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DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD 20993

ANDA 205181

ANDA APPROVAL

Taro Pharmaceuticals USA Inc.
3 Skyline Drive
Hawthorne, NY 10532
Attention: Crystal Spinks
Manager, Regulatory Affairs

Dear Madam:

This letter is in reference to your abbreviated new drug application (ANDA\) received for review
on February 4, 2013, submitted pursuant to section 505(j) of the Federal Food, Drug, and
Cosmetic Act (FD&C Act) for Butenafine Hydrochloride Cream, 1%.

Reference is also made to the complete response letter issued by this office on September 28,
2016, 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 is safe and effective for over-the-counter (OTC) use
as recommended in the submitted labeling. Accordingly the ANDA is approved, effective on
the date of this letter. The Office of Bioequivalence has determined your Butenafine
Hydrochloride Cream, 1%, to be bioequivalent to the reference listed drug (RLD), Lotrimin Ultra
Cream, 1%, of Bayer HealthCare LLC.

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.

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 Office of Generic Drugs 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 5061(b) of the FD&C Act, you are required to notify the
Office of Generic Drugs 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 date on which the drug
will be available for sale, if known; and (5) the reason for not marketing the drug after
approval.].
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ANNUAL FACILITY FEES

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title 111)
established certain provisions! with respect to self-identification of facilities and payment of
annual facility fees. Your ANDA identifies at least one facility that is subject to the self-
identification requirement and payment of an annual facility fee. Self-identification must occur
by June 1% of each year for the next fiscal year. Facility fees must be paid each year by the date
specified in the Federal Register notice announcing facility fee amounts. All finished dosage
forms (FDFs) or active pharmaceutical ingredients (APIs) manufactured in a facility that has not
met its obligations to self-identify or to pay fees when they are due will be deemed misbranded.
This means that it will be a violation of federal law to ship these products in interstate commerce
or 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(1)] in structured product labeling (SPL) format, as described at
http://www.fda.gov/Forindustry/DataStandards/StructuredProductLabeling/default.ntm, 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
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatorylnformation/Guidances/U
CMO072392.pdf. The SPL will be accessible via publicly available labeling repositories.

The Electronic Common Technical Document (eCTD) is CDER’s standard format for electronic
regulatory submissions. Beginning May 5, 2017, ANDASs must be submitted in eCTD format
and beginning May 5, 2018, drug master files must be submitted in eCTD format. Submissions
that do not adhere to the requirements stated in the eCTD Guidance will be subject to

rejection. For more information please visit: www.fda.gov/ectd.

Sincerely yours,
{See appended electronic signature page}

For Vincent Sansone, PharmD

Deputy Director

Office of Regulatory Operations

Office of Generic Drugs

Center for Drug Evaluation and Research

! Some of these provisions were amended by the Generic Drug User Fee Amendments of 2017 (GDUFA 11) (Public
Law 115-52, Title II1).


www.fda.gov/ectd
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm

Heidi Digitally signed by Heidi Lee
Lee Date: 11/16/2017 10:15:52AM
GUID: 52795fe90009070673e7de063d080d1f
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Drug Facts
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Drug Facts (continued)

Active ingredient Purpose
Butenafine hydrochloride 1% eee v ANTITUNGAL

Uses

= cures most jock itch

» relieves itching, buming, cracking, and scaling which
accompany this condition

Warnings
For external use only

Do not use

= on nails or scalp

= in or near the mouth or the eyes
= for vaginal yeast infections

Directions
= adulis and children 12 years and older:
+ Use the tip of the cap to break the seal and open the
tube
« wash the affected skin with soap and water and dry
completely before applying
» apply once a day to affected skin for 2 wesks or as
directed by a doctor
# wash hands after each use
« children under 12 years: ask a doctor

When using this product do not get into the eyes. If eye
contact occurs, rinse thoroughly with water.

Rt T\
Inactive ingredients

Stop use and ask a doctor if too much irritation occurs
or Irritation gets worse

Keep out of reach of children. If swallowed, get
medical help or contact a Poison Control Center right
away.

Other information
= do not use if seal on tube is broken or not visible
= store between 20° to 25° C (66° to 77° F)

benzyl alcohol, cetyl alcohol, glycerin, glyceryl
monostearate SE, polyoxyethylene ([23) cetyl ether,
propylena glycol dicaprylate, purified water, sodium
benzoate, stearic acid, trolamine, white petrolatum
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\Active Ingredient

1 Butenafing hydr 1% .. Antifungal

Butenafine

Hyd rochlorlde Cream 1%

'M * cures most athlete's foot between the toes,
1jock itch and ringworm « relieves itching, burning,

mnﬂcﬁﬂm

| Warnings For extemal use only.

Do mot use = on nails or scalp = in or near the mouth
lor the eyes » for vaginal yeast

{When using this product do not get into the eyes.
11 eye contact ocours, rinse thoroughly with water,

NDC 51672-2100-2

NET WT 30 g (1 0z)

Directions « adults and children 12 years and |
older: » use the tip of the cap to break the seal and| |
nnnnitiem“llmhﬁsmﬁmmgimm“
water and dry completely before applying -far:u
athlete’s foot between the toes: apply to affected, |
mmmnwmmmsmmamwn.
mk[mmﬂuﬂ,wmadqfa#wm”:
or as directed by a doctor. Wear well-fitting, ventilated, |
shoes, l}!‘mnumga:nmnallamtnmam'l
» for jock itch and ringworm: apply once amftm,
:ﬂamdslinhr‘ZNMBrasﬂmeyammlu
* wash hands after each use = mmmmz.
years: askadoctor.

|8hp use and ask a doetor if too much irritation
\oceurs or rritation gets worse.

'Kup out of reach of children. If swallowed, get
|mdimihsipwﬁnma=ta!’uimmﬁmmdmm

Do not use if seal on tube is broken or not visible.
Sae crimp for lot number and expiration date.
Store betwsen 20° to 25°C (68° to 77°F).
Questions? Call 1-866-923-4914
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.Dimmd by: Taro Pharmaceuticals U.5.A., Inc.
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PULERSING:

- Butenafine
Hydrochloride
. Cream 1%

Antifungal

Contrins He Dng: BUT ENARNE HYDROCHE ORDE

Drug Facts (confinued)
Directions
» adults and children 12 years and ol der:

* use the ip of the cap to breakthesed and open the

Drug Facts

Active ingredient Purpose
Butenafine hyd rochloride 1%.......... Antifungal
Uses

» cunes most athietd's foot between the toes.
Effectivenssson the bottom orsides of foot
is unknaown.

* cures most jock ftch and ringworm

# relieves iching, burning, cracking, and

scaling which azcompany thes econditions

tube

wash theaffecied skinwith soap and water and
dry completely beforeapplying

for athkete’s foot betweenthe toes: apply to
affected skin between and around the toes twice a
day for 1 weekimoming and night), or ohce aday
for 4 weeks, or as direcied bya doctor. Wear
wlfitting, ventilated shoes. Change shoes and

Warnings

For external use only

Do not use

* on nalls or scalp

* in or near the mouth or the eves
+ for vaginal yeast infections

socks atleast once dally. Apmly between

« for jock itch and ringwo rms: ARl St o
applyonce a day toaffectad skin for -‘
2 weeks or as directed bya doctor

1weektwice a day or
4weeksonce a dy

» wash hands after each use
» children under 12 years ask a doctor

When usingthis product do not getinto the
eyes. [ eye montactocours, finss thomughly
with water,

Other nformation
» donotuse if seal on tube i broken or not visible
» store between 20° to 25° C (68° b 77° R

|

|

|

|

|

! Stopuse and ask a doc orif too much
: imitation o coursor irritation gets worse
|

|

|

|

|

|

Keep out of reachofchildren. |f swalowed,
et medical help or contacta Poison Cont ol
Center right away.

Inactive ingredents

benzy dcohol celyl akohol, glycerin, ghycery
monostearate SE, polyowyethylene (23)celyl ether,
propylene glycol dicaprylate, purified water, sodium
benzoate, stearic acid, olamine, white patrolaum

Questions? call 1-866-923-4914
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Butenafme ' Antifungal
~Hydrochloride
Cream 1%
Drug Facts o Faots (confhved
s - irecuons
Active 'rgred’e’?t p""rpme * adults and children 12 years and older:
Butenafine hyd rochloride 1%..........Antiungal « use the tip of the cap to breakthased and open the
Uses tube

wash theaffecied skinwith soap and water and
dry completely beforeapplying

for athlee's foot betweenthe toes: apply to
affected skin between and around the toes twice a
day for 1 weekimoming and night), or once aday
ford weeks, or as diecied bya doctor. Wear

= cures most athlete's foot between the toes
Effectivenssson the bottom orsides of foot
i5 unknown.

s cures most jock tch and fAngworm

+ rdieves iching, burning, cracking, and

saaling which acompany thes econditions welHitling, ventilated shoes. Change shoes and
i socks atleast once daily. Amly between
r{f:ggmsuse only = for jock itchand ringworm: Sxtanirnbes
Do ol applyonce a day toaffectad skin for 'JW
. mmaaﬂ?:r — 2 wesks oras diected bya dactor L=t
« in or near the mouth or the eyes * wash hands after each use Tweekome a ly

» for vaginal yeast infections # children under 12 years: ask a doctor

Whenusngths product donot getintothe || Other mformation

| |
| | 5
| eves. Feye montact ocous, inss tho mughly » donotuse if=eal on tube i broken or not visible |

g = | W st « siore between 20° to 25° C (68° D 77° F) |
| |

i g i [l Stopuse and ask adoc brif too much Inactive ingredents I

% > |} imtation occurs ot rration gets worse benz;dstdcmtgLscEemI iibohohg:yceriigé]gwﬁmm : E

; monostearal , polyoxyethylene (23)cetyl ether,

o % : g;efn:;: :li hr;:%?zimcgé?: gollén?g :l::;‘r:? ' N propyiena glycaol dicapr;date, pur'rﬁed_ waker, sodium : —

% 2L | Center fightaway. henzoate, stearc acid, folamine, white petrolaum i —_—-
: ’ Questions? Call 1-866-923-4914 :
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EButen aﬁ ne ' . Antlfungal

LB -
‘Hydrochloride a
Cream-1%o Gniins the Drug: BUTENAANE HYDROCHLORIDE  Athlete
| N |
| Drug Facts £00 E8 R ROINI) |
i Directions i
M Active ingredent Purpose || * adults and chidden 12 years and older: |
l Butenafine hydrochioide 1%, ... enssssnssennenen AN fUNGE] ¢ use the tipof the cap b break the sealand open the tube I
| + wash the affected skin with soap and water and dry |
| Uses completely before applying |
Il * cures mostathiets's foot between the bes. « for athlete's foot between the toes: applyto affectedskin |
! Effectivenes s on the bottom or sides of foot is unknown. baween and amund the toes wicea day for 1 week !
M * curesmostjockitch and ringwomm {morning and night), or oncea day for 4 weeks, oras '
: * relieves itching, buming, cracking, and scaing which directed by adoctor. Wear wellHitting, ventilaed shoes. |
| accompany these condtions Change shoes and socks atlesstonce daily. i
| - » for jock itchand ringworm: Applybetween and aowndihe es 8
§ Wamings apply oncea day b Jfected skin i
| A Ijf Forextemal use only for2 weeks or as directed by a doctor. |
—— [ ! M Donotuse « wash hands & fereach use Twesk micsa iy or B P —————
I 'R sonnailsorscalp » children under 12 years: ask a docior 4weeks once ada ' !
O '} sinornear the mouth orthe eyes 5 z | !
= ' «forvaginal yeastinfections Other information b
=5 E 1 | ——
| i = donot use if seal on tube s broken or not visible [
= | | Whenusing this product do notgd into the eves. Ifeye s i (| |
T g I I contactocours rinse thorughly with watsr. + store between 20° to 25° C (68° b 77° F) & —
n A ! |l ~Ston use andask a doctor ifico much rfiation ooours or Inactive ingredients berzyl akohol, cetyl alcchol, i | —
T z | irtation gets worse glycerin, glyoery mmostea_'ate SE mmyahmma (23 cetyl ) e —
; % ! M Keep outof reach of chidren. F swallowed, ge medical hdp gther, Ft’;"g?‘*".‘a Glh"cttll ld“?p’“ﬁe pl;:”::td water, sodiim §i | —
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“Butenafine

Hydrochloride
Cream 1%

Antifungal

Contains the Drug: BUTENARANEHYDROCHLORID E

Drug Facts

Active ingredent Purpose
W Butenafine hydrochiofide 1% ..o AN fUNGEL

Wl Uses

W cures mostathiels's foot between the bes.

| Effed iveness on the bottom or sides of foot is unknown.
» curesmostjockitch and ringwom

* relieves itching, buming, cracking, and scaing which

| accompany these condtions

Drug Facts (continued)

Directions
* acdults and children 12 years and older:
* use the tipof the cap © break the sealand open the tube
+ wash the affected skin with soap and water and dry
complketely before appling
« for athlete's foot between the toes: applyto affectedskin
beatween and amund the toes wicea day for 1 week
{morning and night), or oncea day for 4 weeks, oras
directed by adoctor. Wearwell-itting, ventilded shoes,
Change shoes and socks atlesstonce daily.
» for jock itchand ringworm:

| - Apply between and aowdibe o es
A Wamings apply oncea day © dfected skin
A ! For external use only for2 weeks or as directed by a doctor.
= ‘N Donot use « wash hands #fereach use i
: ‘M ronnailsorsalp » children under 12 years: ask a docior Wﬁaﬁlmﬁ ;; 1
O | M *inornear the mouth or the eyes 5 z
= % il *morvaginalyeastinfestions Otherinformation i
| i = donot use if seal on tube s broken or not visible [
= | | Whenusing this product do notgd into the eves. Ifeye v ] |
= % I | contactoccurs, rinse thorughly with water. + siore betw een 20° 10 25 G (66° D 77°F) |
) ! |l ~Ston use andask a doctor ifico much rfiation ooours or Inactive ingredients berzyl akohol, cetyl alcohol, |
E = Il Iritation gels worse gilsr::erin. glyﬁem m?oelateda_'ate SEENM};y%hmmte [23£|etyl |
(£2) ' M Keep outof reach of chidren. F swallowed, get medical hdp Sh.proppone gyea (AR | PUNed’ Watal-Sodim §i
ay 5l 12 : . or contacta Polson Cortrol Osrter right away. benz oate, stearic acid, trolamine, white petrolatum |
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CENTER FOR DRUG EVALUATION AND RESEARCH
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ANDA 205818

LABELING REVIEWS




*** This document contains proprietary information that cannot be released to the public.***V-14

LABELING REVIEW

Division of Labeling Review

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

Date of This Review

1/4/2017

ANDA Number(s)

205181

Review Number

4

Applicant Name

Taro Pharmaceuticals USA, Inc.

Established Name & Strength(s)

Butenafine Hydrochloride Cream, 1%

Proposed Proprietary Name

None

Submission Received Date

11/16/2016

Labeling Reviewer

Charlie Hoppes

Labeling Team Leader

Ann Vu

Review Conclusion

X ACCEPTABLE — No Comments.
[ ] ACCEPTABLE — Include Post Approval Comments

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

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

[ ] On Policy Alert List

1|Page



http:public.***V.14

1. LABELING COMMENTS

1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT

None

1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE

The Division of Labeling has no further questions/comments at this time based on your labeling submission
dated November 16, 2016.

1.3 POST APPROVAL REVISIONS

These comments will NOT be sent to the applicants at this time.
These comments will be addressed post approval (in the first labeling supplement review).

2|Page



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. The below comments are
from the labeling review C3 based on the submission dated 6/3/16.

Reviewer Comments:

LABELING
GENERAL COMMENTS

Please note that there have been recent and significant changes to the labeling of the Reference
Listed Drug (RLD), NDA 021307/5-015, approved December 18, 2015. Revise your labels and
labeling accordingly. Please note that you need not include the pricing informarion approved for
the RLD.

Submir vour revised labeling elecrromically. The prescribing mformation 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 stvle.

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 annorated and explamed.
We also advise that you only address the deficiencies noted in this communication.

However, prior to the submission of vour amendment, please check labeling resources,
includingDRUGS@FDA, the electronic Orange Book and the NF-USP online, for recent updares
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
upda.fgs e}f new doamems posted on the CDER web site at the fodowmﬂ address —
fvery. com/service/subscribe himi?code=USFDA 17,

Response:
The carton labeling for Athlete’s foot (12 g, 15 g, 24 g and 30 g) and Jock Itch (12 2. 15 ¢,

24 g and 30 g) have been revised as per the changes made to Reference Listed Drug
(RI.D}. NDA 021307/5-015. approved December 18, 2015 and is included in Module
1.14.2.1. The side-by-side comparison of the current vs. proposed labeling (Athlete’s foot
and Jorl.. Itch) is pr onded in \[odule 1. 14 1. In nddmon. the SPL for Athlete’s Foor and

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:

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].

3|Page



Reviewer Comments:

3. LABELING REVIEW INFORMATION AND REVIEWER ASSESSMENT

3.1 REGULATORY INFORMATION

Are there any pending issues in DLLR'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 OGD’s SharePoint? NO

If Yes, please explain.

3.2 MODEL PRESCRIBING INFORMATION

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

XIMOST RECENTLY APPROVED NDA MODEL LABELING

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

NDA# /Supplement# (S-000 if original): NDA 021307/8-015
Supplement Approval Date: 12/18/2015

Proprietary Name: Lotrimin Ultra

Established Name: Butenafine HCI Cream

Description of Supplement: Adds promotional information and the claim “1 week treatment option”.

[ IMOST RECENTLY APPROVED ANDA MODEL LABELING
ANDA#/Supplement# (S-000 if original):
Supplement Approval Date:
Proprietary Name:
Established Name:
Description of Supplement:

(] TEMPLATE (e.g., BPCA, PREA, Carve-out):

[ | OTHER (Describe):

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(0ld)? NA
Does the Model Labeling have combined insert labeling for multiple dosage forms? NO

Reviewer Comments:

3.3 MODEL CONTAINER LABELS
Model container/carton/blister labels [Source: NDA 021307/S-015, approved 12/18/2015 |
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LOTRIMIN

butenafine hydrochloride cream 1% ANTIFUNGAL Net Wi 30g (1.1 oz
Active ingredient Purpose
Butenafine hydrochlaride 1%.... diemnnminmimrir s smrss s emrassiess siscs AT

Uses mcures mus'la.hlsla 5 fool between the toes, ]m:ﬁt lieh and ringworm
e refieves itching, busning, cracking, and scaling which accompany these condifions

WRIE For oo GRaOn - e
pat use. ®on nailior scalp_ ® o oo nar the mouth orthe yes_ @ focvagial yeast infections_ . _ _ _ _ _ ___

& ITIU | ABGHIGRS WUG)

|
135 - oy o

When using this product do not get into e eyes. If eye contact occurs, rinse thoroughly with water,
[Stop use and ask a doctor If 100 much iration occurs or irmation geis worse
Keep oul of reach of children. If swallowed, et medical help or contact a Poison Control Cender righ! away.

