Fasted C ®nd & $ns” %

December 7, 2015 thr %wgh December 23, 2015 %

ORA In ®st yat ¥ Peter Lenahan c ®widucted the %Hspect $tn $ %

cl % ®al p Tt $ns
2016.

Oct Her 25,

o)

o

o

% these stud s % T Oct ber 17, 2016 thr gh %

%

The aud & %cluded a th ¥ @gh re $e % $ the %@c 4 Ty and %
equ pment, pr € © 94s, Inst Tut $nal Re $e $B @ard (IRB) %
d €uments, m % & ¥ ©g act ¥ t ®s, tra % ®g rec Tds, study %

pers finel, test art ©le acc @ntab 4 ¥y and %Htegr %y, current %

o)

SOPs, study rec %ds and c Tresp ®fidence, ad ®rse e ®&nt rep ¥t %g, %

and gqual %y assurance. %

S

o

At the ¢ %ficlus %n

(Attachment 1) .
T ® e® dated N s ember 7, 2016 (Attachment 2). %
The FDA-483 %Psert@at %$ns, Fr faitage’s resp %ises, and %fur %

the %ser @t $ns and resp fises %11 5. %

bser @t % ns

e @luat $n %

Qo

o

o\°

o)

% the %Hspect $n, F %m FDA-483 %s %sued %

We rece %ed a % %ten resp wise t T FDA-483 %




Page 3 - Rete t t EIR tr Inspect tn t Emmmmmmmmmmnmnee
-

OSIS Evalua tion: t
We tnd mmmme@ resp thse sat & tct twy.




Page 5 - Revewv v EIR wvr Inspectvn Vv (b) @)

v
v
OSIS E waluation: v
We wvndv ®®@ ackn vledgement and c wrect ve act vns v

sat w wox vy. Ema % ¢ wmun wat vn vth w Fr mtage w 8/27/2013 v
d wumented that there ws c¢c w ws vn regard wg h v t vhandle v
make-up patches wvr subjects wvth sub wt wmal adherence sc wes v
(Exhibit 9). Add « vnal ema ¥ c wmun wat vn bet wen Fr wmtage and v
the Spwsw wm 9/11/2013 wd wated that the Spws v ws a wre Vv
that subjects wvth adhes vn scwes v 3 w greater wre v
rece v ng make-up patches (Exhibit 9). Desp xe these v
c wmmun vat vns, the prwv v ¥ devat vn ws n v ackn vledged v
unt ¥ a data re ve vc wmducted three years a wer study c wmplet vn. v
Ne vpr v s vns w the re vsed SOP sh wld pre ent sw lar v

ers whts w wm happen g w the wture. v

v
Upw revev v Study Subjects n xes vr the 12 a vected subjects v
(Subject ID #’s: 1013, 1025, 1058, 1095, 1098, 1156, 1164, 1166, Vv
1177, 1185, 1201, and 1206) w c w vrmed that subjects had wv
c mplete patch detachment and wre g ven an adhesvn scwe v 4 v
(Exhibit 10). All 12 subjects, desp e be g g ven a make-up Vv
patch aga mst pr v v %, <wre treated and assessed c wms wtently. v
In all subjects except t v (Subjects 1095 and 1206), w c wld v
als v vr vy that patches had been c¢c wmpletely detached wvr less wv
than 24 h wrs, thus ma wmta w g vr wat vn and sens w wat vn v
assessment el wyw W % wvy. Subjects 1095 and 1206 wre una wre Vv V
hen the patch became wlly detached (see pages 16 and 58 of v
Exhibit 10), and thus, there ws n vassurance v wether the wv
patch had been w vy ver 24 hwrs. Bwh subjects had a v
cumulat ve wr wancy wdex v 0; hwvewr, v the patch wre v
detached wvr m re than 24 hwrs, the wr wat vn sc wve may be v

nc wvrectly 1 v. Thus, the cumulat ve wr wxat vn wdex may nw Vv
be accurate. v

\'4
O vthe 12 subjects a vected by the prv v ¥ devat vn, wly tv v
(Subjects 1177 and 1201) had a cumulat ve wr wancy wdex Vv
greater than 0 (subject 1177, CII = 0.89; subject 1201, CII = v
0.78; see CRFs - Exhibits 11 and 12). The decw vn t vgve these v
subjects make-up patches desp we ha vng wlly detached patches wv
altered the t wal number v skw wr wat vn assessments ww Vv
e wht t vn wme. The pr v v % states that “Subjects must haw a v
m nwum v 9 patch appl wat vns dur g the Induct vn Phase.” v
Thus, subjects 1177 and 1201 wvuld n ¥ ha v had the appr wr awte v
number v wr wat vn assessments t vbe wcluded wm the per v
pr x v ¥ analys . v

4 <444



Page 6 -~ Remem m EIR mr Inspect mn m mmmo@
I
m

Reco mendation: m

m
Fmlm ng rememm clmmal data mr study RP-LID-SSI, the Fmm m
FDA 483 mrser mt mns, and the resp mse recemed mm _ m

e rec mmend that cl m mal study data be accepted mr mrther m
Agency remem Hmemr, m rec mmend that data m m subjects m

P be excluded mwm per prumm analysm m

due tma prmmmm demat mn. The cumulat me mr mtancy mdex mr m

subjectsfim @@ may nm be accurate due t mthe mabnm my m
tmcmmrm mether a patch ms mlly detached mr greater than m
24 hmrs. Irrmatmn and sens m mat mn data m m subjectsfii®® m

and | @@  yld nm ham been el mmle mr per prmmmi analysm m
had the prmmmm been mll med as m mten. m

m
Thm mspect mn cmered an mr mat mn/sens m mat mn study, and m
as such, m ms nm c mducted as a typmal surmmlance m

nspect mn reme mng mult mwle appl mat mns. There mre alsmnmm
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7 2 [ U.S. FOOD & DRUG

ND A209190 A
AMENDMENT ACKNOWLEDGEMENT A
Standard A
Minor A
A
Rhodes Pharmaceuticals L.P. A
498 Washington Street A
Coventry, RI 02816 A
ttention: Todd M. Delehant, Ph.D. A
A Director, Regulatory flairs A
A
Dear Sir: A
A
This is in reference to your amendment received on February 27, 2020, submitted under A
section 505(j) of the Federal Food, Drug, and Cosmetic ct (FD&C ct), for Lidocaine A
Patch 5%. A
A
This amendment is subject to the provisions of the Generic Drug User Fee A
mendments of 2017 (GDUF All). FD Ahas made an initial determination that thisisa A
standard minor amendment. The GDUF Agoal date for review of this standard minor A
amendment is May 26, 2020. A
A
GDUF All provides important program enhancements that are designed to improve the A
predictability and transparency of ND Aassessments and to minimize the number of A
review cycles necessary for approval, including fostering the development of high- A
quality applications. While FD Awill communicate deficiencies identified during our A
assessment of your application, it is each applicant’s responsibility to submitand A
maintain a high-quality application that FD Acan approve. To this end, you should A
ensure your application addresses any changes to the RLD that occur after the A
submission of your ND A such as changes in labeling, patent or exclusivity A
information, or marketing status. You should also ensure your application staysupto A
date with the gency’s current recommendations on demonstrating bioequivalence A
reflected in relevant product specific guidances. A
A
If you have any questions, contact ndrew Potter, Regulatory Project Manager, at A
(240) 402 - 9266. A

A

Sincerely, A
A

{See appended electronic signature page} A
A

ndrew Potter A
Regulatory Project Manager A
Office of Generic Drugs A
Center for Drug Evaluation and Research A
U.S. Food and Drug dministration A

US.Food& A  dminist ation A
Silve Sp in ,MD20993 A
www.fda. ov A
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ADMINISTRATION

N, 209190 ,
AMENDMENT ACKNOWLEDGEMENT
Standard
Major

Rhodes Pha mace ticals L.P.
498 Washin ton St eet ,
Coventy RI 02816
ttention: Todd M. elehant Ph. . |
, iecto ,Re ,latoy ffais |,

ea Si: |

This is in efe ence to yo , amendment eceived on J ly 30 2019 s bmitted nde section ,
505(j) of the Fede al Food , and Cosmetic ct (F ,&C ct) fo Lidocaine Patch 5%.

This amendment is s bject to the p ovisions of the Geneic , Use Fee mendments

Rea tho ization of 2017 (GDUF , II). F, has made an initial dete mination that thisisa
standa d majo amendment. If F, dete mines that an inspection is not eq j ed to validate the
info mation contained in this standa d majo amendment the GDUF , oal date fo eview of ,
this standa d majo amendment is Ma ch 29 2020. If this standa d majo amendment eq ies
an inspection the oal date fo eview of this standa d majo amendment is May 29 2020. ,

If yo have any q estions contact nd ew Potte Re , lato y P oject Mana e at
(240) 402 - 9266.

Since ely
{See appended electronic signature page}

nd ew Potte
Re , lato y P oject Mana e
Office of Geneic , s
Cente fo , Eval ation and Reseach |,
U.S. Food and dminist ation

U.S. Food & , dminist ation
10903 New Hampshi e ven e
Silve Sp in , MD20993
www.fda. ov
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ANDA 209190
COMPLETE RESPONSE

Rhodes Pharmaceuticals L.P.