Directions
I acults and children 12 years and older: W use the tip of the cap to break the s2al and open the tube @ wash the
ffiected skin with soap and waler and dry compéetely Defore appiying  ® for athlete's fool between the foes:

Iy to affectsd skin between and around the toas twice a day for 1 week (moming and night), or oncs a day for 4
Waeks, or as directed by a doctor, Wear welk-fitiing, ventitated shoes. Change shoss and socks at least ance daily.
= for jock iteh and ringworm: apply once a day to affectsd sdn for 2 weeks or 2s direcied by a doctor @ wash
hands after sach use  mchikdren under 12 years: ask a docior

Do not use H seal on tube s broken o not viskle, See crimp for ot number and explraton date.
Biore betwean 20° o 25°C (68° to 77°F). Questions? 1-BEE-360-1226
Bayeram Lntnmln Ulraare regseﬂred lrademaﬂcs nf Bagreﬂ

CAP EML

A

m—_—
3 5¢"
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2748 (1% diameler tube)
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butenafine hydrochloride cream 1%  ANTIFUNGAL  NetWi 15 (0.53 oz
Active ingredient Purpose
Butanafing hydrochloride 1%.... ..o Antifungal

Uises mcures most jockitch m rnlmvas |It;r|u'|g numlng cracklrg, and su:atng |
hich aseampany this condition

Warnings For axtarnal usa anly

not usa  mon rafls or scalp  min or near M mouth or the eyes

o for vaginal yeast infections

hen using this product co not gal into the eyes. I eye contact azcurs, rinse
roughly with walter, |
[Stop uss and ask a doclor il tog much Iilalion occurs of imilalion gels worse |
Keap oul of reach of children, |f swallowed, get madical help or contact a Polson |
[Contrel Center right away,

IDireetions  wadults and children 12 years andolder.  m use the tip of the cag to break |
the seal and open the tuba  mwash the affacted skin with soap and water and dry
Fompietely bators apolying  wapply once a day 1 affected skin for 2 waeks or as directed |
by a doclor B wagh hands after aach usa  m childran undar 12 years: ask a dactor |

Do ol wss il seal = broken or not wside. Ses crimp for lof number oo exprration dafs,

B batwenn 20° o 25°C {68 jo 77°F), m?m

Biayer and Lghinis Lli-2 are migstend vademarss of Ba
Daﬁﬁmrﬁﬂwﬂﬁwhdmnﬂﬂwwm1 Product of Japan, 000NN

Bayer
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3.4 UNITED STATES PHARMACOPEIA (USP) & PHARMACOPEIA FORUM (PF)

We searched the USP and PF to determine if the drug product under review is the subject of a USP monograph
or proposed USP monograph.

Table 2: USP and PF Search Results
Date Monograph Monograph Title Packaging and Storage/Labeling
Searched ? YES or (NA if no monograph) Statements
NO (NA if no monograph)
U? 1/4/2017 No N/A N/A
PF 1/4/2017 No N/A N/A

Reviewer Comments:

3.5 PATENTS AND EXCLUSIVITIES

The Orange Book was searched on 1/4/2017.
Table 3 provides Orange Book patents for the Model Labeling NDA 021307 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 Llar\rl‘):::tg
Patent Patent

Patent Pa_ten_t Patent Patent Use Code Definition Certificatio Cert “(enter

Number | Expiration | Use Code . Carve-
n Submissio ’

n out” or

“None”)
N/A
Reviewer Assessment:

Is the applicant

2 (13

s “patent carve out” acceptable? NA

Reviewer Comments:

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

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

Labeling

Date of Impact

Exclusivity| Exclusivity . o Exclusivity Exclusivity| (enter
Code Expiration Exclusivity Code Definition Statement Submissio| “Carve-

n out” or
“None”)

N/A
Reviewer Assessment:

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

Reviewer Comments:
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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
i!;az;ﬁgiitflq:%;?gc:;iﬂt;;cain_g yoeryl monostearae SE ierr:g.' L‘;%Igﬁiﬂtﬁ glyc arin, dyceryl
pdyoxyethylene (23} cetyl sthar, propylene glycol dicaprylate, purified monosteerate 5E, polyacyeiylene (23] syl ehe, No Changes

propylene dyool dicaprylste, purified water, sodum

water, sodium benzoate, stearic acid, trolamine, white petrolatum barpoae steic af, robmne whisperdaum

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

Previous Labeling Review Currently Proposed Assessment

Table 7: Manufacturer/Distributor/Packer Statements

Previous Labeling Review Currently Proposed Assessment
Distributed by: Taro Pharmaceuticals U.S.A., Inc. Distributsd by: Taro Phammaceuticals U.S.A. . Inc.
Hawthorne, NY 10532 Hawiharne, NY 10532
_ ) . . TARD is a repisterad trademark of NO ChangeS
ARO is a registered trademark of Taro Pharmaceuticals U.SA., Inc. Taro Pharmacauticals U.5.A., Inc
Made in Canada. _MadsipCapada_ _ _ _ _ _ _ _______

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:
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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.

Table 8: Review Summary of Container Label and Carton Labeling

Final or Draft or Packaging Sizes Submission Recommendati
NA ging Received Date on
Container Final AF & JI-12 9’915 9.249,30 | 435016 Satisfactory
Carton Final 1’s all sizes 11/16/2016 Satisfactory

Table 9 Review Summary

of Prescribing Information and Patient Labeling

Final or Draft or Revision Date and/or Submission Recommendati
NA Code Received Date on
SPL Data Elements 10/2016 11/16/2016 Satisfactory
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*** This document contains proprietary information that cannot be released to the public.***V-13

LABELING REVIEW

Division of Labeling Review

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

Date of This Review

7/29/2016

ANDA Number(s)

205181

Review Number

Applicant Name

Taro Pharmaceuticals Inc.

Established Name & Strength(s)

Butenafine Hydrochloride Cream, 1%

Proposed Proprietary Name

None

Submission Received Date

6/3/2016

Labeling Reviewer

Charlie Hoppes

Labeling Team Leader

John Grace

Review Conclusion

[ ] ACCEPTABLE —No Comments.
[ ] ACCEPTABLE — Include Post Approval Comments

X Minor Deficiency* — Refer to Labeling Deficiencies and Comments for the Letter to Applicant.

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

[ ] On Policy Alert List
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http:public.***V.13

1. LABELING COMMENTS

1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT

Labeling Deficiencies determined on July 29, 2016, based on your submission dated June 3, 2016.

GENERAL COMMENTS

Please note that there have been recent and significant changes to the labeling of the Reference Listed
Drug (RLD), NDA 021307/S-015, approved December 18, 2015. Revise your labels and labeling
accordingly. Please note that you need not include the pricing information approved for the RLD.

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

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

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

1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE

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

1.3 POST APPROVAL REVISIONS

These comments will NOT be sent to the applicants at this time.
These comments will be addressed post approval (in the first labeling supplement review).
Click here to enter text.
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2. PREVIOUS LABELING REVIEW, DEFICIENCIES, FIRM’S RESPONSE, AND REVIEWER’S
ASSESSMENT

In this section, we include any previous labeling review deficiencies, the firm’s response and reviewer’s
assessment to firm’s response as well as any new deficiencies found in this cycle. The below comments are
from the labeling review C2 based on the submission dated 2/4/13.
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Reviewer Comments:

LABELING

Comiment 1
CONTAINERS FOR ATHLETE'SFOOT (12 g, 15 g, 24 g 30 g tubes)

a. Delete “Athlete’s Foot Cream”, as it does not appear in the reference listed drug’s

(RLD) labels.

Deyponse La
The labeling has been revised per the Agency's request and is included in Module
1.14.2.1.

b. Make the established drug name “Butenafine Hydrochloride Cream 1% the most
prominent feature, excluding reference under the "Drug Facts™.

Response 1b
The labeling has been revised per the Agency's request and is included in Module

1.14.21,

c. Add a bar line between the “Directions” section and "Do not use if seal on tube...”
e refer you to the RLD labels for guidance as well as 21 CFR 201.66 (d) (8) for
Jormatting.

Response 1c
The labeling has been revised per the Agency’s request and is included in Module

1.14.2.1.

d. Add "Questions? Call 1-866-923-4914". We refer you to the RLD labels for guidance.

Response 1d

The labeling has been revised per the Agency’s request and is included in Module
11421

e Delete ] as it does

not appear in the RLD labels. We refer you to the RLD labels for guidance.

Response le
The labeling has been revised per the Agency’s request and is included in Module

1.14.2.1.

[ There are missing hairlines within the “Wamings”™ section. We refer you to 21 CFR
201.66¢d) (3) for format information. We also refer you to the RLD labsls for Guidance.

Response 1f
The labeling has been revised per the Agency's request and is included in Module
L14.2.1.

Comment 2
CARTONS FOR ATHLETE'S FOOT (12 g, 152, 24 g 30 g tubes)

4|Page



a. Detere “Athiete’s Foor Cream™ on all panels as It does Not appear m me rejerence
listed drug’s (RLD) labeling.

Response 2a
The labeling has been revised per the Agency’s request and is included in Module

1.14.2.1.

b. Refer to the comment "b” under "CONTAINERS FOR ATHLETE'S FOOT."

Response b
The labeling has been revised per the Agency’s request and is included in Module

11421,

¢. Delere NI a5 chey do not appear in the

RLD's labeling.

Response 2¢
The labeling has been revised per the Agency’s request and is included in Module
1.14.2.1.

Comment 3
CONTAINERSFORJOCKITCH (12g 15 g 24 g 30 g tubes)

a Deisrs_ as it does not appear in the RLD s labels.

Response 3a
The labeling has been revised per the Agency’s request and is included in Module

11421,

b. Refer to the comments b, ¢, d, and [ under “CONTAINERS FOR ATHLETE'S
FOOT.

Response 3b
The labeling has been revised per the Agency’s request and is included in Module

1.14.2.1.

s

- kb it doas not appear in the RLD s
labels_ I¥e refer you to the RLD labels for guidance.
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Response 3c
The labeling has been revised per the Agency’s request and is included in Module

1.14.2.1.

Comment 4
CARTONSFORJOCKIICH((12g 15g 24 g 30 g tubes)

a. Delefer @@ on all panels as it does not appear in the reference listed
drug’s (RLD) labeling.

Response 4a
The labeling has been revised per the Agency’s request and is included in Module

1.14.23:

b. Refer to the comment “b” under “CONTAINERS FOR ATHLETE'S FOOT.”

Response 4b
The labeling has been revised per the Agency’s request and is included in Module
1.14.2.1.

¢. Deletei %5 it does not appear in the RLD s labeling.

Response 4¢

The labeling has been revised per the Agency’s request and is included in Module

1.14.2.1.

Comment 3
SPL DATA ELEMENTS FOR JOCK ITCH
Inactive Ingredients; Add “ceteth-237.

Submit your revised labeling electronically in final print format. Furthermore, submit a legend
that states the font sizes for the headings, subheadings, efc. for each container and carfon label

To facilitate review of yvour next submission, please provide a side-by-side comparison of your
proposed labeling with your last submitted labeling with all differences annotated and explained.

Response §
The SPL Data Elements for Jock Itch has been revised per the Agency's request and is

included in Module 1.14.2.2.

In addition, a side-by-side comparison of the current vs. proposed labeling (Athlete’s foot
and Jock Itch) is provided in Module 1.14.2.1.

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:

2.2 ADDITIONAL BACKGROUND INFORMATION PERTINENT TO THE REVIEW

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

3. LABELING REVIEW INFORMATION AND REVIEWER ASSESSMENT

3.1 REGULATORY INFORMATION

Are there any pending issues in DLLR'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 OGD’s SharePoint? NO

If Yes, please explain.

3.2 MODEL PRESCRIBING INFORMATION

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

XIMOST RECENTLY APPROVED NDA MODEL LABELING

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

NDA# /Supplement# (S-000 if original): 021307/S-015
Supplement Approval Date: 12/18/2015

Proprietary Name: Lotrimin Ultra

Established Name: Butenafine hydrochloride cream
Description of Supplement: Adds promotional information and the claim “1 week treatment option”.

[ IMOST RECENTLY APPROVED ANDA MODEL LABELING
ANDA#/Supplement# (S-000 if original):
Supplement Approval Date:
Proprietary Name:
Established Name:
Description of Supplement:

(] TEMPLATE (e.g., BPCA, PREA, Carve-out):

[ | OTHER (Describe):

Reviewer Assessment:

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

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

Reviewer Comments:
Sponsor will be requested to update to the last approved labeling of the RLD.

3.3 MODEL CONTAINER LABELS
Model container/carton/blister labels [Source: NDA 021307/S-015, approved 12/18/2015 |
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¥ butenafine hydrochloride cream 1% ANTIFUNGAL Net Wt 30g (1.1 0z

Active ingredient Purpose
Butenafine hydrochlaride 1%.... eescrsensensesssmassssneneesense PUTOTUT Y

Uses mcures muﬁia.hlew 5 foot between the 1oes, Jm flch and ringworm
m relieves itching, bu:n::gJ cracking, and scaling which accompany these condifions

nol use. Mon nalsor sealp W in ponear the mouth orthe eyes 8 fprvagioal yeas! inlegtipns. _ - _ - ... .
When using this produet do not get into he eyes. If eye contact occurs, rinse thoroughly with wate:,
l5top use and ask a doctor I 100 much irrtation occurs or irrmation gets worse
Keep out of reach of children. If swallowed, get medical help or contact a Poison Control Cenler righ away.
Directions
® adults and children 12 years and older: @ use the tip of the cap to break the seal and open the be B wash he
flecied skin with soap and waler and dry completely before applying ™ for athlete's foot bebween the foes:

I 1o affectsd skin between and around the toes twice a day tor 1 week (moming and night), or orce a day for 4
waexs, or as directed by a doctor, Wear well-fitiing, veniilated shoes. Change shoes and socks at least once daily.
= for jock itch and ringworm: apply once a day to affected sdin for 2 weeks or &s directed by a doctor @ wash
hands after each use mchikdren under 12 years: ask a docior

Do not use i seal on tube |s broken or not viskle, See crimp for ot nurrtef &nd expiration date,
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utenafine hydrochloride cream 1%

Active ingredient Purpose
Butanafine hydrochloride 1%.... .o ANMIfUN gL
Uses mcures most jock lll:I'I. ] rellnvas |t<:hng humlng nracklrg. and scalng |
which accompany this condition

Warnings For external use only

not use mon nails orscalp  win or near e mouth or the ayes

o s m for vaginal yeasi infections | —_
(hen using this product co not get into the eyes. If eye comtact azcurs, rinse
tharoughly with water,

[Stop use and ask a declor If toc much iritation coours or imtalion gels worse
[Keap out of reach of children, |f swallowad, gal madical help or contact a Polson
Control Carttar right away, |
IDirections madults and children 12 years andolder:  m use the ip of the cap to break |
Ihe seal and open the tube  mwash the affecied skin with scap and water and dry
parmpietely before apoiying  mapply once a day to affectad skin for 2 weeks or as directed
by a docior - mwash hands alter sach use  mchildren under 12 years: ask a doctor |
Do niol s seal i broken or not wiside. See crimp for lot number e expirafien datn,

Frore batwean 20" to 25°C {68 o 77°F), Qasfions? 1-266-360-1228
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3.4 UNITED STATES PHARMACOPEIA (USP) & PHARMACOPEIA FORUM (PF)

We searched the USP and PF to determine if the drug product under review is the subject of a USP monograph
or proposed USP monograph.

Table 2: USP and PF Search Results
Date Monograph Monograph Title Packaging and Storage/Labeling
Searched ? YES or (NA if no monograph) Statements
NO (NA if no monograph)
£ | 71202016 No N/A N/A
PF | 7/29/2016 No N/A N/A

Reviewer Comments:

3.5 PATENTS AND EXCLUSIVITIES

The Orange Book was searched on 7/29/2016.
Table 3 provides Orange Book patents for the Model Labeling 021307 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 Llar\rl‘):::tg
Patent Patent

Patent Pa_ten_t Patent Patent Use Code Definition Certificatio Cert “(enter

Number | Expiration | Use Code . Carve-
n Submissio ’

n out” or

“None”)
N/A
Reviewer Assessment:

Is the applicant

2 (13

s “patent carve out” acceptable? NA

Reviewer Comments:

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

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

Labeling

Date of Impact

Exclusivity| Exclusivity . o Exclusivity Exclusivity| (enter
Code Expiration Exclusivity Code Definition Statement Submissio| “Carve-

n out” or
“None”)

N/A
Reviewer Assessment:

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

Reviewer Comments:
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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
Inactive ingre dients o :
banzyl akohol, cetd dcohol, ghcerin, glyca monosteamte Inactive ingredients
SE, polyoxysthykens (23) cety ether, propylens glycol benzyl aloohol, cetyl dcohal, glycerin, glyoend monosteara e SE, No Changes
dicaprylata purified waler, sodium benzoals, stearic acid, pdyoxyethylene (23) cetyl ether, propylene glycol dicaprylate, purified
trolamine, whits petrolatum water, sodium benzoate, stearic acid, trolamine, white petrolatum

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

Previous Labeling Review Currently Proposed Assessment

No Changes

Table 7: Manufacturer/Distributor/Packer Statements

Previous Labeling Review Currently Proposed Assessment
Distributed by: Taro Pharmaceuticals U.S.A., Inc. Distributed by: Taro Pharmaceuticals U.S.A., Inc.
Hawthorne, NY 10532 Hawthorne, NY 10532
No Changes

TARD is a registered trademark of Taro Pharmaceuticals ULSA., Inc. | TAR( is a reqistered trademark of Taro Pharmaceuticals U.S.A. Inc.
Made in Canada. Made in Canada.

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:
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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.

Table 8: Review Summary of Container Label and Carton Labeling

Final or Draft or Packaging Sizes Submission Recommendati
NA ging Received Date on
Container Final 129,159,249,and 30 g 6/3/2016 Revise
(each indication)
Carton Final 1’s 6/3/2016 Revise

Table 9 Review Summary

of Prescribing Information and Patient Labeling

Final or Draft or Revision Date and/or Submission Recommendati
NA Code Received Date on
SPL Data Elements 5/2016 6/3/2016 Revise
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Office of Generic Drugs
REVIEW OF PROFESSIONAL LABELING (#1 Cycle)

ANDA Number:

Date of Submission:

Applicant:

Established Name and Strength:
Proprietary Name:

205181

February 4, 2013

Taro Pharmaceuticals U.S.A., Inc.
Butenafine Hydrochloride Cream, 1%
None

Labeling Comments below are considered:

D<] Minor Deficiency *

* Please note that the RPM may change the status from Minor Deficiency to Easily
Correctable Deficiency if other disciplines are acceptable.
[ ] No Comments (Labeling Approval Summary or Tentative Approval Summary)

RPM Note - Labeling comments to be sent to the firm start below:

Labeling Deficiencies determined on March 17, 2014, based on your submission dated

1. CONTAINERS FOR ATHLETE’S FOOT (12 g, 15 g, 24 g, 30 g tubes)

February 4, 2013:
a. Delete “
labels.

@@ a5 it does not appear in the reference listed drug’s (RLD)

b. Make the established drug name “Butenafine Hydrochloride Cream 1% the most
prominent feature, excluding reference under the “Drug Facts”.

c. Add a barline between the “Directions” section and “Do not use if seal on tube...” We
refer you to the RLD labels for guidance as well as 21 CFR 201.66 (d) (8) for format

information.

d. Add “Questions? Call 1-866-923-4914”. We refer you to the RLD labels for guidance.

e. Delete

b) (4 .
®®@ a5 it does not

appear in the RLD labels. We refer you to the RLD labels for guidance.

f. There are missing hairlines within the “Warnings” section. We refer you to 21 CFR
201.66(d) (8) for format information. We also refer you to the RLD labels for Guidance.

2. CARTONS FOR ATHLETE’S FOOT (12 g, 15 g, 24 g, 30 g tubes)

a. Delete

drug’s (RLD) labeling.