498 Washington Street

Coventry, RI 02816

Attention: Todd Delehant, Ph.D.
Director, Regulatory Affairs

Dear Sir:

This is in reference to your abbreviated new drug application (ANDA) received for review on
April 14, 2016, submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic
Act (FD&C Act), for Lidocaine Patch 5%.

We acknowledge receipt of the September 12, 2018 submission, which constituted a complete
response to our December 19, 2017 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
toxicology studies are requested for the unqualified impurity as noted in Appendix A, Section
A(2)(a) of the Guidance for Industry, ANDA Submissions — Amendments to Abbreviated New
Drug Applications Under GDUFA (July 2018). The review of these studies requires, in FDA's
judgement, a substantial expenditure of FDA resources.

Drug Product

1. We note that you have included elemental impurities in drug product specification. Please
submit risk assessment and control of elemental impurities to demonstrate compliance with
ICH Q3D. The information should include potential sources from raw materials,
manufacturing equipment, container closure, water, etc.; identification of potential elemental
impurities, and evaluation of the presence of elemental impurities in the drug product. The
analytical methods should be able to detect potential elemental impurities and suitable for
their intended purposes.

2. The Drug Master File (DMF | m«)has been reviewed and found
inadequate. The DMF holde ©®®yas notified of the deficiencies on April 10, 2019.
Please consult with your DMF holder and provide the updated relevant P.4 sections. Do not
respond to this ANDA Complete Response (CR) letter until you have confirmed that the
DMF holder has responded to the DMF deficiency letter cited above or your amendment will
not be considered a complete response.

U.S. Food & Drug Administration
10903 New Hampshire Avenue
Silver Spring, MD 20993
www.fda.gov
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v
3. Inth S pt mb r 26, 2017 submission, you st blish d dh si vp rformeang t sts,i. . v

D ®®@ You h v includ @ v
th ¢ v stsin Il st bility timepoints. How v r, inth vS ypt mb v 12, 2018 submission, wv v
¢ nnotloc t th st bility r sultsfor dh si vp rformang t stfor3 b tch s madv with v
M P1Min v(Lots # L1304151, L1304191, nd L1304201), nd for 3 b ¥ch & madwwith MP3v v
lin v(Lots # L1605301, L16053111, nd L16053112) up to 6-month timepoint. Tocompv v
th  dh si vp rformang r sultsb twv nb tch s madv with MPIMin  nd MP3Jin , v
proid Il vil bl dh si vp rformang t str sults on st bility. v

v

4. Inyourr spons tocommvnt#9ofth S pt mb r12,2018 CR mendmenwvyoust t tht v

you r r qu etin v24-month sh ¥f lif for th vdru vproduct. How v r, th vcurr nt document v
ins ction 3.2. .8.1 submitt d on April 14, 2016 indic t sth tth curr ntly propos d v

xpir tiond tin forth mak/tin p ck vin ispmm®® Cl rify this discr p wey. In v

ChCT O e
e
.-
|

v
PHARMACEUTICAL QUALITY/PHARMACOLOGY/TOXICOLOGY v
v
Th  h rmacwutic 1 Qu lity/ h rmacelo y/Toxicolo yd fici nci shv bvncl ssifid s v
MAJORDb c us thr isnvdfors fty ss gsmenvof xtr ct bl s ndl wh bl s snotd v
in App ndix A, S ction A(2)(o) of th Guid nc for Industry, ANDA Submissions — v
Amengdments to Abbr vi t d N w Dru Applic tions nd r GDvFA (July 2018). This v
inform dion is r quir dfor st blishin s f tyofth dru product. ponr c ipt,in FDA's v
jud vmentyth r vi w of this inform aion will r quir subst nti | xp nditur of FDAr sourc s. v
v
Weaoompl t d h rmacelo y/Toxicolo yr vi w of your inform aien submitt d in support of v
s f tyofl wh bl s ndimpuriti sin your propos d wn riclidoc in p tch(5%)(d td v

risw vty v
conc mm ndthus, r not cc pt bl from h vymacelo y/Toxicolo y p vsp eti v For TMS, v
you justifi dits wn r | ndd rmd toxicity conc rns usin Cr merugl ssific tion ppro ch. v
Such n ppro chisnot ac pt bl . Forfmmmmme@you did not ddr ss v
loc | toxicity conc rn forth s compounds in th vcont xt of us vof your propos d product, v
which h sd rmdmout of dministr tion ndc nb us dchronic ly. Th r for ,yours f ty v
ss gsmenkforth s compoundsisin d qut ndnot ec pt bl . To ddr ssth s v
d ¥ici nci s, wvr commvnd th vfollowin v v
v
1. For TMS, ddr ssth syst mic ndloc |toxicity tits MDEI v I, fo
[ ddr ssth loc [ toxicity conc rn tth irr sp cti VMDEI v Is fromyour v
propos d wn ric product. You mayyro id th justific tion inform aien from publish d v
lit r tur .Th d qu eyofth dt fromsuch justific tionr portwilb r vi wissu v
upon submission. v
v
v

.S. Food & Dru Administr tion v
10903 N w H \mpshir Avnuv v
Sil v Sprin yMD 20993 v

www.fd .o v
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2. Alt rm ti My, youmaywonduct 90-d yr p vt d-dos toxicity study with your fin I, to-b v
makvt d formul tiontoqu lifyth s f tyofth bo v list d compounds tth irpot nti | v
MDE | vis. Consid v n pproprit nimdmod Y, clinic tyr I v ntrout of dministr tion v

nd cont xtof us of your wn ricdru productinth d si nofth nonclinic |studi s. You v
mayyro id sci ntificr tion | forth chos n nimdmod | ndth studyd si n.ln v
ddition, th dos sus dfor whcompoundinth r p vt d-dos toxicity study should v
proid d qut marvnsofs f tyforits propos dclinic | xposur fromyourdru v
product. Th d qu cyofth d t from such nonclinic Istudi swillb r vi wissu upon v
submission. If you h v cl rifyin qu stionsonth d si nofth nonclinic |studi s,you v
m ay wubmit your study d si n i Gevr | Corr spond nc rout toth Di ision of Clinic | v
Rvi wforourr vi w. v
v

DRUG SUBSTANCE/PROCESS/BIOPHARMACEUTICS/MICROBIOLOGY/FACILITY v

INSPECTION/ BIOEQUIVALENCE/CLINICAL BIOEQUIVALENCE/LABELING v
v

Th v r nofurth vqu etions for th v bo v list d disciplin ¥ tthistime vih vcommvnts v

pro id din this communic tion r compr h nsi v softh d t th disciplin r i www Vv

compl t d. Howv r,th s comments r subj cttor visionif nysci ntificorr wul tory v

di isionid ntifi s ddition Iconc s, swM s nyconc rnsdu toinsp ctionr sultsth t v

mayvris inth futur . Addition Yy, th compli nc st tusof whf ciityn medinth v

pplic tonmay¥w r - v Iu t duponr -submission. v
v

FDA publish sn w ndr Vs d product-specific guidances describing the Agency’s current v

r commvnd tions ond monstr tin bio qui ¥ nc ndc rt inoth r ppro vlir quir ments. v

To nsur you r usin th most ecur t ,s nsiti v ndr producibl mehodolo yto v

d monstr t bio qui ¥ nc y sr quir dby FDAr wul tions (21 CFR\20.24( ), pl Vs Vv

continu to monitor forth v il bilityof n w ndr vis d product sp cific uid nc sinth v

Federal Register nd on th ViFDA Webwsit tth vfollowin v ddr ss: v

https://www.fd . o /Dru_s/Guid nc €ompli nc R v ul torylnform dign/Guid nc_s/ucm075207. v

htm. v

v
We rvmind you th titis your r sponsibility to continu My monitor vil bl | b lin r sourc s v
such s DRUGS@FDA, th EIl ctronic Or n v Book, ndth Unit dStts h rmaep i — v

N dion | Formul ry (US wNF)onlin forr ¢ ntupd t s, ndmav nyn c gs ryr \sionsto v
yourl b Is ndl b lin . Itis Isoyourr sponsibilityto nsur th tyour ANDA ddr ss s Il v
list d xclusi iti sth tcl imth ppro vddru product. | vws nsur tht Il xclusiitis nd v
p t ntslist dinth EI ctronicOr n v Book r ddr ss d ndupd t dinyour pplic tion. v
Also, nsur th ¥your! b Vin v li nswithyourp ¥ nt nd xclusi ity st t ments. v
v
OTHER v
v
Th r submissiontothis CRI tt rwillb consid r dtor pr s nt MAJOR AMENDMENT, v
i wmth ¥th vd ¥ici nci sh v b vncl ssifid s MAJOR. v
v