@@ on all panels as it does not appear in the reference listed

b. Refer to the comment “b” under “CONTAINERS FOR ATHLETE’S FOOT.”

c. Delete the images of a foot (outside of the “Drug Facts”) as they do not appear in the

RLD’s labeling.

3. CONTAINERS FOR JOCK ITCH (12 g, 15 g, 24 g, 30 g tubes)

Reference ID: 3474747



Delete @@ a5 it does not appear in the RLD’s labels.

b. Refer to the comments “b, ¢, d, and £’ under “CONTAINERS FOR ATHLETE’S
FOOT.”

c. Delete @@ a5 it does not appear in the RLD’s
labels. We refer you to the RLD labels for guidance.

4. CARTONS FORJOCKITCH (12 g, 15 g, 24 g, 30 g tubes)

a. Delete @@ on all panels as it does not appear in the reference listed drug’s
(RLD) labeling.

b. Refer to the comment “b” under “CONTAINERS FOR ATHLETE’S FOOT.”

c. Delete the @@ a5 it does not appear in the RLD’s labeling.

5. SPL DATA ELEMENTS FOR JOCK ITCH
Inactive Ingredients: Add “ceteth-23”.

Submit your revised labeling electronically in final print format. Furthermore, submit a legend
that states the font sizes for the headings, subheadings, etc. for each container and carton label.

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.

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.

Note RPM - Labeling comments end here

Review Summary

Labeling Submitted Date submitted Final or Draft Recommendation
CONTAINER for Athlete’s Foot February 4, 2013 .

(129, 15 g, 24 g, 30 g tubes) Draft Revise
CARTON for Athlete’s Foot February 4, 2013 Draft Revise

(12 g, 159, 24 g, 30 g tubes)

CONTAINER for Jock itch February 4, 2013 Draft Revise

(12 g, 159, 24 g, 30 g tubes)

Reference ID: 3474747
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CARTON for Jock itch
(12 g, 15 g, 24 g, 30 g tubes)

February 4, 2013

Draft

Revise

SPL DATA ELEMENTS for Jock
itch

February 4, 2013

N/A

Revise

FOR THE RECORD:

1. MODEL LABELING: Lotrimin Ultra® (Butenafine Hydrochloride) 1% cream, NDA

021307/S-013; approved 5/2/12. 1t is OTC switch product. S-013 provides for the revision

of the claim “Full Prescription Strength” to “Prescription Strength”. It also proposes to

enlarge “Prescription Strength” and reposition it under the proprietary name on the fifth panel
and on the principal display panel (PDP) of the carton label for Lotrimin Ultra® Athlete’s
Foot and Lotrimin Ultra® Jock itch. There is no pending labeling supplement at this time.

RLD Container/Carton (30 g presentation for Athlete’s foot and 12 g presentation for Jock

itch shown):

Reference ID: 3474747




butenafine hydrochloride cream 1% ANTIFUNGAL Net Wt 30g (1.1 0z

ctive ingredient Purpose
UL P YD ONIENE 8 9. ccvossmsusmeosossms s o i S S8 S Antifungal

EJSES m cures most athlete’s foot between the toes, jock itch and ringworm
relieves itching, burning, cracking, and scaling which accompany these conditions

T R R e i st e e e e
Do not use ®on nails or scalp ®in or near the mouth or the eyes ® for vaginal yeast infections

i s i o o e e

Stop use and ask a doctor if too much irritation occurs or irritation gets worse
Keep out of reach of children. If swallowed, get medical help or contact a Poison Control Genter right away.

Directions
adults and children 12 years and older: ® use the tip of the cap to break the seal and open the tube = wash the
ffected skin with soap and water and dry completely before applying = for athlete’s foot between the toes:
pply to affected skin between and around the toes twice a day for 1 week (moming and night), or once a day for 4
eeks, or as directed by a doctor. Wear well-fitting, ventilated shoes. Change shoes and socks at least once daily.
for jock itch and ringworm: apply once a day to affected skin for 2 weeks or as directed by a doctor ® wash
hands after each use ® children under 12 years: ask a doctor

Do not use if seal on tube is broken or not visible. See crimp for lot number and expiration date. Store between

20° to 25°C (68° to 77°F). Questions? 1-866-360-3226 © Copyright & Distributed by MSD Consumer Care, Inc.,

PO Box 377, Memphis, TN 38151 USA, a subsidiary of Merck & Co., Inc., Whitehouse Station, NJ USA. All rights
reserved. Product of Japan. 27976-06

Reference ID: 3474747
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TOJNIYIINTUITRA®

ibutenaﬁne hydrochloride cream 1%  ANTIFUNGAL  Net Wt 12g (0.42 oz)
Active ingredient Purpose
B uderiaiine nyroetlonte 1 %oumsmsmummmmnsmmmissmmmammmmms TG
iUses ® cures most jock itch i
" relieves itching, burning cracking, and scaling which accompany this condition !

Donotuse ®onnailsorscalp ®inor near the mouth or the eyes  ® for vaginal yeast infections

'When using this product do not gef info the eyes. T eye contact occurs, rinse thoroughly with water. ~ — ~
iStop use and ask a doctor if too much irritation occurs or irritation gets worse

[Keep out of reach of children. If swallowed, get medical help or contact a Poison Control Center

Iright away.

\Directions ™ adults and children 12 years and older: ™ use the tip of the cap to break the seal and open

1
| |
1
1
1
]
1
1
lthe tube mwash the affected skin with soap and water and dry completely before applying ™ apply once
,a day to affected skin for 2 weeks or as directed by a doctor ™ wash hands after each use ™ children :
1
1
|
1
1
]
1

iwnder 12 years: ask a doctor

Do not use if seal on tube is broken or not visible. See crimp for lot number and expiration date. Store
'hetween 20° to 25°C (68° to 77°F). Questions? 1-866-360-3226 © Copyrlght & Distributed by MSD
iConsumer Care, Inc., PO Box 377, Memphis, TN 38151 USA, a subsidiary of Merck & Co., Inc.,

IWhitehouse Station, NJ USA, All rights reserved, Product of Japan. . _ _ o - o o o oo o = 20974-06
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MedWatch — None
2. USP & PF [Checked 3/13/14]: The DS and DP are not compendial.
3. PATENT AND EXCLUSIVITY [Checked 3/13/14]: None
4. INACTIVE INGREDIENTS [3.2.P.1 — Original submission]

Below list is consistent with the information in the labeling.

Strength (Label claim) 1%
Ingredient Quality | Quantity mg/g | Function
Standard | (% w/w) -
Butenafine Hydrochloride Taro 1.000 | 5 Active Pharmaceutical Ingredient
White Petrolatum USP 3.600 |
Cetyl Alcohol NF 5.000 |
Stearic Acid NF 5.000 |
Glyceryl Monostearate SE Taro 4.000 |
Propylene Glycol Taro 10.000
Dicaprylate _
Purified Water USP 62.200 |
Glycerin Usp 6.000 |
Polyoxyethylene (23) Taro 2.000
Cetyl Ether _
Trolanune NF 0.500 |
Sodium Benzoate NF 0.200
Benzyl Alcohol NF 0.500 | |
Total theoretical weight = 100.00 | 1000.0 | -
5. MANUFACTURING FACILITY [3.2.P.3.1 — Original submission]|
Taro Pharmaceuticals Inc.

6. FINISHED PRODUCT DESCRIPTION & PRODUCT LINE [Per Drug Facts and
DailyMed]

RLD: Lotrimin Ultra® Athlete’s Foot; 12 g, 15 g, 24 g, and 30 g tubes, and Lotrimin Ultra®
Jock itch; 12 g and 15 g tubes.

ANDA: Butenafine Hydrochloride Cream, 1% for Athlete’s Foot; 12 g, 15g,24 g, and 30 g
tubes Butenafine Hydrochloride Cream, 1% Jock itch; 12 g, 15 g, 24 g, and 30 g tubes.

White cream [Per 3.2.P.1]

7. STORAGE STATEMENT AND DISPENSING RECOMMENDATIONS [Per Drug
Facts]

RLD: Store between 20° to 25°C (68° to 77°F). Do not use if seal on tube 1s broken or not
visible.

ANDA: Same as RLD.

Reference ID: 3474747



8. CONTAINER/CLOSURE [3.2.P.7.1 - Original submission]

The container/closure systems consist primarily of laminate High Density Polyethylene
(HDPE) tube and white polypropylene (PP) cap.

12 gram: % x 3-1/4” White laminate tube, EPK-6456-0 with @@ cap
15 gram: % x 4-1/4” White laminate tube, EPK-6458-0 with @@ cap
24 gram: 7/8” x 4” White laminate tube, EPK-6461-0 with @@ cap
30 gram: 1” x 4” White laminate tube, EPK-6463-0 with @@ cap

9. RELATED APPLICATIONS: None
10. CITIZEN PETITION: None

Date of Review: 3/17/2014
Primary Reviewer: Ellen Hwang
Team Leader: John F. Grace

Reference ID: 3474747



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

ELLEN E HWANG
03/20/2014

THUYANH VU on behalf of JOHN F GRACE
03/21/2014
for Wm. Peter Rickman
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APPLICATION NUMBER:
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Q1 ANDA Amendment 'mg
QUALITY ASSESSMENT L L) ‘

Cvemn ot D3 EvaLomen s ESLacy CENTEN R D) Erclochon et AESEARCY

First Generic
CMC-Approvable

Recommendation:
ANDA:

D<{/Approval
|_Information Request — Minor

( days for applicant to response)
| |Complete Response - Minor

| |Complete Response — Major

ANDA 205181

Amendment Review CR #3b
Drug Name/Dosage Form | Butenafine Hydrochloride Cream
Strength 1%
Reviewer(s) Mamta Kapoor, Ph.D.
Applicant Taro Pharmaceuticals USA., Inc.
RLD NDA 021307 -Lotrimin Ultra® (Butenafine Hydrochloride ) Cream 1% by
Bayer HealthCare LLC
SUBMISSION(S) REVIEWED DOCUMENT DATE
SD#9, eCTD 0008, Quality/Response to 06/01/2017
Information Request

Previous Submissions Reviewed Document Date
SD#8, eCTD 0006, Quality/Response to 03/10/2017
Information Request

SD#7, eCTD 0007, Administrative change (update | 03/03/2017
on US agent)

SD #6, Resubmission/After Action- Complete; 11/16/2016
Quality/Quality Information

SD #5, Quality/Response To Information Request 09/12/2016
SD #4 Quality Amendment 06/03/2016
SD #3 Quality/Response to Information Request 07/30/2015
SD #2 Quality Amendment 08/15/2013
Original Submission 02/04/2013

This review template is updated on April 15, 2015




Q1 ANDA Amendment
QUALITY ASSESSMENT

STATUS!
Taro
019551 Pharmaceutic | Butenafine Adequate 05/25/2017 Sun
al Industries | Hydrochloride
LTD

N/A

! Adequate, Adequate with Information Request, Deficient, or N/A (There is enough data in the
application, therefore the DMF did not need to be reviewed)

CONSULTS:

Methods Validation N/A

Labeling Adequate 01/04/2017 | Charles Hoppes

Bioequivalence Adequate 09/26/2014 | Sunny Tse

Toxicology/Clinical N/A

EA Request for Exclusion Shin (Grace)
provided Chou
in Module 1.12.14

Radiopharmaceutical N/A

Samples Requested N/A

FACILITIES:

=
Function Site Information FEI/CFN# Status

This review template is updated on April 15, 2015



Q1 ANDA Amendment
QUALITY ASSESSMENT

Function | Site Information FEIUCFN# | Status

Drug Product Manufacturer | Taro 3002808384/9614 | Approve
Pharmaceuticals, Inc 240 facility
130 East Drive,
Brampton, Ontario,

This review template is updated on April 15, 2015



Q1 ANDA Amendment
QUALITY ASSESSMENT

Labeling & Package CMC Related Concerns: N/A

24

This review template is updated on April 15, 2015



Q1 ANDA Amendment
QUALITY ASSESSMENT

CENTEN R D) Erclochon et AESEARCY

List of Deficiencies To Be Communicated by Information Request:

Drug Substance
N/A

Drug Product:
N/A

Labeling:
N/A

23
This review template is updated on April 15, 2015



Digitally signed by Mamta Kapoor

M amta Date: 6/29/2017 10:33:31AM
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Cvemn ot D3 EvaLomen s ESLacy

Q1 ANDA Amendment
QUALITY ASSESSMENT

Recommendation:

ANDA:
[ JApproval

CENTEN R D) Erclochon et AESEARCY

|_Information Request — Minor

( days for applicant to response)
D<{/Complete Response - Minor
| |Complete Response — Major

ANDA 205181

Amendment Review CR #3
Drug Name/Dosage Form Butenafine Hydrochloride Cream
Strength 1%
Reviewer(s) Shin Grace Chou
Applicant Taro Pharmaceuticals USA, Inc.
RLD NDA 021307 (Lotrimin Ultra Cream; by Schering Plough HealthCare Products)
SUBMISSION(S) REVIEWED DOCUMENT DATE
SD #4 Quality Amendment 06/03/2016

This review template is updated on April 15, 2015




oo [ F Q1 ANDA Amendment
s S Y QUALITY ASSESSMENT

DMFs:
Last
e reviewed
Taro : E e by
15551, | Phermaceniical B“tlerﬂagi‘e .d 1:;1_“’ R | 01/15/2016 Weiiany
Industries LTD Hydtochiatule amlual JEport Dai
submitted 08/22/2016
pending review

N/A

! Adequate. Adequate with Information Request, Deficient, or N/A (There is enough data in the
application, therefore the DMF did not need to be reviewed)

CONSULTS: N/A
Microbiology N/A
Methods Validation N/A
Labeling Deficient 7/29/2016 | Charles Hoppes
Bioequivalence Adequate 06/25/2014 | Sunny Tse
Toxicology/Clinical N/A
EA Request for Exclusion provided Shin Grace Chou
in Module 1.12.14
Radiopharmaceutical N/A
Samples Requested N/A
FACILITIES:

0 ey

Function Site Information

This review template is updated on April 15, 2015



Q1 ANDA Amendment

QUALITY ASSESSMENT
Function Site Information FEI/CFN# Status
Taro Pharmaceiiticals, Inc 130 East Drive, 3002808384/9614240 | Acceptable
Drug Product Manufacturer Brampton, Ontario, through
Canada. 02/08/2016

This review template is updated on April 15, 2015




Q1 ANDA Amendment
QUALITY ASSESSMENT

ICH Q1A(R2) guidance.

Labeling & Package CMC Related Concerns: N/A

List of Deficiencies To Be Communicated by Information Request or
Complete Response:

r

2. We acknowledge your assertion that the proposed product is deemed
bioequivalent via a clinical endpoint bioequivalence study. We further
acknowledge your commitment to develop a validated in vitro method in the
future to support post approval changes, if warranted. However, without initial
validated in vitro release method and the corresponding in vitro release data for
the proposed product, we will have no basis to evaluate and identify the changes
in product quality and performance for future formulation and process changes.
We remind you that a validated in-vitro release method and the corresponding in-
vitro release results for your proposed drug product may be required to support
any future post approval changes. Please acknowledge.

This review template is updated on April 15, 2015



Q1 ANDA Amendment
QUALITY ASSESSMENT

29
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Patricia
Onyimba

Shin
Chou
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Date: 9/19/2016 11:39:02AM
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Digitally signed by Shin Chou
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GUID: 51defe4b00010821ff38f29e384b0ab5



CHEMISTRY REVIEW

First Generic
Not Approvable — Minor

ANDA 205181

Butenafine Hydrochloride Cream 1%

Taro Pharmaceuticals USA, Inc.

Shin Grace Chou, PhD
OGD/DC1
Review #1

Topical Semi-Solid Risk-Based Review Pilot Draft Template Version 2
Reference ID: 3635161



CHEMISTRY REVIEW

Table of Contents

'Table G C OIS oo i s e s s i

Chemistiry Roview Dats BHECE.....coommmammmmm s s 1
L ANDAHYITLBL .cccvicsisssinosinssnssnnisnnsssisssissnsssssssissssssisssiasssssss sonisnisstsssisessssiin 1
2. REVIEW Lot eae e eee s 1
3. REVIEW DATE: 06/09/2014 .....c.oooiiiiiieeeeeeeee e 1
4. REVIEWER: Shin Grace Chou, PhD ..., 1
5. PREVIOUS DOCUMENTS: NODIE ......ccviiiiiiiieiieie e 1
6. SUBMISSION(S) BEING REVIEWED: ..o 1
7. NAME & ADDRESS OF APPLICANT : ..o 1
8. DRUG PRODUCT NAME/CODE/TYPE:......co oot 1
9. LEGAL BASIS FOR SUBMISSION: ... ..ooiiiiiiiiiie e 1
10. PHARMACOL. CATEGORY .. .ooiiiiiiiiee et 1
o antifungal agent used in the topical treatment of athlete’s foot, jock itch and
ringworm. Tinea corporis and tinea pedis (interdigital) .....................cocooiiiiie. 1
11. DOSKGE BORNE:  TORBBE ccouommumeummsmmsiimsmmss:is s s s s s s 1
12, STRENGTHPOTENCY: 150 ccsnsnsssisisiisnisnisiissisisisieg 1
13. ROUTE OF ADMINISTRATION: Topical (Cutaneous) ...............cc.cccueeene.... 1
14. Rx/OTC DISPENSED:  OTC ... 2
15a. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM): Nota
SPOTS product 2
15b. NANOTECHNOLOGY PRODUCT TRACKING: ......ccooooiiiiiiiiiic 2
156 PRECEDIEINT oo o s s s S s S s 2
16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT: .....ooiiiiiiiiiieee e 2
17. RELATED/SUPPORTING DOCUMENTS: ... 3
I8. STATIUS Lottt e e e s e e e es e es e eaeeeeeeneeeneeraeesasesessaeereaneenneasen 4
19. ORDER OF REVIEW ...ttt e enee 4
20. EES INFORMATION ...covvsnsiususisnsmsusesmsmsssaiasassmsmss 4

T PO OIS - oo ot e G G G s B B 5
A. Recommendation and Conclusion on Approvability..............c.cocooeiiiiiiicnnnn. 5
B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable ... 5

-
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CHEMISTRY REVIEW

1L Supmnary of Chenistry ABSESSISHE ..o oo n s 5
A. Description of the Drug Product(s) and Drug Substance(s) ...........cccoocoeeiennee. 5

B. Description of How the Drug Product 1s Intended to be Used.......................... 6
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Chemistry Review Data Sheet

Chemistry Review Data Sheet
1. ANDA #205181
2. REVIEW#: 1
3. REVIEW DATE: 06/09/2014
4. REVIEWER: Shin Grace Chou, PhD
5. PREVIOUS DOCUMENTS: None

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date
Original Submission 02/04/2013
Quality Amendement 08/15/2013

7. NAME & ADDRESS OF APPLICANT:

Name: | Taro Pharmaceuticals USA Inc
Address: | 3 Skyline Drive, Hawthorme, NY 10532
Kavita Srivastava, Executive Director of
Regulatory Affairs
Telephone: | (914)345-9001 ex 2

Representative:

8. DRUG PRODUCT NAME/CODE/TYPE:

Proprietary Name: None
Non-Proprietary Name (USAN): Butenafine Hydrochloride

9. LEGAL BASIS FOR SUBMISSION:

= Reference listed drug (RLD): Lotrimin Ultra

= NDA#: 021307

= RLD's Firm's name: Schering Plough HealthCare Products
= Patent (S): No unexpired patent

= Exclusivity: No unexpired exclusivity

10. PHARMACOL. CATEGORY:

e antifungal agent used in the topical treatment of athlete’s foot, jock itch and
ringworm. Tinea corporis and tinea pedis (interdigital)