< < << K<
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romin ntly id ntifyt hsubmission wit t hfollowin wordin inbold,c pit Il tt rs tt htop h
oft hfirstp h oft hsubmission: h
h
RESUBMISSION h
MAJOR h
COMPLETE RESPONSE AMENDMENT h
DRUG PRODUCT/PHARMACOLOCY/TOXICOLOGY h
h
Upon r vi wof your mentdment FDA mayfid htify informdibnint h mendmenht Hmayh h
r quir ¢ hn hincl dsific tion nd n djustmenhtot h ohd t. h
h
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consid ryourl| ckofr spons r qu sttowit dr wt hANDA und r21 CFR h
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pplic tion. Ar submission must fully ddr & Iht hd fici nci slist d. Addition Hy, p rti| h
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h
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FD&C Act. h
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ANNUAL FACILITY FEES h
h
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id ntific tionr quir menh ndp ymentof n nnu hf ciltyf h S If-id ntific tion must occur h
byJun 1of hc y hrfort hn xtfisc hy hr. F ciltyf hsmustb pid hc y hrbyt hdt h
sp cifi dint hFederal Register notic nnouncin f cility f h mounts. Allfinis hddos h h
forms or ctiv. p hrmachutic Iin r di nts menbf ctur din f cilityt it hsnotmeis h
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importt hmintot hUnit d St t s. Suc viol tionsc nr sultin pros cutionoft os h
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In ddition, w hnot t ht GDUFATr quir st hc rt in non-mantf cturin sit s nd h
or hniz tionslist din M ric dru submissions comply wit t hs If-id ntific tion h
r quir menh T h f ilur of nyf cility, sit , oror hniz tion to comply wit its obli Hiontos If- h
id ntify nd/ortop yf hswhndu mayh is si nific ntconc rns boutt hsit or h
or hniz tion ndis f ctort hmaylincr hs t hlik li ood of sit insp ction priorto h
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Addition Hy, whnot t ht hf ilur of nyf ciltyr f r nc dint h pplic tiontos If-id ntify h
ndp y pplic bl f hsme hst h FDA will not consid rt hGDUFA pplic tionr vi w o h h
dtsto pplytot it pplic tion. h

h

Ifyou hv nyqu stions,c HAndr w ott r, R ul tory roj ct Manth r, Divisionof roj ct h
Manhth menty t(240)402-9266. h

Sinc r lyyours, h

{See appended electronic signature page} h

Dmis .Toy rMcKm, hrmD h

Dir ctor, Division of roj ct Manth ment h
Offic of R ul toryOp r tions h

Offic of GenhricDru s h

= pies

h
h

1 Somedit hs provisionswh menti dbyt hGenhric Dru Us rF h Amendments of 2017 (GDUFA1l) h
(ublicL w11 - 2, Titl Ill). h

h
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N, 209190 |,
AMENDMENT ACKNOWLEDGEMENT ,
Standard |,
Major ,

Rhodes Pha mace ticals L.P.
498 Washin ton St eet |

Coventy RI102816 ,

ttention: Todd M. elehant Ph. . |
, iecto Re ,latoy ffais |,
ea Si: ,

This isin efe ence to yo , amendment eceived on Septembe 12 2018 s bmitted nde

section 505(j) of the Fede al Food , and Cosmetic ct(F ,&C ct) fo Lidocaine Patch
5%. ,
This amendmentis s bject to the p ovisions of the Geneic , Use Fee mendments |,

Rea tho ization of 2017 (G,UF , ). F, has made an initial dete mination that thisisa ,
standa d majo amendment. If F, dete mines that an inspection is not eq i ed to validate the
info mation contained in this standa d majo amendment the G, UF , oal date fo eview of ,
this standa d majo amendmentis May 11 2019. If this standa d majo amendment eq ies an ,
inspection the oal date fo eview of this standa d majo amendmentisdJ ly 11 2019. ,

If yo have any q estions contact nd ew Potte Re , latoy P oject Mana e at
(240) 402 - 9266.

Sinceely
{See appended electronic signature page}

nd ew Potte
Re , lato y P oject Mana e
Officeof Geneic , s ,
Cente fo , Eval ation and Resea ch ,
U.S. Food and dminist ation ,

U.S.Food & , dminist ation
10903 New Hampshie ven e
Silve Sp in , MD20993
www.fda. ov ,
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ANDA 209190 e

CM P &ETE RESP e SE e

Rhodes Pharmaceuticals L.P. e

498 Washington Street e

Coventry, R1 02816 e

Attention: Todd M. Delehant, Ph.D. e
Director, Regulatory Aféairs e

Dear Sir: e

This is in reference to your abbreviated new drug application (ANDA) received for review on e
April 14, 2016, submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic e
Act (FD&C Act), for Lidocaine Patch 5%. e

We acknowledge receipt of the September 26, 2017 submission, which constituted a complete e
response to our July 7, 2017 action letter, and to any amendments thereafter. e

We have completed our review of this ANDA, as amended, and have determined that we cannot e
approve this ANDA m its present form. eWe have described our reasons for this action below e
and, where possible, our recommendations to address these issues. e

PA RMACEUTICA e QUA elTY e

Drug Product e

1. We acknowledge that you performed extractable studiese ® @
in your submission dated September 26, 2017. Respend to the following: e

a. The first step in extractable studies is to identify possible extractables and identify e
expected potential impurities/extractables originating from the individual components of e
your drug product (including the printed backing film, release liner, and printed pouch). e
The source of the potential impurities/extractables includes chemical additives, e
monomers, oligomers, migrants, surface residues, or any chemical entities present in the e
drug product and packaging components. We recommend that you also contact the e
suppliers of your drug-product components to obtain information regarding any potential e
impurities. Provide a list of potential impurities/extractables and their component sources. e
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S 1 ction of gpropri t xtr ction m elih (usu Hyt r hdiff r nt solution/solv nt h

syst ms, ¢ lvin distinct pol rity) is critic [tosimul t worst-c s 1 ¢ hls h
profil durin t h xtr ct H studi s. Justifyt hsolv nt syst msus d for xtr ction h

iv nt hpossi 1 pr -id ntifi d xtr ¢t Hs( sd scri Winp rt( )oft isd fici ncy). h
In ddition,you lv Is I ct dt h xtr ctin lsolv ht f ® @

oft hformul tion. Justify notusin h r n ho | ®®r tiosor h

ot Ir xtr ctionsolv ntstocov rt hr n hofsolv ntpol riti sforwhc t h h
pr -id ntifi d xtrct Hs r xpctdto lv 1 h ffinity nd solu ility. Also, h
provid inform &ion to support your ss rtiont tt h ®@ s |ctd h
poss 48 s simil rpol rity or ydrop o icitytot hdru -product m drix. h

c. Whnot t ltyour LOQisgm®®@oft h xtr ctconc ntr tion. How lv r, your n Iytic 1 h

v lu tiont r s old (AET), sclcul tdonp h 80of29inr port h
®@, isin d qut.We bknowl d ht hyou lv usd h

s ftyconc mt r s old of ¥ ®®@; owlvr, v dtmmin dt hs fty h
conc rnt r s old (SCT) for lidoc in p tc to h ®@p rd yforor micl v hls. h
T hr for , w hr qu & you provid inform &idn on Il compounds id ntifi d lov AET h
usin SCTo mw®®@p rd yint h xtr c¢t H studi syou lv p rforma Hft h h
md hdsushddonot v dqut dtction tt hcorr ct d AET, r vis your n lytic1 h
md hdsor xtr ctionproc dur to ¢ i v hd qut s nsitivity ndr p htt h h
xtr ct H sstudi s for ¢ compon nt. For nyn w xtr ctionstudi s,cl hlystt t h h
mount of solv nt nd compon nts youus dint h xtr ction proc ¢5, swhl s ny h
c lcul tions. Justifyt hyour n lytic Imd bds r pgdproprit ford t ctin pot ntil h
impuriti s/ xtr ct H st tmahlv hn xtr ct ddurin your xtr ct H studis. h

d. Wh cknowl d ht Kkyouus dpouc ma h 1foryour xtr ct H studyt t W hn h
pr viouslyus dtop ck h t hdru product. Us oft isma h lpos s riskto h
id ntifyin Il possi 1 xtr ¢t H s. For x mpl , compoundsint hpouc may hlr Wy h
v | It hdintot hdru productdurin stor h ndt I for wh not vH H for h
xtr ction. rovid xtr ct H studyr sultsusin vir inpouc ma h 1. In ddition, h
confirmif youo s rv | ®@int hpouc ma h 1. h

2. Al It h1 studyisn c $s ryto st His t hs f tyof yourdru product. For x mpl ,t h h
prsnc o ®@int hpouc ofp ck h ddru productindic t s h
t Kint r ction hw hnt hdru lproduct nd pouc islik lydurin stor h. hform h
l w hl studyon tl kttwo Hc hsof hdor xpir dfin 1dru productto nlyz h
pot nti 11 Ikt h 1 s,includin ny xtr ct H sid ntifi din xtr ct H sstudi s. Addr &8t h h
followin : h

Th conditionsoft I ¢ h1l sk ssmats ould tt mptto mimic sclos ly s h

possi 1 “worst-c s ” clinic | conditions oft hskin (for x mpl , durin ri orous h

x rcis ,r sultin insw htin ) ndt htot 11 It hl r1 Is s ould hmeshr dovr h

t hntir 1 hl dwhrp riod. We rhcommend youus p ysiolo ic I fluid or iolo ic y h
rlvntsolv nt s xtr ctin maihm. rovid justific tion fort h xp rimethl h
conditions suc styp of xtr ctin mealihm,t mp r tur ,1 v lof ht tion, h of h
smpls, tc,slctdfort hstudis. Thrl Is linrs ould hr mov dfromt h h

syst mto d qutly xpos t hdhsiv lyrtot hioloic hiyr 1 v ntsolv nt. h
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q

b. PBRayid ssur nc th tyourmehqds r ¢ p bl of d qutlydtctin ndmonitorin q
th dru product for pot nti 11 @h bl s, includin 1 m eatgl impuriti s. q

c. Clrifyth n lyticl v Ip tion thr shold (AET) ofth 1 ¢h bl sinth dru product. q

Justify the AET using safety concern threshold (SCT) o « @@ foror quic q
1 ¢h bls. q

d. Wghv dtrmmin dth s f tyconc rnthr shold (SCT) for lidoc in p tchtob @
p rd yforor qicimpuriti s/1 ch bl s. A toxicolo ic lrisk ss sgm extghouldb q
provid d for nyor qucl gh bl tht xc d ®®@. Any submitt ds fty q

ss ggm aatgnclud d in your r spons willb s qttoth Offic of Ga@ ricDru s, q
Division of Clinic IR vi w for h rm/Toxr gi w. q

. Wq not th tyouprovid justific tionforv ri bl v lu soflidoc in ssy ndrl g tst q

obt in d from MPldin nd MP din ®@How oy 1,th q
dissolution r sults of th r gstr tionb tch sb tw qn 0-9 months ®)@) ®@th n q
th dissolution r sults of th r gstr tionb tch s ft r 12 month ®®). Justifyth r gon q

for th diff r nc in dissolution r sults. Expl in wh th rth ch n qinglissolution m ¢hqd q
. . . . (b) (4). . .
prmdg rp,such sst ddiscdi mda gp tchsiz, tc.r sult dinth g in dissolution. q
rovid rootc us ofth ch n qindissolutionr sults ndjustifyth tyouh v dqutly q
p rform &l dissolution onr gstr tion b tch s. In dglition, th st bility fr qu@ ncyp rICH q
Q1A(R2) shouldb v ry monthsov rth 1sty q. Expl in why you skipp dth -month q
tim epqint. q

4. In your m ¢hqd v lid tion ®@, p q 5of25 documantgl t in2014, q
youst t th tyouwillt k th dissolution s mpl s without dilutionb ¢ us th dilution q
m&k gth s mpl conc ntr tio ®@th nth v lid tiontr n q q

®@. R spond toth followin : g

Inth S pt mb r26,2017 Compl t R spons L ¢ r (CRL)#8br spons , youcorr ct d q

th dissolution r sults for lot L1605 01 (m a gqin May @016) by usin diff r nt dilution q

f ctor. You us d dilution for dissolution s mpl pr p r tion. Expl inth discr p ncyin q

th m¢hqgd bout dilution. In dglition, v rify th tth dissolution r sults for lot L1605 01 q

is ccur t . Wengt th tth s mpl conc ntr tion with dilution is bout O @ q
®@th nth v lid tiont n ¢ ) )

b. Youch n qdth dissolution st bility r sults for r qstr tionb tch s t12,18, nd q
24-month tim epqints inth S pt mb r 26, 2017 submission. Expl inth r gon forth q
r vision of th dissolution r sults forth r gstr tion b tch s. Cl rify which m ¢hqd you q
us d to p rform dissolution for lot L1605 01, L1605 ¢11, nd L1605 ¢12 nd confirm q
th tyouobt in dth ccur t dissolutionr sults. q

q

q
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c

5. Your S pt mb r26,2017 CRL#15 r spons isind qut.Th r r pot nti limpuriti sin c
e@th ¢ ouldb tlv ¢l ®@th nth Thr sholdof ¢
Toxicological Concern (TTC) of jn®®@ We request that you establish controls for ¢

dh siv impuriti sinth dh siv r wma o lorinth fin ldru produ t.R spondtoth ¢

followin d fiinisr crdin th us offi T e@(DMF ¢
[ ®®@) in your propos ddru produ t: ¢

DMF#pmmmmmmn@@h sb enr vi wd ndfoundin d qu t . Th DMF ¢

hold @@ w s notifi dofth d fi i ni1sonMaydl,2016. Donot ¢

r spond to this ANDA CR 1 tt runtilyouh v onfirmelth tth DMFhold rh's ¢

r spond dtoth DMF CR1 tt r it d bov or your madmatovillnotb onsid rd ¢
ompl t r spons . ¢

b. Cl rifyth ompoundn mefarth @ e@;s, nd ¢
forth unr ct d monom & icl i ®®@ th limitof chmonomeatob ¢
withinth TTC, ith rinth dh siv r wma o lsp cifi ¢ionsorth dru produt ¢
rl e sp cifi d¢ion. Ifyous tth limitof monom a impurity ®@®@th nth TTC, ¢
provid ph rm/tox d t to supportth s f ty ofth monom & impurity tth m a&imum c¢
d ily xposur (MDE).In & th s menwnom & ienpurity is pr s nt in bot

th mount onsid r d for ph rm/tox qu lifi ¢ion shouldb ¢

ombin d mount from both dh siv sto prop rly countforth MDE forth dru ¢

produ t. ¢

Pravid th qu ntit tiv r sults nd st blish ontrol of ¢

6. Inth S pt mb r26,2017 CRL#21r spons ,you xpl inth tyouus on pthforth pH c
tst. Bc us pHison ofth riti dqu lity ttribut softh dru produ t, ndyouh v not ¢
in lud dth pH h ckinth in-pro css ontrol durin mauf dur ,usin onlyon p t hfor ¢
th pH ontroltor pr s ntth pHofth whol bthisnot dqut. rovid dqut ¢

ontrol for pH of th dru produ tbyusin ppropri t numb rofr pli ¢ s, ndr vis th ¢
md¢hod cordin ly. ¢

7. Bovid DMFr frn csforrl ¢ linr ndpou hbma o Is. Alt rn tiv ly, provid ¢
inform ¢i@n boutth ompositions, m axdf d¢ur , nd ontrolofth r wma o Isforrl ¢ ¢
linr ndpou hma o ls. ¢

8. R vis yourst bilityt bl toin lud s dt stinth st bilityd t for lots L1605301, c
L160531¢1, nd L16053112 inr por @@ In  ddition, provid 11 v il bl ¢
lon -t rm st bilityd t for lots L1605301, L16053111, nd L16053112. Wercqu stth tyou c
upd t th st bilityt bl s withth r wis d st bility sp cifi ¢ion. ¢

C
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6

9. Th lon -t rm st bility r sults of 113 r @str tionb tch s t3 months showth incr Gin 6
tr nd in unknown impurity -This impurity incr 6 s from @@ tr1 6 to 6
e@ t3 émonth tim ep6int, r @hin Gh sp cific tion limit o JI®®. Discuss 6

th incr 6in Gr nd inth impurity FPRe® 6

10.Inth S pt mb 62 62017 CR#40r spons ,youd t ct do@
e Youst t th .c nb usd s [ ®@@urin Gh synth sis of lidoc in , 6

nd J7®® is n impurity of lidoc in . Discussth 6 v Iso [®® inth dru Gubst nc nd 6
th dru ¢product, nd provid ppropri t controlstr t ¢. Cl rifyifyouh 6 obs rv 6 6
[®® on st bility, nd if i®@@is d 6r d 6toflidoc in . 6

11. ouchint @ity is critic I to dru product qu lity. Weréqu st you includ v cuumt stin 6
your st bility sp cific tion in post- fprov 1 st bility protocol t v ry st bility tim ep6int. 6

Drug Substance 6

Device 6

Th followin d fici ncy h sb 6nid ntifi d whil conductin th docum extétionr vi win 6
rfrnc to pplic bl 21 CFR820r @l tions nd m awf cturin ofth finish d combin tion 6
product: 6

PROCESS/BIOPHARMACEUTICS/FACILITY INSPECTION/ BIOEQUIVALENCE/ 6

CLINICAL BIOEQUIVALENCE/LABELING 6

Th r r no furth r qu stions forth bov list d disciplin s tthistime 6'h commenfs 6
provid d in this communic tion r compr h nsiv sofissu nc . How & r,th s commenfs r 6
subj cttor vision if ny sci ntificorr @l tory division id ntifi s dadlition 1 conc ms, swél 6

s nyconc rns du toinsp ctionr sultsth tmay 6ris inth futur . Addition BHyth 6

compli nc st tusof chf cilityn ma tmth pplic tonmab r-vIlutdupon 6

r -submission. 6

6
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y

FDA publish sn w ndr vis d product-sp cific uid nc sd scribin th A ync ’scurr nt y

r commeny tions on d monstr tin bio quiv I nc ndc rt inoth r pprov Ir quir meaty. y
To nsur ou r usin th most ccur t,s nsitiv , ndr producibl m ¢hgdolo yto y

d monstr t bio quiv 1 nc, sr quir db FDAr wl tions (21 CFR 320.24( )),pl s 'y
continu to monitor for th v il bilit ofn w ndr vis d product-sp cific uid nc sinth 'y
Federal Register ndonth FDA Webyit tth followin ddr sg: vy

https://www.fd . ov/Dru s/Guid nc Compli nc R yul tor Inform gdion/Guid nc s/ucm075207. y
htm. vy