11. DOSAGE FORM: Cream

12. STRENGTH/POTENCY: 1%

13. ROUTE OF ADMINISTRATION: Topical (Cutaneous)
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14. Rx/OTC DISPENSED: OTC

15a. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM): <] Not
a SPOTS product

15b. NANOTECHNOLOGY PRODUCT TRACKING:
[X] Not a NANO product

15c. PRECEDENT:
[ ] The review of this ANDA establishes a precedent — TL concurrence

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

(a) Recommended International Non-proprietary name (INN):
Butenafine Hydrochloride

Chemical names (IUPAC):
o N-{[4-(1.1-Dimethylethyl)phenyl|methyl } -N-methyl-1-
naphthalenemethanamine hydrochloride

o N-(p-tert-butylbenzyl)-N-methyl-naphthalenemethylamine hydrochloride

Other non-proprietary name(s) (e.g., national name, USAN, BAN, etc.):
Butenafine Hydrochloride (INN); BUT.HCI; But-HC1

Chemical Abstracts Service (CAS) registry number:
CAS# [101827-46-7]
CAS# [101828-21-1], for the free base

(b) Molecular structure, including relative and absolute stereochemistry:

C(CH3)3
CH;
!
DO

(¢) Molecular formula: Cy3H,7;N+<HC1

(d) Molecular weight: 353.93 g/mole (317.47 g/mole for the free base)
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17. RELATED/SUPPORTING DOCUMENTS:

A. DMF(s):
DMF # HOLDER o | sTATUS!
Taro T
19551 Pharmaceutical E“E’;ﬁlﬂjﬂ 4 | Deficient 09/17/2014 Weixiang Dai
Industries LTD ¥

N/A

! Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did not need to be reviewed)

B. Other Documents:

| APPLICATION NUMBER DESCRIPTION
Approved IND 42762 Penederm’s IND for Butenafine HCI] cream
1%
Approved NDA 021307 Designated as RLD (Rx to OTC)
Approved NDA 020663 Legacy type 6 application (new indication)
Approved NDA 020524 Orniginal Rx (Mentax Cream)
Approved NDA 021408 Mentax-Tc (never launched, discontinued)
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18. STATUS

Chemistry Review Data Sheet

Microbiology N/A
Methods Validation N/A
Labeling Deficient 03/21/2014 | Ellen Hwang
Bioequivalence Adequate 06/25/2014 | Sunny Tse
Toxicology/Clinical N/A
EA Request for Exclusion provided
m Module 1.12.14
Radiopharmaceutical N/A
Samples Requested N/A

19. ORDER OF REVIEW
The application submission(s) covered by this review was taken in the date order

of receipt. [ | Yes [X]No

20. EES INFORMATION

" Function | Sielnformation | FEUCFNA | Stws

Function

Site Information

If no, explain reason(s) below:

FEI/CFN# Status
Taro Pharmaceuticals, Inc 130 East Drive, 3002808384/9614240 | Acceptable
Drug Product Manufacturer Brampton, Ontario, through
Canada. 02/08/2016
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Chemistry Review for ANDA 205181

Executive Summary

I. Recommendations
A. Recommendation and Conclusion on Approvability

This ANDA i1s currently not approvable. The DMF, labeling, and CMC
reviews are deficient. Clinical bioequivalence is deemed adequate. The EES
recommendation is acceptable.

B. Recommendation on Phase 4 (Post-Marketing) Commitments,
Agreements, and/or Risk Management Steps, if Approvable

N/A
II. Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

I  Drug Substance
The drug substance butenafine hydrochloride 1s manufactured by Taro
pharmaceuticals. The drug substance 1s a white crystalline powder with a molecular
weight of 353.93g/mol. The crystal is freely soluble in methylene chloride,
chloroform, and methanol; sparingly soluble in ethanol and 2-propanol (IPA);
slightly soluble in acetone and water; and practically insoluble n toluene. There 1s
no official USP monograph for butenafine hydrochloride drug substance, but there is
a monograph for the drug substance in the Japanese Pharmacopeia. Butenafine
hydrochloride exists in only one polymorphic form, and there is no chiral center in
this drug substance. The butenafine hydrochloride drug substance used in this
ANDA is described in DMF #19551.

IT  Drug Product
The reference listed drug (RLD) for the proposed drug product is an over the counter
(OTC) drug product Lotrimin Ultra (NDA 21307) marketed by Schering-Plough
Healthcare Products. The OTC product 1s the subject of marketed Rx product for
Mantex (butenafine HCI) cream, 1% (NDA 20524 and subsequently NDA 20663)
marketed by Penederm. The subject of the present ANDA butenafine hydrochloride
cream, 1% 1s manufactured by Taro Pharmaceuticals Inc. (Brampton, Ontario,
Canada), and distributed by Taro Pharmaceuticals U.S.A., Inc. (3 Skyline Drive,
Hawthorne, New York, USA). Most of the CMC specifications in NDA 20663 and
the subsequent OTC conversion in NDA 21307 refer back to the drug product
standard set forth in the original NDA 20524, but a number of impurities stability
specifications have relaxed over the years, with the consent of pharm/tox consult.

The reference listed drug for this application 1s Lotramin Ultra (Butenafine HCI

Cream 1%), and there is no official monograph in the USP or CFR for the drug
product. Butenafine HCI Cream 1% is a topical antifungal agent indicated for the

Reference ID: 3635161



CHEMISTRY REVIEW

treatment of interdigital tinea pedis (NDA 20524) and tinea corporis and cruis (NDA
20663).

Each gram of butanefine HCI cream 1% contains butanefine hydrochloride, cetyl
alcohol, glyceryl monostearate SE, polyoxyethylene (23) cetyl ether _
propylene glycol dicaprylate, stearic acid, white petrolatum, glycerine, trolamine,
benzyl alcohol, sodium benzoate, and water. The RLD product and the formulation
of the proposed drug product contain similar excipients that are widely used in
topical emulsion drug and cosmetic products. However, the
diethanolamine, used in RLD, was replaced with triethanolamine (trolamine) the
Taro proposed drug product d:ue to the potential carcinogenic property of
diethanolamine. The triethanolamine to trolamine replacement is deemed
acceptable, for the trolamine was used in another previously approved butenafine
HC1 1% cream, Mentax-Tc (NDA 21408), which consists of a slightly improved
formulation from the Rx version of the RLD drug product, Mentax.

The exhibit batch was manufactured and packaged into the 12 g, 15 g, 24 gand 30 g
laminate tubes and placed on stability under accelerated and room temperature
conditions. The proposed expiration dating period is two years at room temperature.
This 1s supported by the stability data.

B. Description of How the Drug Product is Intended to be Used

Route of Administration | Topical

Proposed Indication(s) Antifungal agent used in the treatment of athlete’s foot, jock
itch and ringworm
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Dosing Regime » use the tip of the cap to break the seal and open the tube

« wash the affected skin with soap and water and dry
completely before applying

« apply once a day to affected skin for 2 weeks or as
directed by a doctor
» wash hands after each use

C. Initial and Updated Risk Assessment

Risk Identification FMIECA — ANDA 205-181, Butenafine Hydrochloride Cream, 1%

PRODUCT Comments Updated Comments
PROPERTY/CQA 5| 50 || N risk
: : e No concerns noted at release
Assay (Active) 2 3 3 18 P
(O) Formulation No concems noted.
contains sodium
. : benzoate and benzyl
Assay (Antimicrobial 5 3 3 S alcohol ﬂ
preservative) ‘ i
5 s (O) No significant No significant trending through
gléegcal Stabiity (ALl 1 3 1 12 trending through 12 long term storage stability data.
: months at long term Further assessment pending
storage condition.
Bulk Conterit Uniformity 3 4 3 36 (O) Drug pro_duct isa No (:(_mtent uniformity test. See
_ cream emulsion. deficiency 13.
T
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Risk Identification FMECA — ANDA 205-181, Butenafine Hydrochloride Cream, 1%

PRODUCT Comments Updated Comments
PROPERTY/CQA ) |y | BEN risk
Gttty n Contners G et e o
(includes USP <905> for 3 3 3 2 ? :
i 50) (homogeneity test) and
i stability specification
Microbial testing conducted in
Microbial Limits % 2 3 18 accordance with USP <1111>
acceptance criteria.
. . Not tested.
Weight Loss A 3 3 18 B e B 3
Comparability between generic
pH 3 3 3 27 and RLD demonstrated. See
P2
(O) Drug product is a The product is not Q1/Q2. The
cream emulsion. viscosity among different
Viscosity 4 3 4 48 batches has been consistent.
No concerns noted at release or
stability
Physical Stability (API solid | N/A- Drug substance is fully dissolved in the cream emulsion. No evidence of crystals or
state in drug product) precipitation reported during development. The RLD proposed doing
Physical Stability (Phase 4 4 3 48 (O) Drug product is a No issues noted in the stability
Separation/Sedimentation) | cream emulsion. data.
Physical Stability (API 5 1 1
Precipitation)
Drug Release Rate 3 4 4
Particulate Size (for multi-
phasic semi-solid products
(e.g. emulsions, 4 4 4
microspheres, liposomes,
etc.))
Type of emulsion (e.g. o/w,
w/o, w/o/w, o/w/o, o/w 4 4 4
microemulsions, etc.)
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D. Basis for Approvability or Not-Approval Recommendation

This ANDA is currently not approvable. The DMF, labeling, and CMC
reviews are deficient. The EES recommendation is acceptable. The initial
risk 1dentified for this ANDA was not mitigated to an acceptable level.
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B. In addition to responding to the deficiencies presented above, please note and
acknowledge the following comments in your response:

1. Please include all available updated stability data for all batches manufactured to
date.

ADMINISTRATIVE

A. Reviewer’s Signature

B. Endorsement Block

Chemist Name/Date: Shin Grace Chou, 09/15/2014

Chemistry Team Leader Name/Date: Derek Smith, 09/16/2014
Project Manager Name/Date: Hany S Edward/9/25/14
DD/DDD Name/Date:

TYPE OF LETTER:

Y <
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09/26/2014
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Reference ID: 3635161



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 205181

BIOEQUIVALENCE REVIEWS




Addendum to Review of a Clinical Endpoint
Bioequivalence Study Following OSI Inspection Results

Butenafine Hydrochloride Topical Cream, 1%

Fungicides/Antidermatophyte Agents

butenafine hydrochloride (N-4-tert-butylbenzyl-N-methyl-1-
naphthalenemethylamine hydrochloride)

205181

Taro Pharmaceuticals U.S.A., Inc.

Lotrimin Ultra® (OTC product)

021307 (approved on 12/7/01)

MSD Consumer Care Inc.

Sunny Tse. Ph.D.

Clinical Reviewer

Division of Clinical Review
Office Generic Drugs

Carol Y. Kim, Pharm.D.

Acting Team Leader, ANDA Team
Division of Clinical Review

Office of Bioequivalence

Office of Generic Drugs

Lesley-Anne Furlong, M.D.
Acting Director

Division of Clinical Review
Office of Bioequivalence
Office of Generic Drugs

Original Submission: 2/4/13

Study Amendment: none

FDA Statistical Reviews: 6/12/14 (prior to OSI inspection result) and
9/23/14 (after OSI inspection result)

OSI Inspection Report: 9/9/14

DCR original review without OSI inspection result: 6/25/14

2/4/13

9/25/14

From DCR perspective, the approval is recommended.

According to the FDA statistical re-analysis, excluding one
subject > pased on the OSI recommendation, the study
outcome remains the same.
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Addendum to Review of a Clinical Endpoint
Bioequivalence Study for ANDA 205181

1 Executive Summary

Following exclusion of one subject| @@ from the clinical site #6, based on OSI
recommendation, the double-blind, randomized, multi-center, parallel-group study (BTNF 1104)
in the treatment of interdigital tinea pedis demonstrates that Taro Pharmaceuticals U.S.A., Inc.'s
Butenafine Hydrochloride Topical Cream, 1%, is bioequivalent to the reference listed drug
(RLD), MSD Consumer Care Inc.'s Over the Counter Product (OTC) Lotrimin Ultra®™
(Butenafine Hydrochloride Cream), 1% (NDA 021307, approved on 12/7/01).

Based on the FDA statistical re-analysis, excluding one subject @O ser OSI
recommendation, a total of 501 subjects were included in the FDA Modified Intent-to-Treat
population (MITT)' population and 455 subjects were included in the FDA Per Protocol (PP)
population. The FDA statistical reviewer concludes that the 90% Confidence Interval (CI) of the
difference in therapeutic cure rates between the test product and reference product in the FDA
per-protocol (PP) population at the test-of-cure visit (study Day 38-46) is [-0.009, +0.17], within
the bioequivalence limits of [-0.20, +0.20]. The FDA statistical reviewer also confirms that both
test and reference products are shown to be superior to the vehicle (p<0.0001) in the final FDA
MITT population. Therefore, the study outcome remains the same.

1.1 Approval Recommendation

Following the OSI inspection results, the clinical data submitted to ANDA 205181 (BTNF 1104)
are adequate to demonstrate bioequivalence of Taro Pharmaceuticals U.S.A., Inc.'s Butenafine
Hydrochloride Topical Cream, 1%, with the reference listed drug, MSD Consumer Care Inc.'s
Lotrimin Ultra® (Butenafine Hydrochloride Cream), 1%. Therefore, from the DCR perspective,
the test product is recommended for approval. This conclusion is based on information
available after OSI inspection findings.

1.2 Summary of OSI Inspection Findings (9/9/14)

A. Review of the Office of Scientific Investigation (OSI) Report: 9/9/14
At the conclusion of the inspection of three clinical sites (#12, 15, and 06) in US, a FDA Form

! The applicant’s definition of the mITT population is consistent with the product draft guidance: Subjects who were
enrolled in the study and met all inclusion/exclusion criteria, had a positive baseline skin fungal culture for T
rubrum, T. mentagrophytes, T. tonsurans, or E. floccosum, applied at least 1 dose of assigned study medication, and
returned for at least 1 visit after Visit 1/Day 1. This population excluded subject ®©©

? Per Protocol population: Subjects who were enrolled in the study and met all inclusion/exclusion criteria, had a
positive baseline skin fungal culture for 7. rubrum, T. mentagrophytes, T. tonsurans, or E. floccosum, did not take
any concomitant medications prohibited by the protocol or have any other significant protocol violations, and
returned for Visit 3/Day 42 (+ 4 days) within the designated visit window with a compliance rate between 75% and
125% (at least 11 applications and no more than 17 applications). This population excluded subject ® 6
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483 was issued at site #06 only. OSI recommended data from one subject P9from the

clinical site #06 not be accepted for the review. Data from the remaining subjects at site #06 and
all subjects from sites #12 and 15 were acceptable for the review.

Finding from site #06 (Lower Extremity Research)

Specific comments by the OSI inspector are shown below.

1. An investigation was not conducted in accordance with the investigational plan.
Specifically, per protocol inclusion criteria # 5, clinical assessment scores at the
target site must include 2 for erythema and at least 2 for scaling or pruritus. Clinical
assessment completed for Subject 9 and documented on source document
form at study baseline visit dated 6/19/2012, shows a score of 1 for both pruritus and
scaling. This subject was initially reported and subsequently confirmed on a data
correction form dates 10/11/2012 as meeting inclusion criterion # 5.

Reviewer's Comments: The OSI inspector noted altering source records wighout supporting
documentation and stated that “the data generated from the subject s

?are unreliable and
should be excluded from the bioequivalence assessment”. Based on the OSI recommendation,
subject! ®C%rom site #06 was recommended to be excluded from the final FDA statistical
analysis.

2 Additional Clinical Review

2.1 Review of the FDA Statistical Report (addendum dated 9/23/14 after OSI inspection
result)

The FDA addendum statistical review dated 9/23/14 is based on information following the OSI
inspection findings (see OSI inspection report dated 9/9/14 for details). The conclusion of the
FDA statistical re-analysis remains the same and the study demonstrates bioequivalence of the
test and the reference products.
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The summary of FDA addendum statistical review is shown below:

Bioequivalence: Primary Endpoint

Table 2: Proportion of Subjects with Therapeutic Cure at Visit 3/Day 42 (=4 days) in the FDA PP
Population (excluding subject 5348

Table 2: Proportion of Subjects with Therapeutic Cure at Visit3/Day 42 (=4 days) in the FDA’s PP

Population
Treatment Grou: 90% (I for
Test | Reference Vehicle Bioequivalence
FPP Popuilation
N 176 191 88
Cure 102 (57.95%) | 95(49.74%) | 13 (14.77%) (-0.87.17.30)
No cure 74 (42.05%) | 96 (50.26%) | 75 (85.23%)

Superiority
Table 3: Proportion of Subjects with Therapeutic Cure at Visit 3/Day 42 (+4 days) in the FDA
mITT Population (excluding subject ]

Table 3: Proportion of Subjects with Therapeuhc Cure at Visit3 /Day 42 (=4 days) i the FDA’s mITT

Population
Treatment Group P-value for Superiority
2 Test vs Reference vs.

Test Reference Vehicle Vil Vehicle
FITT Population
N 194 208 99
Cure 108(55.67%) | 101(48.56%) | 14(14.14%) < 0001*
No cure 86(4433%) | 107(5144%) | 85(85.86%) <.0001%

*results from both Fisher's exact and approximate 7 tests

Reviewer’s Comment: After excluding I subject based on OSI recommendation, the applicant’s
study demonstrates bioequivalence between products. The study outcome of the primary endpoint
remains the same as the original DCR review of ANDA 205181 dated 6/25/14.

2.2 Conclusion and Recommendation
2.2.1 Conclusion

After excluding mSIlb_] ect based on OSI inspection findings, the clinical data presented in this
ANDA 205181 demonstrate that Taro Pharmaceuticals U.S A, Inc.'s Butenafine Hydrochlonde
Topical Cream, 1%, is bioequivalent to the reference listed drug, OTC Product Lotrimin Ultra®
(Butenafine Hydrochloride Cream), 1%. The FDA addendum statistical review dated 9/23/14
supports that the 90% CI of the difference in therapeutic cure rates between the test product and
reference product in the FDA PP population at the test-of-cure visit (study Day 38-46) 1s within
the bioequivalence limits of [-0.20, +0.20]. Both test and reference products show superiority
over the vehicle in the FDA MITT population, demonstrating that the study is sensitive enough
to detect the difference between products. Therefore, the study outcome remains the same.
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2.2.2 Recommendations

From DCR perspective, this application is recommended for approval, contingent on approval
recommendations from the other disciplines on the review team.
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CLINICAL BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT

The Division of Clinical Review has no comments to provide to the applicant.
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OFFICE OF GENERIC DRUGS CLINICAL REVIEW

Clinical Review of ANDA 205181
Bioequivalence Study with Clinical Endpoints

Drug Product:

Butenafine Hydrochloride Cream, 1%

Drug Class:

Chemical Name:

Fungicides/Antidermatophyte Agents (Topical) (4020120)

butenafine hydrochloride (N-4-tert-butylbenzyl-N-
methyl-1-naphthalenemethylamine hydrochloride)

ANDA: 205181

ANDA Sponsor: Taro Pharmaceuticals U.S.A., Inc.
Reference Listed Drug: Lotrimin Ultra®

NDA: 021307

RLD Sponsor: MSD Consumer Care Inc.
Reviewer: Sunny Tse, Ph.D.