Addition § ,pl g continu to monitor v il bl 1 b lin r sourc ssuch s DRUGS@FDA,th vy
El ctronic Or n y Book, ndth United States Pharmacopeia — National Formulary (US yNF) vy
onlin forr c ntupd ts, ndm&yn ncgsr rvisionsto ourl bls ndlblin. y

Inord rtok yp ANDAI b lin curr nt, wysu y stth t ousubscrib toth d il orwykl vy
upd t s of n wdocum eatypost d onth CDER Webgit tth followin ddr sg: y
http://s rvic . ovd liv r .com/s rvic /subscrib .html?cod =USFDA 17. vy

OTHER vy

Th r submission to this CR1 tt rwillb consid r dtor pr s nt MAJOR AMENDMENT, vy
ivnth tth d fici nci sh v b yncl ssifi d s MAJOR. y

romin ntl id ntif th submission with th followin wordin inbold,c pit 11 tt rs tth top y
ofth firstp y ofth submission: y

RESUBMISSION vy
MAJOR vy

COMPLETE RESPONSE AMENDMENT y

DRUG SUBSTANCE/DRUG PRODUCT/DEVICE y

Uponr vi wof our madm extyFDA ma i ntif inform dioninth madmatyth tma yy
r quir ch n yincl ssific tion nd n djustmeitgoth oldt. vy

Withinon yr ftrth dt ofthislttr, ou r r quir dtor spondb t kin on ofth vy
ctions v il bl und r21 CFR 314.110(b). If oudonott k on ofth s ctions, wyma yy
consid r ourl ck ofr spons r qu sttowithdr wth ANDA und r21 CFR vy
314.110(c)(1). Youma ylsor qu st n xt nsion of tim eirywhich tor submitth y

pplic tion. A r submission must full ddr sg 1l1th d fici nci slist d. Addition § , vy
p rti 1t spons tothisl tt rwillnotb proc 38 d s r submission ndwillnotst it nw y
rviwcel. y

Th dru productma motb m akyt d without fin 1 A ync pprov lund rs ction 505() ofth y
FD&C Act. 'y

y

y
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u

ANNUAL FACILITY FEES u

Th Gw ric Dr uUs r F u Am eadm eats of 2012 (GDUFA) ( wblic L w 112-144, Titl 1) u

st blish d ¢ rt in provisions' withr sp cttos If-id ntific tion of f ciliti s nd p ym amtwf u
nn ul f cility f 8. Yo nANDA id ntifi s t1 wton f cilityth tiss bj cttoth u

s If-id ntific tiont q ir maitund p ymatwf n nn ul f cility f u S Uf-id ntific tionmwst u
occ rbyJ n 1lof chy wforth n xtfiscly w. F cilityf smwtb pid chy wbyth u
d t sp cifi dinth Federal Register notic mnmo ncin f cility f u mo nts. Allhfinish d u
dos u forms (FDFs)or ctiv ph rma wtic lin r di nts(Ads)mau ct r din fcilitytht u
h snotmd its obli dions tos If-id ntifyortop yf swhnthy r d uwillb d umeuu
misbr nd d. Thismensth titwillb viol tionoff d r 11 wtoshipth s prod ctsin u

int rst t commera or to import th mintoth Unit d St ts. S chviol tionsc nr s ltin u
pros c tion of thos r sponsibl , inj nctions, ors iz r s of misbr nd d prod cts. rod cts u
misbr nd db ¢ us of fil r tos If-id ntifyorp yfcilityf ® r s bjcttobin dnid u
ntry intoth Unit dStts. u

In ddition, w unot th t GDUFAT q ir sth tc rt innon-ma f ct rin sit s ndor wiz tions u
list din w ricdr us bmissions comply with th s 1f-id ntific tionr q ir meaitu Th fil r u
of ny f cility, sit , or or wiz tion to comply with its obli dion to s If-id ntify nd/ortop y u

f swhnd umanis si nific ntconc rns bo tth tsit oror wiz tion ndis f ctortht u
ma incr © th lik lihood of sit insp ction prior to pprov . FDA do snot xp ctto iv u
priority to compl tion of insp ctionsth t r r q ir dsimplyb ¢ ws f ciliti s, sit s,or u

or wiz tions f il to comply withth 1 wr q irin s Ifid ntific tionor f up ymetu u

Addition lly, wunot th tth fil r of nyf cilityr f r nc dinth pplic tion to s If-id ntify u
ndp y pplic bl f s mensth t FDA will not consid rth GDUFA pplic tiontr vi w o1 u
dtsto pplytoth t pplic tion. u

Th El ctronic Common T chnic 1 Doc m eatf CTD) is CDER’s st nd rd form & for 1 ctronic u
r ul torys bmissions. B uinnin May®, 201 , ANDAsmwtb s bmitt din CTD form & uu
nd b uinnin May®@, 2018, dr um stu fil smwtb s bmitt din CTD form 4. u S bmissions u
th tdonot dhr toth r q ir meatsst t dinth CTD Gud nc willb s bj cttor j ction. u
For mor inform dian pl @ visit: www.fd . ov/ ctd. u

u

u
' Someofith s provisionswu madidbyth G ricDr uUs rF u Am edm atsof 201 (GDUFA II) ( ublic u
L w115-52, Titl III). u
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R

Ifyouh v nyqu stions,c RAndr w ott r, Rul tory roj ct Man R, Division of roj ct R
Man R m aitR t (240) 402-9266. R

Sinc r ly yours, R

{See appended electronic signature page} R

DRis .Toy rMcKR, hrmD R

Dir ctor, Division of roj ¢t Man R m extR R

Offic of Rul tory Op Rtions R
Offic of GR RcDru s R



Denise U Digitally signed by Denise Toye U an U
Toye U an U Date: 12/19/2017 05:39:26P
G UD: 5277df670008860f7e1231f730a8684 U



ADMINISTRATION

7" 2 Y U.S. FOOD & DRUG

N, 209190 ,
AMENDMENT ACKNOWLEDGEMENT ,
Tier 1 Solicited
1st MINOR ,
Rhodes Pha mace ticals L.P. ,
498 Washin ton St eet ,
Coventy RI 02816 ,
ttention: Todd M. elehant Ph. . |
iecto Re , latoy ffais ,

ea Si: ,

We acknowled e eceipt of yo , Tie 1 Solicited 15t MINOR amendment eceived fo eviewon ,
p il 14 2016 toyo , abb eviated new d , application( N, )s bmitted p ,s antto section

505(j) of the Fede al Food and Cosmetic ctfo Lidocaine Patch 5%. ,
This application is s bject to the p ovisions of the Gene ic , Use Fee mendments of 2012 ,
(GOUF ). ,

F , has made an initial dete mination that the amendment s bmitted may be classified asa
mino amendment. The GDUF , oal date fo eview ofthis N, is ecembe 25 2017. IfF , ,
dete mines that an inspection is eq i ed to validate the info mation contained in this amendment
the GDUF , oal date fo eview ofthis N, wilbed ly25 2018. |,

b

Fo mo e info mation please efe tothe ,idancefo ind sty ANDA Submissions —
Amendments and Easily Correctable Deficiencies Under GDUFA available on F , ’'s website.

The Elect onic Common Technical oc ment (eCT ,)is C,ER’s standa d fo mat fo elect onic
e , lato y s bmissions. Be innin May 5 2017 N, smustbes bmitted in eCT , fo matand
be innin May 5 2018 d , maste files mustbe s bmitted in eCT , fo mat. S ,bmissions that
do not adhe e to the eq i ements stated in the eCT , G udance will be s bjectto ejection. Fo
mo e info mation please visit: www.fda. ov/ectd. ,

If yo have any q estions contact nd ew Potte Re , lato y P oject Mana e at ,
(240) 402-9266.
Since ely ,

{See appended electronic signature page}

nd ew Potte ,
Office of Geneic , s,
Cente fo , Eval ationand Resea ch , ,
U.S. Food and dminist ation

U.S. Food & dminist ation ,
10903 New Hampshie ven e ,
Silve Spin, MD 20903 ,
www.fda. ov ,
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¢ DEPARTME eTe E AeT eAeD & MAe SERVICES e

S

ood and Drug Administration e
Silv r Spring, MD €0993 e

ANDA 209190 e

CM P &ETE RESP e SE e

Rhodes Pharmaceuticals L.P. e

498 Washington Street e

Coventry, RI 02816 e

Attention: Todd M. Delehant, Ph.D. e
Director, Regulatory Aféairs e

Dear Sir: e

This is in reference to your abbreviated new drug application (ANDA) received for review on e
April 14, 2016, submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic e
Act (FD&C Act), for Lidocaine Patch 5%. e

We acknowledge receipt of your amendments received on May 23, August 5, August 15, e
September 6, September 29, October 21, and December 9, 2016 and January 23, 2017. e

We have completed our review of this ANDA, as amended, and have determined that we cannot e
approve this ANDA m its present form. We have described our reasons for this action below e
and, where possible, our recommendations to address these issues. e

PA RMACEUTICA e QUA elTY e

Drug Substanc e
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Biopharmaceutics 7

5 . Submit th chrom @o7r ms 7% r t d forth Bp cificity r sultsofth dru r1 % mehdd 7
v lid tion (docum exthumb 0@

58.R -vlidt th n [¥ticl ss yforlin 7rityin conc ntr tionr n 7th tcov rsth dru 7
rl1 % s mpl conc ntr tions, ndr portth lin 7rity conc ntr tions sp rc nt 7. 7

59. Yovid n xpl n tion for th @@ indru r1 3 tth 1 70-minut (2 -hour)time 77
point. 7

60. Your propos ddru r1 % ccptnc critri r ind qut.Th followin cc ptnc 7
critri r r commend db s donth dru r1 % dt submitt d: 7

10 minut s: NMT @9% 7
30 minut s: B Tw 7n[@®% -P®% 7
120 minut s: NLT#®% 7

Wer7qu stth tyou cknowl d 7your cc pt nc ofth r commend ddru r1 3 7
cc pt nc crit ri, ndupd t th dru product sp cific tions ccordin ly. 7

Microbiology 7

61. 7ovid commitm extZo conduct ntimicrobi 1 ff ctiv n &t stin ccordin to US <51> 7
or quiv | nt m ¢h@dolo yon tl Bton primayht bilityb tch tth ndofth propos d 7
sh Iflif (r f r nc : Guid nc for Industry ANDAs: St bility T stin of Dru Subst nc s 7
nd roducts - Qu stions nd Answ 7s). 7

Combination Product 7

62. You must d monstr t compli nc with 21 CFR 7%t b for your pplic tionisconsid rd 7
pprov bl ,th r for : 7
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1d

. Pldd sp cify which firm h sultima d sponsibility ov rth finish d combin tion d
pro uct. In dition, dcrib th or ciz tion Istructur (i. .or diz tion Ich rt) n d
xpl in how it controls 1l1 v Isofth pro uct d lopmatdn mawud cturin (. . d
suppli r @& dnatd). d

b. Pldd dcrib th  di ncontrol syst m, which shoul inclu dr quir meitdfor di n d
n & lopmatgpl mhin , di ninput, d&i noutput, déi nr viw, din d
v rific tion, d&i nv li dion, d&i ntr nsfr, di nchnds, n @i nhistoryfil . d
Furth r,pl & provi d summargtofth pl nus dto @i nth combin tion pro uct. d

c. Pldd summardz your proc dur (s) for purch sin controls, inclu in dcription of d
th suppli r v lu tionproc & n th xt ntof control ov rsuppli rs. Also dcrib d
how itis nsur dth tpro ucts/s rvic srcivd r cc ptbl forthirintnd us n d
how ch n dsma dby subcontr ctors/suppli rs will not ff ctth fin 1 combin tion d
pro uct. d

. Pldd provi d dcription of your firm’s corr ctiv. n pr v ntiv (CA dA)syst m, d
inclu in how your CA dA syst misint ¢ t db twdnth iff r ntf ciliti sinvolv d d
inth mawud cturin ofth combin tion pro uct. d

. Pldd provi d summarg of th proc dur (s) for nvironmetdl n cont min tion d
controls of th f cility wh r th fin I m axud cturin of th finish d combin tion d
pro uct, if such con itions coul & rs ly ff ctth combin tion pro uct. d

f. PIdd provi d n xpl n tion of how you will control th m axut’ cturin ofth d
combin tion pro uct throu hr ¢ ivin or incomin ,in-proc €5, n fin I cc pt nc d
ctiviti s. A dition Hy, pl s sp cify which firm will p rformth cc pt nc ctiviti s d
forth r ¢ ivin of compon nts/md d Istob us dinth combin tion pro uct; forin- d
proc skt stin p rforme durin th mawuf cturin / ss mbly; n dforth fin Ir1 s d
ofth combin tion pro uct. rovi dth cc pt nc /r j ctioncrit ri forth r c ivin d
compon nts/ma d lIs, th in-proc skt sts, n th r1 @& ofth finish dcombin tion d
pro uct. d

FACILITY INSPECTION/BIOEQUIVALENCE/CLINICAL BIOEQUIVALENCE/ d
LABELING d

Th r r no furth r qu stions forth bov list d isciplin s tthistime Th commends d

provi d in this communic tion r compr h nsiv sofissu nc . Howd r,th s commends r d
subj ct tor vision if ny sci ntificorr dil tory ivisioni dtifi s dition lconc ms, swdl d

s nyconc rns u toinsp ctionr sultsth tmay dris inth futur . A dition Hyth d

compli nc st tusof chf cilityn me thth pplic tonmab r-vIlut duponr - d
submission. d
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FDA publish sn w ndr vis d product-sp cific uid nc sd scribin th Aync ’scurr nt y

r commenyl tions on d monstr t bio quiv 1 nc ndc rt inoth r pprov Ir quir meity. To y
nsur ou r usin th most ccur t,s nsitiv , ndr producibl m ¢hgdolo yto vy

d monstr tion bio quiv 1 nc, sr quir db FDAr wul tions (21 CFR 320.24( )),pl s 'y
continu to monitor for th v il bilit ofn w ndr vis d product-sp cific uid nc sinth vy
Federal Register nd onth FDA Webgit tth followin ddr sg: y

https://www.fd . ov/Dru s/Guid nc Compli nc R yul tor Inform d¢ion/Guid nc s/ucm075207. y
htm. y

Addition } ,pl ¥ continu to monitor v il bl 1b lin r sourc ssuch s DRUGS@FDA,th vy
El ctronic Or n y Book, ndth United States Pharmacopeia — National Formulary (US yNF) 'y
onlin forr c ntupdts, ndm&yn ncgsr rvisionsto ourl bls ndlblin. y
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EASILY CORRECTABLE DEFICIENCY

ANDA 209190

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North VII
7620 Standish Place

Rockville, Maryland 20855

APPLICANT: Rhodes Pharmaceuticals L.P. TEL: 401-262-9425
ATTN: Todd Delehant EMAIL: todd.delehant@pharma.com
FROM: Carol Lee FDA CONTACT EMALIL: Carol.Lee@fda.hhs.gov

Dear Dr. Delehant:

This communication is in reference to your abbreviated new drug application (ANDA) dated April 14,
2016, submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Lidocaine
Patch 5%.

The deficiencies presented below represent EASILY CORRECTABLE DEFICIENCIES identified during
the review and the current review cycle will remain open. You should provide a complete response to
these deficiencies within eleven (11) U.S. business days.

Prominently identify the submission with the following wording in bold capital letters at the top of the
first page of the submission:

EASILY CORRECTABLE DEFICIENCY
LABELING
REFERENCE # 12410711

If you do not submit a complete response within eleven (11) U.S. business days, the review will be closed
and the listed deficiencies will be incorporated in the next COMPLETE RESPONSE. Please provide your
response after that complete response communication is received along with your response to any other
issued comments.

If you are unable to submit a complete response within eleven (11) U.S. business days, please contact the
Labeling Project Manager immediately so a complete response may be issued if appropriate.

Please submit official archival copies of your response to the ANDA, facsimile or e-mail responses will
not be accepted. A partial response to this communication will not be processed as an amendment and will

not start a review.

We have completed our review and have the following comments:



ANDA 209190
LABELING:

1. GENERAL COMMENTS
Include the country of origin on all your labeling pieces.

2. PATCH LABEL
We note that final printed labeling (FPL) for the patch was not submitted for this
application. Please ensure to include the established name and strength of the drug
product, Lidocaine Patch 5%, on the patch when submitting FPL of the patch.

3. PATCH ENVELOPE

a. Please ensure that the dotted line for cutting is only present on the top (as one single
straight line), as opposed to along all four sides.

b. We recommend revising the presentation of the established name from all upper case
letters to title case (i.e., Established Name) to improve its readability.

c. Relocate “Rx Only” symbol and net quantity statement to the lower portion of principal
display panel and remove the bold facetype.

d. Revise “DOSAGE” to read as

e. Add the following statement to appear in conjunction with the storage statement: “[see
USP Controlled Room Temperature]”.

(b) (4)

4. CARTON LABELING
See applicable patch envelope comments.

5. PRESCRIBING INFORMATION

Please replace the abbreviations | @

with “mcg” for clarity.

6. STRUCTURED PRODUCT LABELING (SPL)
Revise the list of the inactive ingredients to reflect the list of the inactive ingredients in
your package insert and consistent with your submission.

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.