Clinical Reviewer
Division of Clinical Review
Office Generic Drugs

Secondary Reviewer:

Sarah H. Seung. Pharm.D.
Clinical Reviewer

Division of Clinical Review
Office Generic Drugs

Tertiary Reviewers:

John R. Peters, MD
Director, Division of Clinical Review
Office of Generic Drugs

Dale P. Conner, Pharm.D.
Director, Division of Bioequivalence I
Office of Generic Drugs

Materials Reviewed:

FDA Statistical Review finalized on 06/12/2014 by Yu-te
Wu, Ph.D.

Guidance/Draft Guidance:

Draft Guidance on Butenafine
HydrochlorideCream/Topical, 1%

Reference ID:

Date Posted: March 2012
Date of Original Submission: | 02/04/2013
Addenda to submission: 08/15/2013
Date of Completion: 06/19/2014
Conclusion: Recommend approval, pending satisfactory OSI
mspection.
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OFFICE OF GENERIC DRUGS CLINICAL REVIEW

Review of a Bioequivalence Study with
Clinical Endpoint for ANDA 205181

1 Executive Summary

On 02/04/2013, Taro Pharmaceuticals U.S.A., Inc. submitted an abbreviated new drug
application (ANDA) for Butenafine Hydrochloride Cream, 1%. In support for the ANDA, the
sponsor conducted a clinical endpoint bioequivalence study (Study BTNF 1104). Study BTNF
1104was double-blinded, randomized, multi-center, parallel-group, placebo controlled for the
treatment of interdigital tinea pedis. Study BTNF 1104, conducted between 01/12/2012 to
08/22/2012, compared the 1% strength of their proposed test product (Butenafine Hydrochloride
Cream) to the reference listed drug (RLD), MSD Consumer Care Inc.'s Lotrimin Ultra®”
(Butenafine Hydrochloride Cream), 1% (Reference). The test and reference products were also
compared to placebo (the vehicle).

1.1 Approval Recommendation

The primary efficacy endpoint was the proportion of subjects in each treatment group who
achieved therapeutic cure at Visit 3/Day 42, the Test-of-cure visit, which is 5 weeks after the end
of 1 week treatment. Therapeutic cure was defined as having both clinical cure and mycological
cure. Clinical cure was defined as a total signs and symptoms score of no more than 2 with no
individual severity score greater than 1 on a 4-point scale (from 0 = none to 3 = severe).
Mycological cure was defined as a negative KOH wet mount and a negative fungal culture.
Based on information available prior to OSI inspection findings, the data submitted to ANDA
205181 are adequate to demonstrate bioequivalence of the sponsor's Butenafine Hydrochloride
Cream, 1% with the RLD, MSD Consumer Care Inc.’s Lotrimin Ultra® (Butenafine
Hydrochloride Cream), 1%. Therefore, from a clinical bioequivalence perspective, the test
product is recommended for approval, pending satisfactory OSI inspection.

1.2 Summary of Clinical Findings
1.2.1 Brief Overview of Clinical Program

Butenafine Hydrochloride Cream, 1% is a product containing a synthetic antifungal agent.
Lotrimin Ultra® is indicated for the topical treatment of athlete's foot between the toes, jock itch,
and ringworm. The sponsor conducted a clinical endpoint bioequivalence study to establish the
bioequivalence of their proposed Butenafine Hydrochloride Cream, 1% to the RLD, Lotrimin
Ultra® (1%), in the treatment of interdigital tinea pedis. This was a multi-center, double-blind,
randomized, placebo-controlled, parallel-group study. Planned enrollment was 700 subjects to
obtain about 475 modified intent-to-treat (mITT) subjects (190 per active treatment group and 95
for the vehicle group) and 405 per-protocol (PP) subjects (162 per active treatment group and 81
for the vehicle group). Subjects were instructed to apply a thin layer of study medication to cover
the affected and immediately surrounding areas on one or both feet 2 times per day, morning and
evening, for 7 consecutive days whether or not the area(s) appeared clinically healed (a total of
14 consecutive applications). Subjects were instructed not to dose within 4 hours of a scheduled
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study visit. Subjects who met all of the inclusion and none of the exclusion criteria were
randomized in a 2:2:1 ratio to Test, Reference, or Vehicle treatment, respectively.

1.2.2 Comparative Efficacy

The recommended primary endpoint of the study is the proportion of subjects with therapeutic
cure, defined as both mycological cure and clinical cure, at the test-of-cure visit conducted 5
weeks (+/- 4 days) after the end of treatment, (study Day 38-46). Mycological cure is defined as
a negative KOH test AND a negative fungal culture. Clinical cure is defined as a total severity
score no more than 2 with no individual severity score greater than 1, on a 4-point scale
provided. To establish bioequivalence, the 90% confidence interval of the difference in
therapeutic cure rates between the test product and reference product at the test-of-cure visit
(study Day 38-46) must be within [-0.20, +0.20] for dichotomous variables (cure versus failure),
using the per-protocol (PP) population.

The FDA’s statistical analysis shows the 90% CI of the difference in therapeutic cure rates
between the test product (58.2%) and reference product (49.7%) at the test-of-cure visit (study
Day 38-46) was (-0.61%, 17.52%), within [-0.20, +0.20] for dichotomous variables (cure versus
failure), using the PP population.

The test (55.9%) and reference (48.56%) products were both superior over vehicle (14.14%) in
the FDA’s mITT population with p<0.0001.
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1.2.3 Comparative Safety

The safety data submitted in this ANDA confirmed that the test product did not cause any worse

treatment emergent adverse

events (TEAESs) compared to the reference product in the topical

treatment of interdigital tinea pedis. A brief summary is provided below.

Total Test RLD Placebo | Comment
(N=707) | (n=283) | (n=283) | (n=141)

Patients with at 36 12 16 8 e p>0.5 (test vs.

least one (5.1%) | (42%) | (5.7%) | (5.7%) RLD)

TEAEs e <2 SAEs or deaths
were reported in
any group

Discontinued 0 0 0 0

study drug due | (0.0%) | (0.0%) | (0.0%) | (0.0%)

to above TEAE

Severity (Patients with at Least One TEAE)

Mild 21 8 8 5
(3.0%) | (2.8%) | (2.8%) | (3.5%)

Moderate 13 4 6 3
(1.8%) | (1.4%) | (2.1%) | (2.1%)

Severe 2 0 2 0
(0.3%) | (0.0%) | (0.7%) | (0.0%)

Death 0 0 0 0

0.0%) | (0.0%) | (0.0%) | (0.0%)

Relationship to Stu

dy Medication (Patients with at Least One TEAE)

Related 4 1 3 0
(0.6% (0.4%) (1.1% (0.0%)
Unrelated 32 11 13 8

4.5%) | 3.9%) | (4.6%) | (5.7%)

2 C(Clinical Review

2.1 Introduction and Ba

ckground

2.1.1 Summary of Drug Information

Drug Product Butenafine Hydrochloride Cream, 1%

Drug Class Fungicides/Antidermatophyte Agents (Topical) (4020120)
Reference Listed Drug Lotrimin Ultra®

RLD Firm MSD Consumer Care Inc.

NDA # 021307

Date of RLD Approval 12/07/2001

Approved Indication(s) athlete's foot between the toes, jock itch, and ringworm

Reference ID: 3531053
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Recommended Dosing athlete's foot between the toes: apply to affected skin
Regimens between and around the toes twice a day for 1 week (morming
and night), or once a day for 4 weeks, or as directed by a doctor

jock itch and ringworm: apply once a day to affected skin for
2 weeks or as directed by a doctor

Description of the Butenafine Hydrochloride

reference drug, including | Butenafine HCI is hypothesized to act by inhibiting the
pertinent safety or dosing | epoxidation of squalene, thus blocking the biosynthesis of
considerations ergosterol, an essential component of fungal cell membranes.
The benzylamine derivatives, like the allylamines, act an
earlier step in the ergosterol biosynthesis pathway than the
azole class of antifungal drugs. Depending on the concentration
of the drug and the fungal species tested, butenafine HC1 may
be fungicidal or fungistatic in vitro. However, the clinical
significance of these in vitro data is unknown.

2.1.1.1 Brief discussion about the indication and reference drug

Athlete’s foot, also known as tinea pedis, is a superficial infection caused by Trichophyton
rubrum, Trichophyton mentagrophytes, Trichophyton tonsurans, Epidermophyton floccosum, or
other causative dermatophytes. 7. rubrum 1s the most common causative organism in tinea pedis
and, therefore, it is anticipated that at least 50% of the subjects will have fungal culture positive
for 7" rubrum.

Over-the-counter Lotrimin Ultra® contains Butenafine Hydrochloride (HC1) Cream, 1%, a
benzylamine derivative with a mode of action similar to that of the allylamine class of antifungal
drugs. Butenafine HCl 1s hypothesized to act by inhibiting the epoxidation of squalene, thus
blocking the biosynthesis of ergosterol, an essential component of fungal cell membranes. The
benzylamine derivatives, like the allylamines, act at an earlier step in the ergosterol biosynthesis
pathway than the azole class of antifungal drugs. Butenafine HCI has been shown to be active
against most strains of the following microorganisms both in vitro and in clinical infections: E.
floccosum, Malassezia furfur, T. mentagrophytes, T. rubrum, and T. tonsurans. Taro
Pharmaceuticals, Inc. has developed a generic formulation of Butenafine HCI Cream, 1%.

2.1.2 Regulatory Background
2.1.2.1 Regulatory History

Topical Butenafine Hydrochloride Cream, 1% 1s not one of the seven over-the-counter (OTC)
topical antifungals listed in the final monograph first published in the FEDERAL REGISTER of
September 23, 1993 (58 FR 49890) and later amended in the FEDERAL REGISTER of May 29,
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2001 (66 FR 29059) for OTC topical antifungal drug products for human use (21 CFR Part
333).!

The Reference Listed Drug (RLD) for this test product, Lotrimin Ultra® Cream, 1% (NDA
021307) was approved on December 7, 2001. NDA 021307 indications are athlete’s foot
between the toes, jock itch, and ringworm.

Draft Guidance on Butenafine Hydrochloride (NDA 021307) Cream/Topical, 1% (Mar 2012)
was posted on the FDA webpage:

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM296737.pdf.

2.1.2.2 INDs, Protocols, or Control Documents submitted by Sponsor

On 1/10/2008, the sponsor submitted a protocol (P08-019) for the 1% strength. The sponsor's
protocol (P08-019) was submitted to OGD prior to the posting of these Draft Guidances on
Butenafine Hydrochloride. The sponsor was notified via letter dated 02/08/2012 regarding the
DCR recommendations for protocol #P08-019. Comments forwarded to the sponsor in the
02/08/2012 letter are consistent with the recommendations found in the Draft Guidance
corresponding to NDA 021307 for the test product.

2.1.2.3 INDs, Protocols, or Control Documents submitted by other sponsors

None

2.1.2.4 Previous ANDA submissions for same product

None

2.1.3 Other Relevant Information

In addition to Lotrimin Ultra® Cream, 1%, there are two approved prescription topical cream
formulations of butenafine hydrochloride creams: Mentax” and Mentax-TC®.

Mentax® (butenafine HCI) Cream, 1% (NDA 020524) is indicated for the topical treatment of the
following dermatologic infections: tinea (pityriasis) versicolor due to M. furfur (formerly P.
orbiculare). Draft Guidance on Butenafine Hydrochloride (NDA 020524) Cream/Topical, 1%
(Mar 2012) was posted on the FDA webpage:
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/U
CM296735.pdf

' The seven OTC topical antifungals listed in the monograph are clioquinol 3%, clotrimazole 1%, haloprogin 1%,
miconazole nitrate 2%, povidone-iodine 10%, tolnaftate 1%, and undecylenic acid and its salts (calcium, copper, and
zinc) for a total undecylenate concentration of 10-25%.
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MENTAX®-TC (butenafine HCI) Cream, 1% (NDA 021408) is indicated for the topical
treatment of tinea (pityriasis) versicolor due to Malassezia furfur (formerly Pityrosporum
orbiculare).

Draft Guidance on Butenafine Hydrochloride (NDA 021408) Cream/Topical, 1% (Mar 2012)
was posted on FDA webpage:

http://www_fda.cov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U

CM296738.pdf

2.2

Description of Clinical Data and Sources

Protocol
Number

BTNF 1104

Study
Title

A Double-Blind, Randomized, Parallel-Group, Vehicle-Controlled, Multicenter Study to
Evaluate the Safety and Bioequivalence of a Generic Butenafine HCI Cream, 1 % and Reference
Listed Lotrimin Ultra® (Butenafine HCI Cream, 1 %) and Compare Both Active Treatments to a
Vehicle Control in the Treatment of Interdigital Tinea Pedis

CRO

Organization Role

Study
Period

12 January 2012 to 22 August 2012 (first subject visit to last subject visit)

Study Centers, Principal Investigators and Enrollment
This was a multicenter study conducted at 20 sites in the United States.
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Table 1: Study Centers

Site
No.

Principal Investigator
Site Address

Telephone

No.
Enrolled

01

Jeffrey M. Adelglass, MD
Research Across America
9 Medical Parkway

Plaza 4. Suite 202

Dallas. TX 75234

972-241-1222

43

Joe Blumenau, MD

Research Across America

9 Medical Parkway
Professional Plaza 4. Suite 202
Dallas, TX 75234

072-241-1222

35

03

Suzanne Bruce, MD

Suzanne Bruce and Associates
The Center for Skin Research
1900 St. James Place, Suite 650
Houston, TX 77056

713-850-0240

04

Eduardo Tschen, MD, MBA
Academic Dermatology
Associates

1203 Coal SE

Albuquerque, NM 87106

505-247-4220

05

Scott D. Clark, MD

Longmont Clinic, PC

1925 W. Mountain View Avenue
Longmeont, CO 80501

303-776-8718

34

06

Robert P. Dunne, DPM

Lower Extremity Research. LLC
2717 N. Wickham Road, Suite 4
Melbourne, FL 32935

321-253-6191

79

07

Francisco Flores, MD
FXM Research Miramar
3000 SW 148th Ave.
Suite 216

Miramar, FL 33027

954-430-1097

50

08

Michael T. Jarratt, MD
DermResearch, Inc.

8140 N. Mopac, Bldg 3. Suite 120
Austin, TX 78759

512-349-9889

52

09

Terry M. Jones, MD

J&S Studies. Inc.

1710 Crescent Pointe Pkwy
College Station. TX 77845

979-774-5933

26

10

Steven E. Kempers, MD
Minnesota Clinical Study Center
7205 University Avenue NE
Fridley, MN 55432

763-571-4200

14

11

Samuel N. Lederman, MD
Altus Research, Inc.

4671 S. Congress Avenue, Suite
100B Lake Worth, FL 33461

Telephone number not
available in study report

Reference ID: 3531053
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Principal Investigator
Site Address

Telephone

No.
Enrolled

Linda Murray, DO
Radiant Research, Inc.
6010 Park Boulevard
Pinellas Park. FL 33781

727-544-6367

o)

13

Adnan Nasir, MD, PhD

Wake Research Associates
3100 Duraleigh Road. Suite 304
Raleigh, NC 27612

919-781-2514

13

14

Michael J. Noss, MD

Radiant Research, Inc.

11500 Northlake Drive, Suite 320
Cincinnati, OH 45249

513-247-5577

39

15

Richard A. Pollak. DPM, MS
Endeavor Clinical Trials. PA
8042 Wurzbach. Suite 420
San Antonio, TX 78229

210-949-0807

59

16

Robert T. Matheson, MD

Oregon Medical Research Center,
PC

9495 SW Locust Street, Suite G
Portland, OR 97223

503-245-1525

13

17

Douglas R. Schumacher, MD
Radiant Research. Inc.

1275 Olentangy River Road,
Suite 202

Columbus, OH 43212

614-294-3854

18

Heather Woolery-Lloyd, MD'
Tory Sullivan. MD. PA

16100 NE 16th Avenue, Suite A
N. Miami Beach, FL 33162

305-652-8600

54

19

Zoe Diana Draelos, MD
Dermatology Consulting Services
2444 North Main Street

High Point, NC 27262

336-841-2040

20

David C. Wilson, MD

The Education and Research
Foundation, Inc.

2095 Langhorne Road
Lynchburg, VA 24501

434-847-8400

19

2.3 Clinical Review Methods

2.3.1 Overview of Materials Consulted in Review

Original Submission:

February 4, 2013 (Study BTNF 1104 for the 1% strength)

Study Amendments:

August 15, 2013 (eCTD Sequence 0001; Form 3674; Quality/Response To Information Request)

— telephone amendment submitted

Reference ID: 3531053
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FDA Statistical Review:
FDA Statistical Review and Evaluation finalized on 06/12/2014 by Yu-te Wu, Ph.D.

2.3.2 Overview of Methods Used to Evaluate Data Quality and Integrity

Office of Scientific Investigations (OSI) Report:

An OSI inspection was requested on 09/04/2013.
At the time of this review, the inspection results are pending.

2.3.3 Were Trials Conducted in Accordance with Accepted Ethical Standards

The sponsor states:

“This study was conducted in compliance with US FDA regulations (21 CFR Parts 50, 54, 56,
and 312), the ethical principles of the Declaration of Helsinki, all applicable International
Conference on Harmonisation (ICH) guidelines, and all local laws and regulations concerning
clinical studies. Prior to initiation of the study, each principal investigator signed Form FDA
1572, agreeing to conduct the trial in compliance with the protocol and according to Good
Clinical Practice (GCP).

All personnel involved in the conduct of this study were qualified by education, training, and
experience to perform their assigned responsibilities.”

Reviewer’s Comments:

The sponsor’s study appears to be in compliance with accepted ethical standards.

2.3.4 Evaluation of Financial Disclosure

The sponsor submitted Form FDA 3454, certifying that the clinical investigators involved in this
study did not have any financial arrangements, significant payments, proprietary interest or
equity interest to report.

2.4 Review of a Clinical Endpoint Bioequivalence Study
2.4.1 Brief Statement of Conclusions

The recommended primary endpoint of the study is the proportion of subjects with therapeutic
cure, defined as both mycological cure and clinical cure, at the test-of-cure visit (study Day 38-
46) conducted 5 weeks (+/- 4 days) after the end of treatment,. Mycological cure is defined as a
negative KOH test AND a negative fungal culture. Clinical cure is defined as a total severity
score no more than 2 with no individual severity score greater than 1, on a 4-point scale
provided. Based on the FDA’s statistical analysis, this study demonstrates bioequivalence of the
test product with the reference product. The proportion of patients with therapeutic cure for the

2 DARRTS ANDA 205181 09/04/2013 FRM-CONSULT-09(Biopharmaceutical Inspections Request) Original-1
(Unknown)
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Test and Reference products were demonstrated by the FDA’s analysis to be superior to placebo
in both studies.

2.4.2 General Approach to Review of the Comparative Efficacy of the Drug

The sponsor's clinical endpoint bioequivalence study (BTNF 1104) was reviewed to evaluate the
bioequivalence of the test product and the reference product. The primary efficacy endpoint was
the proportion of subjects in each treatment group who achieved therapeutic cure at Visit 3/Day
42. Therapeutic cure was defined as having both clinical cure, which was defined as a total signs
and symptoms score of no more than 2 with no individual severity score greater than 1 on a 4-
point scale (from 0 = none to 3 = severe), and mycological cure, which was defined as a negative
KOH wet mount and a negative fungal culture. The sponsor’s proposed primary endpoint was
evaluated for bioequivalence.

2.4.3 Detailed Review of Bioequivalence Study with Clinical Endpoints

2.4.3.1 Protocol Review

Sponsor’s protocol #: | BINF 1104

Title A Double-Blind, Randomized, Parallel-Group, Vehicle-
Controlled, Multicenter Study to Evaluate the Safety and
Bioequivalence of a Generic Butenafine HCI Cream, 1 % and
Reference Listed Lotrimin Ultra® (Butenafine HCI Cream, 1 %)
and Compare Both Active Treatments to a Vehicle Control in the
Treatment of Interdigital Tinea Pedis

Objectives The primary objective of this study was to determine the
comparability of the safety and efficacy of a generic Butenafine
HCI Cream, 1 % (test product) and Lotrimin Ultra® (the reference
listed drug [RLD]) in subjects with interdigital tinea pedis. It was
determined whether the efficacy of each of the 2 active treatments
is superior to that of the vehicle cream (placebo).

2.43.1.1 Study Design

Overall Study Design and Plan

This was a randomized, vehicle-controlled, parallel-group, multicenter, double-blind study
conducted in patients male or non-pregnant, non-lactating females at least 18 years of age with
tinea pedis with lesions localized to the interdigital spaces or that was predominantly interdigital
but could have extended to other areas of the foot. Seven hundred patients were enrolled in order
to obtain at least 405 per-protocol (PP) patients (162 patients in each active treatment group and
81 patients in the Vehicle group).

Subjects were enrolled into the study after informed consent had been obtained and after all
inclusion/exclusion criteria had been met. The most severely affected toe web was designated as
the target lesion and followed at all subsequent visits. The target lesion was the most likely to
produce fungal isolates for potassium hydroxide (KOH) and culture. Per Protocol Amendment 2,
subjects must have had a minimum total tinea pedis signs and symptoms score of 4 at the target
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lesion, with scores of at least 2 for erythema and at least 2 for scaling or pruritus (see Section
9.5.1.1.3 for the rating scale). Prior to that amendment, the total signs and symptoms score was
required to be at least 6 and to include a minimum score of 2 for erythema and a minimum score
of 2 for scaling. A positive KOH wet mount from the skin scraping of the target lesion was also
required for study entry. Subjects were to be discontinued from the study and not required to
return at Visit 3 if their baseline cultures were not positive for causative dermatophytes, i.e., 7.
rubrum, T. mentagrophytes, T. tonsurans (added in Protocol Amendment 2), or E. floccosum.

Each eligible subject was randomly assigned in a 2:2:1 ratio to 1 of 3 treatment groups: Test,
Reference, or Vehicle, respectively. Subjects applied the study medication 2 times per day for 7
consecutive days. Subjects came to the study site for mycological and clinical evaluations at
Visit 1/Day 1 (Baseline), Visit 2/Day 8 (+ 3 days, End of Treatment), and Visit 3/Day 42 (+ 4
days, Test of Cure/End of Study) or at early discontinuation.

A KOH wet mount, a skin scraping for culture from the target lesion, and assessment of the
severity of tinea pedis signs and symptoms were performed at each visit, or at early
discontinuation. If a subject had a negative baseline culture and returned for an early
discontinuation visit, mycology assessments and assessment of the severity of tinea pedis signs
and symptoms were not required.

Efficacy variables included erythema, scaling, maceration, fissuring/cracking, pruritus,
burning/stinging, KOH test result, and fungal culture result.

The primary efficacy endpoint was the proportion of subjects in each treatment group who
achieved therapeutic cure at Visit 3/Day 42. Therapeutic cure was defined as having both clinical
cure, which was defined as a total signs and symptoms score of no more than 2 with no
individual severity score greater than 1 on the 4-point scale, and mycological cure, which was
defined as a negative KOH wet mount and a negative fungal culture.

Procedures and Observations:

The schedule of study procedures is shown in Table 2.
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i

Table 2: Schedule of Study Procedures (per sponsor)

Test of Cure/End of

End of Studyv/Early
Visit Title Baseline Treatment Discontinuation Unscheduled
Visit Number Visit 1 Visit 2 Visit 3
Scheduled Day Day 1 Dav 8 Day 42
Scheduling Window None (=3 days) (=4 days)
Written Informed Consent X
Demographic Information X
Medical History X
Physical Examination (Including Vital X
Signs)
Urine Pregnancy Test' X x %
Prior Medication Review X
Diagnosis of Tinea Pedis’ X
Identification of Target lesion X
Mycological Evaluations (KOH Wet X s 4 . &f X
Mount and Fungal Culture)
Investigator Evaluation of Erythema, X X X X
Scaling, Maceration, and
Fissuning/Cracking
Subject Evaluation of Pruritus and X X X X
Buming/Stinging
Inclusion/Exclusion Criteria Review X
Randomization X
Dispense Study Medication and X
Subject Diary
Subject Instruction/ Compliance Review X X x? X’
Furst Study Medication Application at X
Study Site
Adverse Events Assessment X X X X
Concomuitant Medication Review X X X
Study Medication and Subject Diary X X! x*
Return. Accountability
Schedule/Confirm Next Visit X X X

least 2 years)

(&

hyphae.

b

recording of study medication accountability (if applicable).

Reviewer’s Commentis.

For women of childbearing potential (excluding women who were surgically sterilized or postmenopausal for at
Clinical diagnosis and positive potassium hydroxide (KOH) wet mount preparation showing segmented fungal
For subjects who had a negative baseline culture and returned for an Early Discontmuation Visit, mycological

evaluations and investigator and subject evaluations of signs and symptoms were not applicable.
Collection of previously uncollected subject diary and assessment of compliance and/or study medication and

The sponsor’s overall study design and plan is consistent with the product draft guidance. The
Table 2: Schedule of Study Procedures is acceptable.

Reference ID: 3531053
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Study Population:

Inclusion Criteria:

1.

2.

Willing and able to provide and understand written informed consent for the study.

Healthy male or non-pregnant, non-lactating female and at least 18 years of age and
older. This was changed by Protocol Amendment 3 and previously had been at least 12
years of age per Protocol Amendment 1.

Clinical diagnosis of tinea pedis with lesions localized to the interdigital spaces or that
was predominantly interdigital but could have extended to other areas of the foot (the
non-interdigital lesions should not have been hyperkeratotic, i.e., characteristic of
moccasin-type tinea pedis).

Tinea pedis must have been provisionally confirmed at baseline by a positive KOH wet
mount preparation showing segmented fungal hyphae.

Had a sum of the clinical signs and symptoms scores of the target lesion of at least 4,
including a minimum score of 2 for erythema and a minimum score of 2 for scaling or
pruritus (on a scale of 0 to 3 where 2 indicated moderate severity). Prior to Protocol
Amendment 2, the sum was required to be at least 6 and to include a minimum score of 2
for erythema and a minimum score of 2 for scaling.

Currently in general good health with no clinically significant disease other than
interdigital tinea pedis that might have interfered with the study evaluations.

Willing and able to understand and comply with the requirements of the study, including
applying the medication as instructed, returning for the required treatment period visits,
complying with therapy prohibitions, and able to complete the study.

Women of childbearing potential (excluding women who were surgically sterilized or
postmenopausal for at least 2 years) must have had a negative urine pregnancy test and
must have been willing to use an acceptable form of birth control during the study. The
sponsor considered the following acceptable methods of birth control for this study: oral
contraceptives, contraceptive patches, contraceptive implant, vaginal contraceptive,
double barrier methods (e.g., condom and spermicide), contraceptive injection (Depo-
Provera®™), intrauterine device (IUD), hormonal IUD (Mirena®), and abstinence with a
documented second acceptable method of birth control if the subject became sexually
active. Subjects entering the study who were on hormonal contraceptives must have been
on the method for at least 90 days prior to the study and continued the method for the
duration of the study. Subjects who had used hormonal contraception and stopped must
have stopped no less than 90 days prior to the study.

Reviewer’s Comments:

Consistent with drug product draft guidance

Page 15 of 46

Reference ID: 3531053




OFFICE OF GENERIC DRUGS CLINICAL REVIEW

Exclusion Criteria:

1. Females who were pregnant, breastfeeding, planning a pregnancy, or did not agree to use
an acceptable form of birth control during the study.

2. Confluent, diffuse moccasin-type tinea pedis of the entire plantar surface.

3. Presence of any other infection of the foot or other disease process that might have
confounded the treatment evaluation.

4. History of dermatophyte infections unresponsive to systemic or topical antifungal drugs.
5. Known hypersensitivity to butenafine HCI or to any component of the study medications.

6. A subject must not have received any treatment listed in Table 3 more recently than the
indicated washout period prior to Visit 1/Day 1 (Baseline).

Table 3: Prohibited Medications for Study Entry

Prohibited Medications Washout Period Prior to Baseline
Antipruritics, including antihistamines 72 hours

Topical corticosteroid, antibiotic, or antifungal 14 days (2 weeks)

therapy

Systemic (e.g., oral or injectable) corticosteroid, 30 days (1 month)

antibiotic, or antifungal therapy

Oral terbinafine or itraconazole 60 days (2 months)
Immunosuppressive medication or radiation therapy | 90 days (3 months)

7. Current oral, vaginal, or mucocutaneous candidiasis.
8. Current bacterial skin infection, secondary cellulitis, lymphangitis, or pyoderma.
9. Presence of current conditions that required systemic antimicrobial or antifungal therapy.

10. Uncontrolled diabetes mellitus, peripheral vascular disease, chronic venous stasis, or
other significant condition that may have placed the subject at risk.

11. Current severe onychomycosis.

12. Any clinically significant condition or situation, other than the condition being studied,
that in the opinion of the investigator would have interfered with the study evaluations or
optimal participation in the study.

13. Use of any investigational drugs or device within 30 days of signing the ICF.

14. Current participation in any other clinical study.

15. Consumed excessive amounts of alcohol, abused drugs, or had any condition that would

have compromised compliance with this protocol.
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16. Previous participation in this study.
17. Subjects with a past history of tinea pedis infections with a lack of response to antifungal
therapy (i.e., recurrent tinea pedis, more than 3 infections in the past 12 months that were

unresponsive to previous antifungal therapy).

18. Subjects who, in the opinion of the investigator, would have been non-compliant with the
requirements of the study protocol.

19. Employees or direct relatives of an employee of the study center or investigator.

Reviewer’s Comments:

The sponsor has added additional exclusion criteria to the drug product draft guidance. The
sponsor’s exclusion criteria are acceptable.

Criteria for removal from the study:

A subject could discontinue the study at any time for any reason.

Subjects were to be discontinued from the study if their safety and well-being were determined
to be at risk. Discontinuation was at the discretion of the investigator or at the subject’s request.
Discontinuation was permanent; after a subject was discontinued, he/she was not allowed to
enroll again.

A subject could be discontinued from the study for any of the following reasons:

e Negative baseline culture (the subject was not required to return for an early
discontinuation visit).

e The subject withdrew his or her consent for any reason.

e The subject’s condition worsened and required alternative or supplemental therapy for
interdigital tinea pedis during the study. The subject was to be provided with effective
treatment after he or she was discontinued and that was to be documented in the source

document.

e A lack of treatment response. (Subjects who were discontinued due to lack of treatment
response after completing at least 7 days of treatment were considered treatment failures.)

e The subject’s study medication was unblinded.
e An adverse event (AE) occurred for which the subject desired to discontinue treatment or
the investigator determined that it was in the subject’s best interest to discontinue study

treatment.

e There was a significant protocol violation.
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e The subject was non-compliant with study medication applications.

e A concomitant therapy was reported or required that was liable to interfere with the
results of the study.

e The subject was lost to follow-up. The investigator documented efforts to attempt to
reach the subject at least twice by telephone and by a certified follow-up letter before
considering the subject lost to follow-up.

e The subject became pregnant.

Reviewer’s Comments:

The sponsor's criteria for patient removal from the study are acceptable.

Prior and Concomitant Therapy:

All prior medications taken within 30 days prior to signing the informed consent form (ICF) and
all concomitant therapy taken by the subject during the study were recorded on the case report
form (CRF). The identity of the therapy, dose, frequency, route of administration, start and stop
dates (or “continuing”), and indication were recorded.

The medications prohibited prior to Visit 1/Day 1 are listed in Table 3 with the subject exclusion

criteria. In addition, the following treatments were prohibited during the study after Visit 1/Day
1.

Table 4: Medications (Prescription and Over-the-Counter) Prohibited During the Study

Antipruritics, including antihistamines, within 24 hours of study visits (Visits 2 and 3).

Topical corticosteroid, antibiotic, or antifungal therapy applied to the feet

Systemic (e.g., oral or injectable) corticosteroid, antibiotic, or antifungal therapy

Immunosuppressive medication or radiation therapy

Any other topical products applied to the feet

Medications necessary for the health and well-being of the subject were permitted if they had
been at a stable dose within 30 days prior to signing the ICF. The use of any medication that
could affect the course of tinea pedis was prohibited during the entire study period.

Page 18 of 46
Reference ID: 3531053



OFFICE OF GENERIC DRUGS CLINICAL REVIEW

Treatments:
Study No. BTNF 1104
Product Test Reference Vehicle
Treatment ID Treatment A Treatment B Treatment C
Product Name Butenafine HCI Lotrimin Ultra® Cream Vehicle of
Cream, 1% Test product

Manufacturer Taro Schering-Plough Taro

Pharmaceuticals Inc. | HealthCare Products, | Pharmaceuticals Inc.

Inc.

Batch/Lot No. $229-60052 1HO2DA 5229-60051
Manufacture Date July 04, 2011 N/A June 30, 2011
Expiration Date N/A July 2014 N/A
Strength 1% 1% N/A
Dosage Form Cream Cream Cream
Bio-batch Size 160 kg N/A 160 kg
Dose and Treatment 1 application BID 1 application BID for | 1 application BID for
Period for 7 days 7 days 7 days
Route of Administration Topical Topical Topical

Each subject was instructed to apply the first dose at the study site. The proper use of the study
medication was demonstrated and observed by study staff who were not involved mn performing
any clinical assessments at the study site to ensure that subjects understood the instructions.
Subjects were instructed to apply a thin layer of study medication to cover the affected and
immediately surrounding areas on one or both feet 2 times per day, morning and evening, for 7
consecutive days whether or not the area(s) appeared chnically healed (a total of 14 consecutive
applications). Subjects were instructed not to dose within 4 hours of a scheduled study visit.

Reviewer’s Comments:

e [Instructions from the product draft guidance: Wash the affected skin with soap and water
and dry completely before applying study drug.

e Although not in the study report, the sponsor’s protocol mentions the washing and drying of
the affected skin prior to application of the study drug.

e Acceptable

Compliance:

Compliance was determined from the diary card, on which the subject was instructed to record
all applications made or missed. The number of applications was totaled by the study coordinator
or designee and recorded on the CRF. Subjects who applied less than 75% or more than 125% of
the 14 planned applications of study medication (less than 11 or more than 17 applications) were
considered non-compliant.

Reviewer’s Comments.

The sponsor’s criteria for compliance are consistent with the drug product draft guidance.
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Randomization:

Each eligible subject was randomly assigned in a 2:2:1 ratio to 1 of 3 treatment groups: Test,
Reference, or Vehicle, respectively. Randomization was performed according to a computer-

generated randomization scheme that was generated and maintained by a third party 08
(b) (4)

Reviewer’s Comments:

The sponsor’s randomization scheme is acceptable.

Blinding:

A double-blind technique was used. The Test, Reference, and Vehicle products were identical in
appearance and were packaged identically to maintain the treatment blind. Neither the subject
nor the investigational staff (investigator, evaluators, sponsor, and sponsor representatives) knew
which treatment a subject was receiving.

Each tube was labeled with a blank diaper label to blind the tube. A single panel label on each
tube displayed the following text: protocol number, subject number, amount, instructions for use
and storage, the Sponsor's name, and warnings: "For Topical Dermatologic Use Only," "Not for
Ophthalmic, Oral or Intravaginal Use," and "Caution: New Drug - Limited

by Federal (or United States) law to investigational use."

The tube carton label displayed the following information: protocol number, subject number and
initials, amount, date dispensed, instructions for use and storage, the Sponsor's name, and
warning: "For Topical Dermatologic Use Only," and "Caution: New Drug - Limited by Federal
(or United States) law to investigational use."

Unblinding Treatment for a Subject During the Study, per Sponsor protocol:

Unblinding by the Investigator should occur only in the event of an AE or SAE for which it is
necessary to know the study treatment to determine an appropriate course of therapy for the
subject and only with prior authorization from the Sponsor or designee. If unblinding is
necessary, the Investigator or study staff should contact the Medical Monitor immediately to
ensure that appropriate procedures are followed. The tear-off section of the 2-panel label
contains the product identification information under the tamper-evident occluding layer. If the
Investigator must identify the treatment assignment of an individual subject, the double-blind
occluding layer can be removed to reveal the subject's treatment. If unblinding occurs, the
subject must be discontinued from the study.

Reviewer’s Comments:

The sponsor’s blinding is acceptable.
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2.4.3.1.2 Endpoints/Variables

Efficacy Measures

KOH

After the feet were carefully cleaned with an alcohol wipe, a KOH wet mount of target lesion
skin scrapings was prepared by dissolving a portion of the scrapings in KOH solution and then
examining the KOH wet mount for presence of fungal hyphae. Segmented fungal hyphae must
have been identified under microscopic examination by the investigator at Visit 1/Day 1 for the
subject to have entered the study.

Fungal Culture

For subjects with positive KOH at Visit 1/Day 1, skin scrapings were obtained from the same
target lesion for fungal culture. A sufficient amount of scrapings were collected to facilitate
fungal culture plate inoculation and were sent to the designated reference laboratory. Testing was
performed to identify the isolates at the species level (e.g., T. rubrum, T. mentagrophytes, T.
tonsurans, or E. floccosum). A positive skin fungal culture at Visit 1/Day 1 was not an inclusion
criterion due to the time lag between obtaining the culture specimen and receiving the culture
results.

Clinical Assessments

Assessment of clinical signs and symptoms of the target lesion was performed at each visit.
Scoring was based solely on the target lesion. The clinical signs (erythema, scaling, maceration,
and fissuring/cracking) were graded at each visit by the same investigator if possible. Symptoms
(pruritus and burning/stinging) were graded at each visit by the subject. A minimum total signs
and symptoms score of 4 (with scores of at least 2 for erythema and at least 2 for scaling or
pruritus at Visit 1/Day 1) was required for study entry. Prior to Protocol Amendment 2, the total
signs and symptoms score was required to be at least 6 and to include a minimum score of 2 for
erythema and a minimum score of 2 for scaling.

The signs and symptoms were defined as follows:

Sign/Symptom Description

Erythema Redness

Scaling Thin, dry epidermal sheets shedding from skin

Maceration Soft, moist broken-down skin

Fissuring/Cracking | Deep furrowing clefts or slits in the skin

Pruritus Itching as determined by the subject

Burning/Stinging Burning, stinging or tingling sensation as
determined by the subject
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The scale for scoring severity of signs and symptoms was as follows:

Score | Assessment | Description

0 None Complete absence of sign or symptom
1 Mild Slight

2 Moderate Definitely present

3 Severe Marked, intense

Reviewer’s Comments:

o The sponsor’s procedure includes cleaning the feet with an alcohol wipe prior to the KOH
wet mount, which is not included in the product draft guidance. This is acceptable.

o The sponsor’s procedure for the fungal culture and clinical assessments are consistent with
the product draft guidance.

o The sponsor’s scale for scoring severity of signs and symptoms is consistent with the product
draft guidance.

e Acceptable

Safety Measures

Subjects were monitored for the occurrence of AEs, including SAEs, immediately after treatment
initiation to the subject’s last visit. All AEs were recorded on the CRF regardless of relationship
of treatment. The investigator assessed each AE in terms of the frequency, severity, and
relationship to study medication. Date of onset, action taken with the study drug, action taken
with the subject, and outcome were also recorded. Any AE potentially related (defined as
possibly, probably, or definitely related) to study medication was to be followed to resolution,
stabilization, being deemed clinically insignificant, or until the subject was lost-to-follow-up.
Subjects were queried regarding AEs at all site visits. Subjects were questioned and/or examined
by the investigator or a qualified designee for evidence of AEs. The presence or absence of
specific AEs was not elicited from subjects.