However, prior to the submission of your amendment, please check labeling resources, including
DRUGS@FDA, the electronic Orange Book and the NF-USP online, for recent updates and make any
necessary revisions to your labels and labeling.

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of
new documents posted on the CDER web site at the following address —
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17
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If you have questions regarding these deficiencies or would like acknowledgement of receipt of your
amendment upon submission, please contact the Labeling Project Manager, Carol Lee, at
Carol.Lee(@fda.hhs.gov.

Sincerely,

Carol Lee, Pharm.D.

Labeling Project Manager

Division of Labeling Review

Office of Regulatory Operations

Office of Generic Drugs

Center for Drug Evaluation and Research
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ANDA 209190 November 18, 2016

EASILY CORRECTABLE DEFICIENCY
Original ANDA

RHODES PHARMACEUTICALS LP
498 WASHINGTON STREET
COVENTRY, RI1 02816

USA

Attention: Mr. Todd M. Delehant, Ph.D., Director Regulatory Affairs
Dear Todd M. Delehant:

Please refer to your Abbreviated New Drug Application (ANDA) 209190, dated April 14, 2016 under section 505(j) of
the Federal Food, Drug, and Cosmetic Act for Lidocaine Patch 5%.

The following Easily Correctable Deficiencies (ECD) regarding Study RP-LID-SSI have been identified:
Please refer to your ECD response dated 21 October 2016.
1. You have not provided the information we requested in Question 4.
a. We wanted the data in a single dataset. You have submitted three datasets.

b. We wanted the data for all patches of the same type (test or reference) for a subject in a single
record (row). Your dataset has each patch in a separate record (row).

c. The dataset FDA_ Q4 1 has multiple records with inconsistent information. For example, Subject
®® has two records with Test arm one at the lower application site and the other at the upper
application site and two records with Reference arm again one at the lower application site and the
other at the upper application site. This dataset seem to be inconsistent with the design and other
datasets. Please make sure that your future submissions do not have such problems.

d. There is no data definition file associated with the datasets. A data definition file is required for
each dataset you submit.

Please correct the deficiencies and submit the dataset and data definition file.

2. Your response to Question 2 shows that we have not understood the meaning of what time you referred to
as the analysis time in ADAM datasets. This is caused by the lack of clear definition of the variables and
what time is associated with it. Without a clear definition, it is normal to assume that if the parameter is
“Patch Detached Prior to Assessment/Patch Removal?”, the analysis time (adt) and analysis date and time
(adtm) will provide the date and time of patch removal or detachment. Without proper and detailed

U.S. Food and Drug Administration
10903 New Hampshire Avenue
Silver Spring, MD 20993
www.fda.gov
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definition and explanation, especially for ADAM datasets, it is not possible to review your datasets and your
application. For each ADAM dataset, please submit an explanation of each value of the variable “param”

o

avalc”, “adt”, “adtm” indicate.

and what the associated values of the variables “aval”, “

3. Your response to Question 3 states “The protocol states that a subject was scheduled for a make-up patch
application if either (i) patch adhesion assessed as <50% adhered but not detached (i.e., adhesion score of
3), or (ii) a scheduled visit was missed.” However, we could not find the second condition in the protocol.
Please provide the page number and the line number in the protocol where it is stated.

4. Your response to Question 3 states “Per protocol, no make-up patches were applied in response to patches
with adhesion scores of 0, 1 or 2.” However your datasets do not support this statement. For example,
Subject| ®®© had a maximum adhesion score of 1 for the reference patches 1 to 9 but adph.xpt has records
for make-up reference patch for this subject. There are 34 such cases. Please clarify.

Please provide a complete response to these deficiencies by December 2, 2016. We will not process or
review a partial response. Send your submission through the Electronic Submission Gateway
http://www.fda.gov/Forindustry/ElectronicSubmissionsGateway/default.ntm. Facsimile or e-mail responses
will 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:

EASILY CORRECTABLE DEFICIENCY
OFFICE OF BIOSTATISTICS/DBVIII
REFERENCE # 9446508

If FDA does not receive a complete response to these deficiencies by December 2, 2016 the review will be closed
and the listed deficiencies will be incorporated in a subsequent COMPLETE RESPONSE correspondence. For more
information, please refer to the guidance for industry, ANDA Submissions — Amendments and Easily Correctable
Deficiencies Under GDUFA, available on FDA’s website. If you have any questions, contact Vivianna Cowl, Project
Manager at 301-796-0761.

Sincerely,

Vivianna Cowl

Office of Biostatistics

Office of Translational Science

Center for Drug Evaluation and Research
U.S. Food and Drug Administration

U.S. Food and Drug Administration
10903 New Hampshire Avenue
Silver Spring, MD 20993
www.fda.gov
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ANDA 209190 October 3, 2016

EASILY CORRECTABLE DEFICIENCY
Original ANDA

RHODES PHARMACEUTICALS LP
498 WASHINGTON STREET
COVENTRY, RI 02816

USA

Attention: Mr. Todd M. Delehant, Ph.D., Director Regulatory Affairs
Dear Todd M. Delehant:

Please refer to your Abbreviated New Drug Application (ANDA) 209190, dated April 14, 2016 under section 505(j) of
the Federal Food, Drug, and Cosmetic Act for Lidocaine Patch 5%.

The following Easily Correctable Deficiencies (ECD) regarding Study RP-LID-SSI have been identified:

1. Please referto your ECD response dated 15 August 2016. There are many discrepancies between the lists
submitted and the datasets. Here are some examples:

a. Subjec| ®@ does not have a make-up patch in the adph.xpt dataset. However, makeup-patch-and-
reason.pdf lists Subjec | ®1® as having a make-up patch. There are many more such instances.

b. Both test and reference Patch 1 were detached for Subjec | ®® according to adph.xpt dataset.
However, these patches were not included in the list of detached patches in detached-patches-and-

if-replaced.pdf.

c. Subject [T®1® did not have any detached patches according to adph.xpt. However, there were
detached patches for this subject according to the list provided in detached-patches-and-if-
replaced.pdf.

Please explain these discrepancies.

2. There are discrepancies between submitted datasets. For example, the date and time of removal of test
patch 5 for Subjec | ®® in adph.xpt i ®1® 2:00:00 PM and that in ex.xpt i | ®1® 10:12:00 AM.
There are 642 patches with such discrepancies. Please explain.

3. According to the protocol and the clinical study report for Study RP-LID-SSI, “If patch adhesion was assessed
as <50% adhered but not detached (more than half the system lifting off of the skin without falling off), the
subject was scheduled for a make-up patch application.” However, according to the submitted data many

U.S. Food and Drug Administration
10903 New Hampshire Avenue
Silver Spring, MD 20993
www.fda.gov
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subjects had make-up patches even when the maximum adhesion score for the first 9 patches were 0, M

1 or 2 (= 50% adhered) or 4 (complete detachment). Moreover, there were patches in the list of make-up M
patches in makeup-patch-and-reason.pdf (ECD response dated 15 August 2016) where make up patched M
were applied for complete detachments or for missing visits. There was no provision for make-up patches M
for completely detached or > 50% adhered patches or for missed visits in the protocol and there wasno M
mention of such cases in the clinical study report. Please explain. M

4. Please provide a dataset per subject per treatment (patch type) with the following variables. All dateand M
time should be numeric in SAS datetime format (not as character variables). M

e Subjectid M

e Cohort M

e Treatment (patch type) M

e Application site M

e Whetheritis in the per-protocol population for irritation (PPPI) M

e Reason for exclusion from PPPI M

e  Whether itis'in‘the per-protocol population for sensitization (PPPS) M
e Reason for exclusion from PPPS M

For each of Patch 1 to Patch 9 and the make-up patch please include the following variables: M
e Application date and time for Patchi M

Adhesion assessment date and time for Patchi M

e Adhesion score for Patchi M

e If Patchiis detached or removed M

e Patchidetachment or removal date and time M

e Whether actual orobserved detachment time for Patch i (please see the explanation below*) M
e Whether there was a replacement patch if Patch i was detached M

e The application date and time for replacement patch for Patchi M

Detachment or removal date and time of replacement patch for Patchi M

US.Fooda M M Admi ist atio M
10903 New Hampshi e Ave Me M
Silve Spi M M20993 M
www.fda. ov M
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e Whether actual or observed detachment time for replacement patch for Patch i (please see the M
explanation below*) M

e Adhesion score for replacement patch of Patchi M

e |rritation assessment date and time for Patchi M

e Dermal response score for Patchi M

e Other effects score for Patchi M

e Whether Patch i is moved to a new location from the previous patch location M

e Dermal response score for the previous location if Patch i is moved to a new location M
e Other effects score for the previous location if Patch i is moved to a new location M