Reviewer’s Comments:

The sponsor’s safety measures are acceptable.

Primary Endpoint:

The primary efficacy endpoint was the proportion of subjects in each treatment group who
obtained therapeutic cure at Visit 3/Day 42 (+ 4 days). Therapeutic cure was defined as an
achievement of both mycological cure (negative KOH wet mount and a negative fungal culture)
and clinical cure (total signs and symptoms score no more than 2 with no individual severity
score greater than 1 on the 4-point scale).

Reviewer’s Comments:

The sponsor’s primary endpoint is consistent with the drug product draft guidance.
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2.4.3.1.3 Statistical analysis plan

The statistical analysis plan (SAP) used for the sponsor's analyses is provided in Appendix
16.1.9 of the sponsor's study report.

Patient Populations:

The sponsor performed efficacy analyses on the mITT and PP populations. The sponsor
performed safety analyses on the ITT population.

Subjects who are discontinued early due to lack of treatment response after completing at least 7
days of treatment were analyzed in the mITT and PP populations as treatment failures if they met
all other criteria for the corresponding populations. Subjects who applied topical drug therapy
other than the study medication to the feet for treatment of irritation or pruritus after the
treatment phase of the study were analyzed in the mITT and PP populations as treatment failures
if they met all other criteria for the corresponding populations.

Subjects discontinued early for other reasons were excluded from the PP population but included
in the mITT population using the last-observation-carried-forward (LOCF) approach if they
completed at least 1 post-baseline visit.

Intent-to-Treat (ITT) Population

The sponsor’s definition:
An intent-to-treat (ITT) subject was any individual who:
1. was enrolled into the study
2. applied at least 1 dose of assigned study medication.

Reviewer’s Comments:

o According to the product draft guidance, the safety population includes all randomized
subjects who received study product.

o The sponsor’s definition of the ITT (safety) population is slightly different than that of the
product draft guidance, but acceptable.

Per-Protocol (PP) Population

The sponsor’s definition:
A per-protocol (PP) subject, consistent with the protocol, was any individual who:
1. was enrolled in the study and met all inclusion/exclusion criteria
2. had a positive baseline skin fungal culture for 7. rubrum, T. mentagrophytes, T.
tonsurans, or E. floccosum
3. did not take any concomitant medications prohibited by the protocol or have any other
significant protocol violations
4. returned for Visit 3/Day 42 (+ 4 days) within the designated visit window with a
compliance rate between 75% and 125% (at least 11 applications and no more than 17
applications).
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For the purpose of determining the PP status of the subject, a “protocol violation” was any
subject or investigator activity that could have interfered with the therapeutic administration of
the treatment or the precise evaluation of treatment efficacy.

Reviewer’s Comments:

The sponsor’s definition of the PP is consistent with Drug Product draft guidance.

Modified Intent-to-Treat (mITT) Population

The sponsor’s definition:
A modified intent-to-treat (mITT) subject was any individual who:
1. was enrolled in the study and met all inclusion/exclusion criteria
2. had a positive baseline skin fungal culture for 7. rubrum, T. mentagrophytes, T.
tonsurans, or E. floccosum
3. applied at least 1 dose of assigned study medication
4. returned for at least 1 visit after Visit 1/Day 1.

Reviewer’s Comments:

The sponsor’s definition of the mITT population is consistent with the product draft guidance.

Primary Endpoint Analysis:

The sponsor’s primary efficacy endpoint was the proportion of subjects in each treatment group
who obtained therapeutic cure at Visit 3/Day 42 (+ 4 days). Therapeutic cure was defined as an
achievement of both mycological cure (negative KOH wet mount and a negative fungal culture)
and clinical cure (total signs and symptoms score no more than 2 with no individual severity
score greater than 1 on the 4-point scale).

The Test product would be considered bioequivalent to the Reference product if the 90%
confidence interval (CI) on the difference in their proportions of cures, calculated by the Wald’s
method with Yates’ continuity correction, was contained within the limits -0.20 to +0.20 for the
PP population.

The sponsor compared the difference between each active treatment (Test and Reference) group
in the proportion of patients with success at Visit 3 (End of Study) with that of the vehicle group
using independent, 2-sided, o = 0.05, continuity-corrected Z-tests. The active treatment was
considered superior to the Placebo if the proportion of patients with success in the active
treatment group was significantly greater and statistically different than for patients in the
vehicle group.

Reviewer’s Comments:

The bioequivalence analysis is consistent with Drug Product draft guidance.

For determining adequate study sensitivity, the mITT study population and the LOCF should be
used. The sponsor’s analysis for study sensitivity is acceptable.
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Missing values or Dropouts:

Missing efficacy data were imputed using the LOCF method in the mITT analysis. In the PP
analysis, efficacy data from the subject’s last visit were carried forward to all the subsequent visits
only for subjects who discontinued early due to lack of treatment response.

Subjects who were discontinued early due to lack of treatment effect after completing at least 7 days
of treatment and subjects who applied topical drug therapy other than the study medication to the feet
for treatment of irritation or pruritus after the treatment phase of the study were considered as
treatment failures in the analysis of the primary endpoint for the mITT and PP populations if they
met the criteria for the corresponding populations.

For demographic and baseline characteristics and the safety profile, each variable was analyzed using

all available data. Subjects with missing data were excluded only from the analyses for which data
were not available.

Reviewer’s Comments:

The sponsor's statistical plan for missing values and dropouts is acceptable.

Changes to the Planned Analyses

Although the secondary efficacy endpoints were deleted by Protocol Amendment 3, those
analyses were described in the Statistical Analysis Plan and are therefore presented briefly in this
report. Although the protocol identified MedDRA version 14.0, version 14.1 was used for coding
in this study.

Reviewer’s Comments:

There are no secondary efficacy endpoints in the product draft guidance. Changing the MedDRA
version from 14.0 to 14.1 had no impact on the planned analyses. The sponsor’s changes to the
planned analyses are acceptable.

Changes to the Conduct of the Study

Subjects were first enrolled in the study under Protocol Version 2 (Amendment 1, 19 December
2011). Protocol Version 4 (Amendment 3, 10 April 2012), the final version, and summaries of the
changes in Amendment 2 and Amendment 3 are provided in Appendix 16.1.1 Final Protocol, Version
4 (Amendment 3, 10 April 2012).

The major changes in Amendment 2 were based on recommendations from the FDA:

e Inclusion criterion #5 was changed from requiring the sum of clinical signs and symptoms
scores of the target lesion of at least 6 to at least 4 and the minimum score of 2 for scaling
was changed to a minimum score of 2 for scaling or pruritus.

e T tonsurans was added as an allowed causative dermatophyte.

e The PP definition was revised to delete the wording indicated here by strikethrough font:

“...(d) returned for Visit 2/Pay-8(+3-days)yand Visit 3/Day 42 (4 days), within the

designated visit window with a compliance rate between 75% and 125% (at least 11

applications and no more than 17 applications) OR-diseontinted-the-study-due-to-lackof
s ; | ; ) Leations.”
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e The definition of treatment failure was changed from lack of treatment response after
completing at least 7 consecutive applications to after completing at least 7 days of treatment.

The major changes in Amendment 3 were based on the FDA BE Draft Guidance for Butenafine
Hydrochloride (March 2012):

e Inclusion criterion #2 was changed from requiring subjects to be at least 12 years of age to at
least 18 years of age and references to assent were deleted.

e The secondary efficacy endpoints (proportion of subjects with clinical cure at Visit 3 and
with mycological cure at Visit 3) were deleted.

Reviewer’s Comments:

The study and associated data are typically evaluated with respect to the product draft guidance.
The clinical review of this study data has taken into consideration the sponsor’s more stringent
criteria in the screening out of the study patients.
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Safety Analysis

2.4.3.2 Study Conduct

Patient Disposition:

Table 5: Patient Disposition (per Sponsor)
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Protocol Violations:

Table 6: Major Protocol Deviations/Violations (per Sponsor)
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Reviewer’s Comments:

e The sponsor’s data and protocol deviations were reviewed.

e The following changes to the Sponsor’s mITT & PP populations to form the FDA mITT
(FmITT) and FDA PP (FPP) populations are made:

Table 7: Changes to the Sponsor’s mITT & PP populations to form FDA mITT (FmITT)
and FDA PP (FPP) populations

Recommendation/Reason/Patient# | Violation

Exclude from both FDA mITT & PP populations

Exclude from only FDA PP population
None

Include in FDA PP population
None
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Patient Populations:

Table 8: Number of Subjects in the Sponsor’s and FDA’s ITT, mITT and PP Populations
(per Sponsor and per FDA Statistician)

Test Reference  Vehicle Total

Enrollment 283 283 141 707
Total exclusion from Sponsor’s ITT population 0 0 0 0
Total Sponsor’s ITT population (ITT) 283 283 141 707
Total exclusion from Sponsor’s PP population 100 89 49 238
Total Sponsor’s PP population (PP) 183 194 92 469
Additional exclusion for FDA’s PP population
Prohibited Medication 5 1 0 6
Inclusion criteria violation (<18 years old) 1 1 3 5
Inclusion criteria violation (clinical diagnosis) 0 1 1 2
Exclusion criteria violation (past medical history) 0 0 1 1
Total FDA’s PP Population (FPP) 177 191 88 456
Total exclusion from sponsor’s mITT population 82 72 38 192
Total Sponsor’s mITT population 201 211 103 515
Additional exclusions for FDA’s mITT population
Prohibited Medication 5 1 0 6
Inclusion criteria violation (<18 years old) 1 1 3 5
Inclusion criteria violation (clinical diagnosis) 0 1 1 2
Exclusion criteria violation (past medical history) 0 0 1 1
Total FDA’s mITT population (FITT) 195 208 99 502
Number discontinued study 6 8 5 19
Number completed study 189 200 94 483
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Baseline Characteristics:

Retention of Reserve Samples:

Per the sponsor’s protocol:

Each investigational site where study medication is dispensed to at least 1 subject will be
required to randomly select 1 block (5 consecutively numbered subject boxes) of study
medication to be maintained as retain samples. The Investigator will maintain one randomly
selected block of study medication from each shipment of study medication received. As per
Title 21 CFR 320.38 and 320.63 and the guidance "Handling and Retention of BA
[Bioavailability] and BE [Bioequivalence] Testing Samples," "Each reserve sample shall be
stored under conditions consistent with the product labeling and in an area segregated from the
area where testing is conducted and with access limited to authorized personnel. Retain samples
shall be stored for a period of at least 5 years following the date on which the application or
supplemental application is approved, or, if such application or supplemental application is not
approved, at least 5 years following the date of completion of the bioavailability study in which
the sample from which the reserve sample was obtained was used."

If not maintained by the study site, a third-party storage facility will be identified where the
retain sample study medication may remain until such time as notification is received from the
Sponsor that the samples are no longer required.
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Demographics

Table 9 lists the demographics for the ITT population. According to the sponsor's analysis, the treatment groups in the ITT population were
comparable for most demographic characteristic (P > 0.05) except age (years) (p=0.017).

Table 9: Demographic Characteristics: BTNF 1104, Butenafine Hydrochloride Cream, 1% (ITT, per sponsor)
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Table 10 lists the demographics for the PP population. According to the sponsor's analysis, the treatment groups in the PP population were
comparable for most demographic characteristics (P > 0.05).

Table 10: Demographic Characteristics: BTNF 1104, Butenafine Hydrochloride Cream, 1% (PP Population, per sponsor)

Page 33 of 46
Reference ID: 3531053



OFFICE OF GENERIC DRUGS CLINICAL REVIEW

No subject had a positive pregnancy test during the study.

Reviewer’s Comments:

Although there was a difference for age in the ITT population (p=0.017), treatment groups were
comparable for the mITT and PP population. Subjects under the age of 18 are excluded from the
FDA analyses. The sponsor’s PP population includes subjects under the age of 18.

Baseline Dermatological Examination:

Table 11: KOH and Mycological Evaluations of Target Site at Baseline: BTNF 1104,
Butenafine Hydrochloride Cream, 1% (PP Population, per sponsor)

Note: Subjects may be positive for more than one dermatophyte.

Table 12: KOH and Mycological Evaluations of Target Site at Baseline: BTNF 1104,
Butenafine Hydrochloride Cream, 1% (mITT Population, per sponsor)

Note: Subjects may have been positive for more than one dermatophyte.

Reviewer’s Comments:

The baseline dermatological examination parameters appear to be similar between the test and
reference products. As recommended in the product draft guidance, greater than 50% of PP and
mlITT populations (per sponsor) patients were positive for T. rubrum.
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Table 13: Clinical Assessment of Target Site at Baseline: BTNF 1104, Butenafine
Hydrochloride Cream, 1% (PP Population, per sponsor)
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Table 14: Clinical Assessment of Target Site at Baseline: BTNF 1104, Butenafine
Hydrochloride Cream, 1% (mITT Population, per sponsor)

2.4.3.3 Results
2.4.3.3.1 Primary Endpoint

The primary efficacy endpoint was the proportion of subjects in each treatment group who
obtained therapeutic cure at Visit 3/Day 42 (+ 4 days). Therapeutic cure was defined as an
achievement of both mycological cure (negative KOH wet mount and a negative fungal culture)
and clinical cure (total signs and symptoms score no more than 2 with no individual severity
score greater than 1 on the 4-point scale).

The sponsor’s and FDA’s statistical analysis, in the PP population, shows the 90% CI of the
difference in therapeutic cure rates between the test product and RLD treatment groups at the

Page 36 of 46
Reference ID: 3531053



OFFICE OF GENERIC DRUGS CLINICAL REVIEW

test-of-cure visit (study Day 38-46) was (-0.61%, 17.52%), within [-0.20, +0.20] for
dichotomous variables (success versus failure) for both analyses. The test product and RLD are
comparable.

According to the sponsor's and FDA’s analysis, the two active treatments were statistically

superior to placebo (p<0.05) with regard to the therapeutic cure rate at the test-of-cure visit

(study Day 38-46), using the mITT study population and Last Observation Carried Forward
(LOCF).
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Table 15: Primary Endpoint Analysis: Proportion of Subjects with Therapeutic Cure at Visit 3/Day 42 (£ 4 days) (per sponsor and FDA

Statistician)
Sponsor FDA
Test | Reference | Placebo Test | Reference | Placebo

PP Population

N 183 194 92 177 191 88

Cure 106 96 14 103 95 13

(57.9%) (49.5%) (15.2%) (58.19%) | (49.74%) | (14.77%)

ig‘ﬁrgfgr Testand (-0.51%, 17.39%)' (0.61, 17.52)
* From ANDA 205181 in EDR[0000 (1) 02/04/2013 ORIG-1/Multiple Categories/Subcategories/ module 5.3.5.1/Study Report Body/report-body/page 64/92 Table
14.2.1]

mITT = modified intent-to-treat; N = number of patients; PP = per-protocol; vs = versus

The last-observation-carried-forward approach was used to impute missing efficacy results for the mITT and PP patients who discontinued due to treatment failure.
Therapeutic cure was defined as an achievement of both mycological cure (negative KOH wet mount and a negative fungal culture) and clinical cure (total signs and
symptoms score no more than 2 with no individual severity score greater than 1 on the 4-point scale).

'The sponsor’s confidence intervals for the proportional difference were calculated using Wald’s method with Yates’ continuity correction.

“The sponsor’s p values for comparing proportions used a Z-test with continuity correction.
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Table 16: Proportion of Subjects with Therapeutic Cure at Visit3/Day 42 (+4 days) in the sponsor’s mITT Population and FDA’s mITT

Population
Sponsor P-value for FDA P-value for
Superiority Superiority
Test vs | Reference Test vs | Reference
Test Reference | Placebo | Vehicle VS. Test Reference Placebo Vehicle VS.
Vehicle Vehicle
N | 201 211 103 195 208 99
Cure | 112(55.7%) | 102(48.3%) | 15(14.6%) <.0001° 109(55.90%) | 101(48.56%) | 14(14.14%) | <.0001*
No | 89(44.3%) | 109(51.7%) | 88(85.4%) <.001° 86(44.10%) | 107(51.44%) | 85(85.86%) <.0001%*
Cure

P-values for treatment comparisons from two-sided Z-tests with continuity correction
*results from both Fisher’s exact and approximate Z tests
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2.4.4 Bioequivalence Conclusion

The FDA'’s statistical analysis shows the 90% CI of the difference in therapeutic cure rates
between the test product and RLD treatment groups at the test-of-cure visit (study Day 38-46)
was (-0.61%, 17.52%), within [-0.20, +0.20] for dichotomous variables (cure versus failure),
using the PP population for Study BTNF 1104 (1% strength).

The test product and RLD were statistically superior to placebo (p<0.05) with regard to the
therapeutic cure rate at the test-of-cure visit (study Day 38-46), using the mITT study population
and Last Observation Carried Forward (LOCF).

2.5 Comparative Review of Safety
2.5.1 Brief Statement of Conclusions

These studies showed similar TEAEs with use of the test and reference products in both studies
for ITT patients. A brief summary is provided below.

Study # Total Test RLD Placebo | Comment
™) (n) (n) (n)
Study BTNF 1104 707 283 283 141
(1% strength)
Patients with at least 36 12 16 8 e 2 SAEs were
one TEAE (5.1%) | (4.2%) (5.7%) (5.7%) reported (RLD)
Discontinued study 0 0 0 0
drug due to above (0.0%) (0.0%) (0.0%) (0.0%)
AE
Subjects with at 21 8 8 5
least 1 Mild TEAEs | (3.0%) | (2.8%) | (2.8%) | (3.5%)
Subjects with at 13 4 6 3
least 1 Moderate (1.8%) | (1.4%) | 2.1%) | (2.1%)
TEAEs
Subjects with at 2 0 2 0
least 1 Severe (0.3%) (0.0%) (0.7%) (0.0%)
TEAEs
TEAESs considered 4 1 3 0
to be possibly, (0.6%) | (0.4%) | (1.1%) | (0.0%)
probably, or
definitely related to
study medication
Application Site 1 1 0 0
Reaction (0.1%) | (0.4%) | (0.0%) | (0.0%)
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2.5.2 Description of Adverse Events

Of the 707 ITT treated subjects, 36 experienced 1 or more TEAEs during the study (4.2% Test,
5.7% Reference, 5.7% Vehicle). No TEAE occurred in more than 1.4% of subjects in any
treatment group. The most frequently reported TEAEs were upper respiratory tract infection and
headache, which were reported for 4 and 3 subjects overall, respectively. Subjects with at least 1
Mild TEAEs for test, reference, and vehicle groups were 2.8%, 2.8%, and 3.5%, respectively.
Subjects with at least 1 Moderate TEAESs for test, reference, and vehicle groups were 1.4%,
2.1%, and 2.1%, respectively. Among the 36 subjects with TEAEs, subjects with at least 1 severe
event were reported for 2 subjects (0.7%) in the Reference group and no subjects in the Test and
Vehicle groups. TEAEs considered to be possibly, probably, or definitely related to study
medication were reported for 1 subject (0.4%) in the Test group, 3 subjects (1.1%) in the
Reference group, and no subjects in the Vehicle group. There was 1 report of a MedDRA System
Organ Class skin and subcutaneous tissue disorder TEAE (pruritus, Reference group). Two
subjects, both 1n the Reference group, had SAEs (car accident and pneumonia) that were
considered unlikely related to study medication. No deaths were reported and no subject was
discontinued from the study or had treatment interrupted due to TEAEs.