For the challenge phase: M
e Patch application date and time for the challenge phase M

e Adhesion score for the original patch in the challenge phase M
e If the challengephase patch is detached or removed M
e Patch detachment or removal date and time in the challenge phase M

e Whether actual or observed detachment time for original patch in the challenge phase (please seethe M
explanation below*) M

e Whether there was a replacement patch if challenge phase patch was detached M
e The application date and time for replacement patch in the challenge phase M
e Detachment or removal date and time of replacement patch in the challenge phase M

e Whether actual or observed detachment time for replacement patch in the challenge phase (please see M
the explanation below*) M

e Adhesion score for replacement patch in the challenge phase M
e Sensitization assessment date and time for 30-minute post-removal assessment M

e Dermal response score at 30-minute post-removal assessment M

Other effects score at 30-minute post-removal assessment M

US.Fooda M M Admi ist atio M
10903 New Hampshi e Ave Me M
Silve Spi M M20993 M
www.fda. ov M
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e Sensitization reaction at 30-minute post-removal assessment M

e Sensitization assessment date and time for 24-hour post-removal assessment M
e Dermal response score at 24-hour post-removal assessment M

e Other effects score at 24-hour post-removal assessment M

e Sensitization reaction at 24-hour post-removal assessment M

e Sensitization assessment date and time for 48-hour post-removal assessment M
e Dermal response score at 48-hour post-removal assessment M

e Other effects score at 48-hour post-removal assessment M

e Sensitization reaction at 48-hour post-removal assessment M

e Sensitization assessment date and time for 72-hour post-removal assessment M
e Dermal response score at 72-hour post-removal assessment M

e Other effects score at 72-hour post-removal assessment M

e Sensitization reaction at 72-hour post-removal assessment M

*Explanation of actual and observed detachment time: If patch detachment time is noted exactly when itis M
detached it should be classified as actual detachment time. If a patch is observed to have already detached but the M
exact time when it was detached is not known, the time when it is observed should be classified as observed M
detachment time. M

Please provide a complete response to these deficiencies by October 14, 2016. We will not processor M

review a partial response. Send your submission through the Electronic Submission Gateway M
http://www.fda.gov/ForIindustry/ElectronicSubmissionsGateway/default.htm. Facsimile or e-mail responses M
will not be accepted. Prominently identify the submission with the following wording in bold capital letters at M
the top of the first page of the submission: M

EASILY CORRECTABLE DEFICIENCY M
OFFICE OF BIOSTATISTICS/DBVIII M
REFERENCE # 9446508 M

If FDA does not receive a complete response to these deficiencies by October 14, 2016 the review will be closed M
and the listed deficiencies will be incorporated in a subsequent COMPLETE RESPONSE correspondence. For more M

US.Fooda M M Admi ist atio M
10903 New Hampshi e Ave Me M
Silve Spi M M20993 M
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information, please refer to the guidance for industry, ANDA Submissions — Amendments and Easily Correctable M
Deficiencies Under GDUFA, available on FDA’s website. If you have any questions, contact Vivianna Cowl, Project M
Manager at 301-796-0761. M

Sincerely, M

Vivianna Cowl

Office of Biostatistics M

Office of Translational Science M

Center for Drug Evaluation and Research M
U.S. Food and Drug Administration M

US.Fooda M M Admi ist atio M
10903 New Hampshi e Ave Me M
Silve Spi M M20993 M
www.fda. ov M
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Food and Drug Admini tration s
Silver Spring, MD 520993 s

ANDA 209190 s August 3, 2016 s
EASILY CORRECTABLE DEFICIENCY s

Original ANDA

RHODES PHARMACEUTICALS LP s

498 WASHINGTON STREET s

COVENTRY, RI1 02816 s

USA

Attention: Mr. Todd M. Delehant, Ph.D., Director Regulatory Affairs s

Dear Todd M. Delehant: s

Please refer to your Abbreviated New Drug Application (ANDA) 209190, dated April 13, 2016 under s
section 505(j) of the Federal Food, Drug, and Cosmetic Act for Lidocaine Patch 5%. s

The following Easily Correctable Deficiencies (ECD) have been identified regarding Study RP-LID-SSI. s

1. Please provide a list of subjects who skipped their scheduled visits along with the reason s
for skipping the visit. s

2. Please provide a list of patches that were detached, the time when they were detached, s
whether a replacement patch was applied within 24 hours after detachment and the time s
when a replacement patch was applied. s

3. Please provide a list of patches that were <50% adhered but not detached and if a make-up s
patch was applied for them. s

4. Please provide a list of subjects who had a make-up patch and the reason for the make-up s
patch. s

5. Subject | ®® had a missed visit but a make-up patch application. Please clarify s
the reason for the exclusion of their patches from the irritation analysis populations. s

Please provide a complete response to these deficiencies by August 10, 2016. We will not process or s
review a partial response. Send your submission through the Electronic Submission Gateway s
http://www.fda.gov/Forindustry/ElectronicSubmissionsGateway/default.htm. Facsimile or e-mail s
responses will not be accepted. Prominently identify the submission with the following wording in bold s
capital letters at the top of the first page of the submission: s

EASILY CORRECTABLE DEFICIENCY s
OFFICE OF BIOSTATISTICS/DBVII$ s
REFERENCE # 9433837 s
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ANDA 209190 s August 2, 2016 s
EASILY CORRECTABLE DEFICIENCY s

Original ANDA

RHODES PHARMACEUTICALS LP s

498 WASHINGTON STREET s

COVENTRY, RI1 02816 s

USA

Attention: Mr. Todd M. Delehant, Ph.D., Director Regulatory Affairs s

Dear Todd M. Delehant: s

Please refer to your Abbreviated New Drug Application (ANDA) 209190, dated April 13, 2016 under s
section 505(j) of the Federal Food, Drug, and Cosmetic Act for Lidocaine Patch 5%. s

The following Easily Correctable Deficiencies (ECD) have been identified regarding Study RP-LID-SSI. s

1. Please provide a list of subjects who skipped their scheduled visits along with the reason s
for skipping the visit. s

2. Please provide a list of patches that were detached, the time when they were detached, s
whether a replacement patch was applied within 24 hours after detachment and the time s
when a replacement patch was applied. s

3. Please provide a list of patches that were <50% adhered but not detached and if a make-up s
patch was applied for them. s

4. Please provide a list of subjects who had a make-up patch and the reason for the make-up s
patch. s

5. Subject | ®® had a missed visit but a make-up patch application. Please clarify s
the reason for the exclusion of their patches from the irritation analysis populations. s

Please provide a complete response to these deficiencies by August 8, 2016. We will not process or s
review a partial response. Send your submission through the Electronic Submission Gateway s
http://www.fda.gov/Forindustry/ElectronicSubmissionsGateway/default.htm. Facsimile or e-mail s
responses will not be accepted. Prominently identify the submission with the following wording in bold s
capital letters at the top of the first page of the submission: s

EASILY CORRECTABLE DEFICIENCY s
OFFICE OF BIOSTATISTICS/DBVIII s
REFERENCE # 9433837 s
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ANDA 209190

Food and Drug Administration
Silver Spring, MD 20993

ACKNOWLEDGEMENT
ANDA RECEIPT

Rhodes Pharmaceuticals L.P.

498 Washington Street

Coventry, RI 02816

Attention: Todd M. Delehant, Ph.D.

Dear Todd M. Delehant:

We acknowledge receipt of your Abbreviated New Drug Application (ANDA) submitted under
section 505(j) of the Federal Food, Drug, and Cosmetic Act.

NAME OF DRUG: Lidocaine Patch, 5%
DATE OF APPLICATION: April 13,2016
DATE (RECEIVED) ACCEPTABLE FOR REVIEW: April 14, 2016

Reference is made to the Information Request dated May 16, 2016 and your response dated May
23, 2016.

This application is subject to the provisions of the Generic Drug User Fee Amendments of 2012
(GDUFA). The GDUFA goal date for review of this application is July 13, 2017. Please
identify any related communications with the ANDA number referenced above. If you have any
questions, contact Scott Vehovic, Project Manager Team Leader, at
Scott.Vehovic@FDA.HHS.GOV' or 240-402-3954.

Sincerely,

Ankit Ghodasara, Pharm.D.

Team Leader (Acting)

Division of Filing Review

Office of Regulatory Operations

Office of Generic Drugs

Center for Drug Evaluation and Research
U.S. Food and Drug Administration

! Secure email between CDER and applicants may be useful for informal communications when confidential information may be
included in the message (for example, trade secrets or patient information). If you have not already established secure email with
FDA and would like to set it up, send an email request to SecureEmail@fda.hhs.gov. Please note that secure email may not be
used for formal regulatory submissions to applications.
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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: 5/19/2016
TO: Office of Bioequivalence
Office of Generic Drugs
FROM: Division of Generic Drug Bioequivalence Evaluation (DGDBE)

Office of Study Integrity and Surveillance (OSIS)
SUBJECT: Recommendation to accept data without an on-site inspection
RE: ANDA 209190

The Division of Generic Drug Bioequivalence Evaluation (DGDBE) within the Office of Study
Integrity and Surveillance (OSIS) recommends accepting data without an on-site inspection. The
rationale for this decision is noted below.

Rationale

OSIS recently inspected the sites listed below. The inspectional outcome from the inspections was
classified as No Action Indicated (NAI).

Inspection Sites
Facility Type Facility Name Facility Address
Clinical
Analytical
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