Reviewer's Comment:

The sponsor’s analysis results indicate there was no statistically significant difference between

the test and reference products in the % of subjects reporting:

e TFEAEs regardless of the relationship to the study medication for the ITT population. (p-value
=0.562.)

o TFEAEs possibly, probably, or definitely related to study medication for the ITT population.
(p-value = 0.624)

The sponsor provided data on TEAEs by MedDRA System Organ Class and Preferred Term for
Intent-to-Treat Subjects. These data were further divided into the following categories:

o Severity (mild, moderate, severe)

e Relationship to Study Medication (unrelated, related)
The sponsor did not provide inferential statistics on the TEAEs data.

Table 17: Number (%) of Subjects Reporting Treatment-Emergent Adverse Events
(TEAEsS) for Intent-to-Treat Subjects (per sponsor)

p-value
Test Reference Vehicle Testvs,
Relationship to Study Medication (N=283) (N=283) [N=141) Reference
Subjects with Treatment-Emergent Adverse Events (TEAFs) Regardless 12( 4.2%) 16{ 5.7%) 8 [ 5.7%) 0.562!
Relationship to Study Medication
Subjects with Treatment-Emergent Adverse Events (TEAEs) Possibly, 1( 0.4%) 3( 1L.1%) 0 0.0%) 0624

Probably. or Definitely Related ro Smdy Medication

! P-values for comparisons between the two active treatment groups ffom Fisher's exact tests.
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2.6 Relevant Findings From Other Consultant Reviews
2.6.1 Review of the OSI Report

An OSI inspection was requested on 09/04/2013.
At the time of this review, the inspection results are pending.

2.6.2 Review of the FDA Statistical Report

The FDA statistical analyses support the bioequivalence of the Test and the Reference products.
The FDA'’s statistical analysis shows the 90% CI of the difference in therapeutic cure rates
between the test product and RLD treatment groups at the test-of-cure visit (study Day 38-46)
was (-0.61%, 17.52%), within the established bioequivalence limits of [-0.20, +0.20].

The proportion of patients with therapeutic cure for the Test and Reference products were
demonstrated by the FDA’s analysis to be superior to placebo.

For details of the FDA statistical analyses, please see Section 2.4.3.3 of this review.

3 DARRTS ANDA 205181 09/04/2013 FRM-CONSULT-09(Biopharmaceutical Inspections Request) Original-1
(Unknown)
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2.7 Formulation

Table 18: Test Product Formulation*

Strength (Label claim) 1%

Ingredient Quality | Quantity mg/g | Function
Standard | (% w/w)

Butenafine Hydrochloride Taro 1.000 10.00 | Active Pharmaceutical Ingredient

White Pefrolatum USP

Cetyl Alcohol NF

Stearic Acid NF

Glyceryl Monostearate SE Taro

Propylene Glycol Taro

Dicaprylate

Purified Water USP

Glycerin USP

Polyoxyethylene (23) Taro

Cetyl Ether

Trolamine NF

Sodium Benzoate NF

Benzyl Aleohol NF

Total theoretical weight - | 100.00 | 1000.0

Table 19: RLD Formulation®
Ingredients Percentage (w/w)

Purified water USP
Propylene glycol dicaprylate
Glycerine USP

Cetyl alcohol NF

Glyceryl monostearate
White petrolatum USP
Stearic acid NF
Polyoxyethylene cetyl ether
Butenafine HCl

Benzyl alcohol NF
Diethanolamine NF
Sodium benzoate NF

* \\cdsesubl\evsprod\anda205181\0000\m3\32-body-data\32p-drug-prod‘butenafine-hydrochloride-cream-topical-
cream-taro-canada\32p1-desc-comp'descr-comp-dp .pdf. page 2/2

> DARRTS NDA 021307 10/04/2005 FRM-ADMIN-42(Action Package) Original-1 (Type 8- Partial Rx to OTC
Switch). page 343/506
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Table 20: Formulation Comparison

Inactive Ingredient

White petrolatum

Cetyl alcohol

Stearic acid

Glyceryl monostearate
Propylene glycol dicaprylate
Purified water

Glycerin

Polyoxyethylene cetyl ether
Trolamine

Sodium benzoate

Benzyl alcohol
Diethanolamine

Reviewer's Comment:

The test and reference products are quantitatively and qualitatively different. These qualitative
and quantitative differences are acceptable at the levels listed from a regulatory perspective, as
determined by the filing review from the Regulatory Support Branch.

The study results show no apparent effect of the formulation differences on product performance
or safety. The test product formulation is acceptable.

2.8 Conclusion and Recommendation
2.8.1 Conclusion

The sponsor’s and FDA s statistical analysis, in the PP population, shows the 90% CI of the
difference in therapeutic cure rates between the test product and RLD treatment groups at the
test-of-cure visit (study Day 38-46) was (-0.61%, 17.52%), within [-0.20, +0.20] for
dichotomous variables (success versus failure) for both analyses. The test product and RLD are
comparable.

According to the sponsor's and FDA’s analysis, the two active treatments were statistically
superior to placebo (p<0.05) with regard to the therapeutic cure rate at the test-of-cure visit.
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2.8.2 Recommendations

From a clinical bioequivalence standpoint, this application is recommended for approval,
pending satisfactory OSI inspection.
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CLINICAL BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 205181 APPLICANT: Taro Pharmaceuticals U.S.A., Inc.

DRUG PRODUCT: Butenafine Hydrochloride Cream, 1%

The Division of Clinical Review has completed its review based on the information available
prior to the Office of Scientific Investigation (OSI) inspection findings and has no further
questions at this time.

Based on information available prior to OSI inspection findings, the data submitted to ANDA
205181, using the primary endpoint of the proportion of subjects in each treatment group who
obtained therapeutic cure at Visit 3/Day 42 (+ 4 days) are adequate to demonstrate
bioequivalence of Taro Pharmaceuticals U.S.A., Inc.’s Butenafine Hydrochloride Cream, 1%
with the reference listed drug Lotrimin Ultra® (Butenafine Hydrochloride Cream ), 1%.
Therapeutic cure was defined as an achievement of both mycological cure (negative KOH wet
mount and a negative fungal culture) and clinical cure (total signs and symptoms score no more
than 2 with no individual severity score greater than 1 on the 4-point scale).

Please note that the clinical bioequivalence comments provided in this communication are
preliminary. These comments are subject to revision after review of the entire application, upon
consideration of the chemistry, manufacturing and controls, microbiology, labeling, or other scientific
or regulatory issues. Please be advised that these reviews may result in the need for additional
bioequivalence information and/or studies, or may result in a conclusion that the proposed
formulation is not approvable.

Sincerely yours,

{See appended electronic signature page}

John R. Peters, M.D.

Director, Division of Clinical Review
Office of Generic Drugs

Center for Drug Evaluation and Research

Reference ID: 3531053

{See appended electronic signature page}

Dale P. Conner, Pharm.D.

Director, Division of Bioequivalence I
Office of Generic Drugs

Center for Drug Evaluation and Research
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ANDA 205181 Butenafine Hydrochloride Cream, Statistical Evaluation of Bioequivalence
1 EXECUTIVE SUMMARY

The data from one clinical study in ANDA 205181 support the conclusion that Taro Pharmaceuticals
USA Inc Butenafine HCI Cream 1% (test product) is clinically equivalent to Lotrimin Ultra® Butenafine
HCI Cream, 1% (reference product) in the treatment of interdigital tinea pedis.

The purpose of this review is to assess the safety and bioequivalence of a generic Butenafine HCI Cream
1% and reference listed Lotrimin Ultra® (Butenafine HCI Cream, 1%), and to compare both active
treatments to a vehicle control in the treatment of interdigital tinea pedis. Study BTNF104 is the only
clinical study that the sponsor submitted to support this application. It was a double-blind, randomized,
parallel-group, vehicle-controlled and multicenter study conducted in the US. Seven hundred seven
subjects were randomized in a 2:2:1 ratio to 1 of 3 treatment groups: test, reference or vehicle,
respectively. The primary efficacy endpoint is the proportion of subjects in each treatment group who
achieved therapeutic cure at Visit3/Day 42(+4 days). Therapeutic cure was defined as an achievement of
both mycological cure (negative KOH wet mount and a negative fungal culture) and clinical cure (total
signs and symptoms score no more than 2 with no individual severity score greater than 1 on the 4-point
scale). No secondary efficacy endpoint was specified in this study. The primary analysis population for
bioequivalence testing was the FDA’s per-protocol population,and the FDA’s modified ITT population
for the superiority testing.

There was no major statistical or data quality issue in this application. The findings from reviewer’s
analyses were consistent with sponsor’s analyses. The test product (58.2%) was bioequivalent to the
reference product (49.7%) in the FDA’s PP population with the 90% CI on the difference between two
rates being (-0.61%, 17.52%). This is within the range of -20% to +20%, demonstrating equivalence. The
test (55.9%) and reference (48.56%) products were both superior over vehicle (14.14%) in the FDA’s
mITT population with p<0.0001.
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2 INTRODUCTION

2.1 Overview

The applicant has developed Butenafine Hydrochloride Cream, 1%; and seeks to show bioequivalence of
this generic version to Lotrimin Ultra® (Butenafine HCI Cream, 1%). Lotrimin Ultra® is indicated for
the topical treatment of athlete's foot between the toes, jock itch, and ringworm. . Butenafine HCI
Cream 1% is a benzylamine derivative with a similar mode of action as the allylamine class of antifungal
drugs. Butenafine HCT has shown to be active against most strains of the following microorganisms both
in vitro and in clinical infections: E. floccosum, Malassezia furfur, T. mentagrophytes, T. Rubrum, and T.
fonsurans.

Study BTNF 1104 was a double-blind, randomized, parallel-group, vehicle-controlled and multicenter
study to evaluate the safety and bioequivalence of a generic Butenafine HCI Cream 1% and reference
listed Lotrimin Ultra® (Butenafine HCI Cream, 1%), and to compare both active treatments to a vehicle
control in the treatment of interdigital tinea pedis.

Reference drug

Reference Listed Drug Lotrimin Ultra® Cream, 1%

RLD Firm MSD Consumer Care Inc.

NDA # 21-307

Date of RLD Approval December 7, 2001

Approved Indication(s) For the topical treatment of interdigital tinea pedis (athlete’s foot),
tinea corporis (ringworm) and tinea cruris (jock itch) due to E.
Floccosum, T. Mentagrophytes, T. rubrum, and T. tonsurans.

Recommended Dosing For interdigital tinea pedis, the cream should be applied twice daily

Regimens for 1 week (morning and night) or once daily for 4 weeks, or as
directed by a doctor. For tinea corporis and tinea cruris, it should be
applied once daily for 2 weeks, or as directed by a doctor.

Study BTNF 104 is the only clinical study that the sponsor submitted to support this application. Subjects
were randomized in a 2:2:1 ratio to 1 of 3 treatment groups: test, reference or vehicle, respectively. The
study enrolled subjects from 20 sites in the US. Protocols were amended three times during the study.
Important changes involving inclusion/exclusion criteria are summarized as follows:

Table 1: Summary of Protocol Amendments

Amendment #/ Original text Revised text
Date
Amendment Inclusion criteria # 2: Subjects will be Inclusion criteria # 2: Subjects will be
#1/Dec-19-2011 | healthy males or non-pregnant, non- healthy males or non-pregnant, non-
lactating females at least 18 years of age | lactating females at least 12 years of age
and older.....etc and older.....etc

Page | 5
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Amendment
#2/Feb-15-2012

Inclusion criteria # 5: Has sum of the
clinical signs and symptoms scores of
the target lesion of at least 6, including a
minimum score of 2 for erythema and a
minimum score of 2 for scaling

Inclusion criteria # 5: Has sum of the
clinical signs and symptoms scores of the
target lesion of at least 4, including a
minimum score of 2 for erythema and a
minimum score of 2 for scaling or
pruritus

Amendment
#2/Feb-15-2012

Subjects will be discontinued from the
study and will not be required to return
at visit 3 if their baseline cultures are
not positive for causative
dermatophytes, i.e., Trichophyton
rubrum, trichophyton mentagrophytes,
or Epidermophyton floccosum

Subjects will be discontinued from the
study and will not be required to return at
visit 3 if their baseline cultures are not
positive for causative dermatophytes, i.e.,
Trichophyton rubrum, trichophyton
mentagrophytes, Trichophyton
tonsurans or, Epidermophyton
floccosum

Amendment #3
/Apr-10-2012

Inclusion criteria # 2: Subjects will be
healthy males or non-pregnant, non-
lactating females at least 12 years of age
and older.....etc

Inclusion criteria # 2: Subjects will be
healthy males or non-pregnant, non-
lactating females at least 18 years of age
and older.....etc

Note: Amendment #3 reverses the change to inclusion criteria # 2 in Amendment #1

2.2 Data Sources

The data reviewed for this report consisted of data tables in the electronic archives, case report forms, and
clinical study report. All tables in this report were independently verified and sources were indicated
where applicable. The data reviewed are located under ANDA 205181:

\\CDSESUBI\EVSPROD\ANDA205181\0000\m5.

3 STATISTICAL EVALUATION

Data submitted were adequate and no issue in terms of data quality or analysis was identified by the

reviewer.

31

Evaluation of Efficacy

3.1.1 Study Design and Endpoints

Study BTNF 1104 was a double-blind, randomized, parallel-group, vehicle-controlled and multicenter
study to evaluate the safety and bioequivalence of a generic Butenafine HCI Cream 1% and reference
listed Lotrimin Ultra® (Butenafine HCI Cream, 1%), and to determine whether the efficacy of each of the
2 active treatments was superior to that of the vehicle cream in subjects with interdigital tinea pedis.
Subjects were randomized in a 2:2:1 ratio to 1 of 3 treatment groups: test, reference or vehicle,
respectively. The study enrolled subjects from 20 sites in the US. Subjects applied the study medication 2
times per day for 7 consecutive days. The schedule of study procedures is shown in the following table.

Reference ID: 3522967
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Table 2: Schedule of Study Procedures

Source: clinical study report, table 9.3 at page 26
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The primary efficacy endpoint was the proportion of subjects in each treatment group who achieved
therapeutic cure at Visit3/Day 42 (+4 days). Therapeutic cure was defined as an achievement of both
mycological cure (negative KOH wet mount and a negative fungal culture) and clinical cure (total signs
and symptoms score no more than 2, with no individual severity score greater than 1 on the 4-point scale).
No secondary efficacy endpoint was specified in this study.

Comments: The study design and definition of primary efficacy endpoint follow the recommendation of
draft guidance on Butenafine Hydrochloride' and, therefore, they are adequate.

3.1.2 Statistical Methodologies

Sponsor’s method

Equivalence:
The compound hypothesis to be tested for clinical equivalence between test and reference was:

H,: P1+-Pr <-0.20 or Pt-Pr > 0.20 vs.
H,: -0.20 < P1-Pr < 0.20

where Pt and P were the proportions of subjects with therapeutic cure at Visit 3/Day 42 (x4 days) for the
test and reference products, respectively.

The test product would be considered bioequivalent to the reference product if the 90% confidence
interval on the difference in the proportions of cures , using Wald’s method with Yate’s continuity
correction, was contained within the limits -0.20 to +0.20 for the PP population.

Superiority
The compound hypothesis to be tested for superiority of test and reference over vehicle was

HO: PTS PV or PRS PV VS.
Ha: PT> PV and PR> PV

where Pr, Pr and Py were the proportions of subjects with therapeutic cure at Visit 3/Day 42 (+4 days) for
the test, reference and vehicle products, respectively.

Superiority would be established if the proportion of cures in the active treatment groups was
significantly greater than that in the vehicle group in the mITT population, using continuity-corrected Z-
tests at 2-sided level of 0.05.

Reviewer’s method

Equivalence
Based on the usual method used in the Office of Generic Drugs (OGD) for binary outcomes, the 90%

confidence interval for the difference in proportions between the test and reference treatments should be
contained within -0.20 to 0.20 in order to establish equivalence. The “cure” at visit 3 in the PP population
was the primary outcome for the bioequivalence analysis.

! http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm081288.htm
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The compound hypothesis to be tested is:

H,: Pt-Pr <-0.20 or Pr-Pr > 0.20 vs.
H,: -0.20 < P1-Pr £0.20

where Pt and Pr were the cure rate of test and reference products, respectively.
Let n, =sample size of test treatment group, 71, = sample size of reference treatment group,

1/2

and se=(pr(1=pp)/ n.+ pr(1=pp)/ ng)
where p, and p, were the observed cure rates for the test and reference groups, respectively; and se was

the estimated standard error of p, - p, . The 90% confidence interval for the difference in proportions
between test and reference was calculated as follows, using Yates’ correction:

L=(p,- pg)—1.645se—(1/n, +1/n,)/2
U=(p, - pg)+1.645se+(1/n, +1/n,)2

We reject Hy if L > -0.20 and U <0.20. Rejection of H, supports the conclusion of equivalence of two
products.

The applicant’s statistical method to establish equivalence and equivalence boundary were adequate.
However, the hypothesis was slightly different (< vs. < in the H,) from the one recommended in the draft
guidance. The reviewer performed analysis using the same method as the sponsor but drew conclusions
based on the hypothesis described in the draft guidance. For superiority testing, Fisher’s exact test (at 2-
sided level of 0.05) was used for the assessment, in addition to approximate method - continuity-corrected
Z-test.

For superiority testing, sensitivity analysis was performed on those subjects with complete data to
compare the results from primary mITT population using last observation carried forward (LOCF).

3.1.3 Analysis population

Bioequivalence testing between the test and reference products was conducted in the per-protocol (PP)
population, which consists of all subjects randomized, who met all inclusion/exclusion criteria, who had a
positive baseline skin fungal culture for Trichophyton rubrum, Trichophyton mentagrophytes,
Trichophyton tonsurans, or Epidermophyton floccosum, who were compliant with the assigned study
treatment (compliance rate between 75 and 125%) and completed the evaluation at Visit 3/Day 42 (+4
days), who did not take any concomitant medications prohibited by protocol, or who had any other
significant protocol violations.

Superiority testing between the test/reference products and control vehicle was conducted in the modified
intent-to-treat (mITT) population, which consists of all subjects randomized, who met all

inclusion/exclusion criteria, who had a positive baseline skin fungal culture, who applied at least one dose
of assigned study medication, and who returned for at least one visit after Visit 1/Day 1.

Page |9
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Safety analyses were conducted in the ITT population, which includes all subjects randomized and given
at least one dose of assigned study medication.

Subjects who were discontinued early from the study due to lack of treatment effect after completing 7
days of treatment were analyzed in the mITT and PP populations as treatment failures. Subjects who
discontinued early for other reasons were excluded from the PP population, but included in the mITT
population, using LOCF.

3.1.4 Patient Disposition, Demographic and Baseline Characteristics

Table 3 shows the enrollment and final disposition of subjects, and also reflects the discrepancy between
sponsor’s and FDA’s analysis populations. Seven hundred seven patients were enrolled into the study and
randomized to 3 different treatment groups (Test (n=283), Reference (n=283), or Vehicle (n=141)). Most
sites enrolled at least 10 patients, except for study centers 11 and 19 that enrolled 7 patients each. 515
patients were eligible for the sponsor’s modified Intent-to-Treat (mITT) population; with 201, 211 and
103 patients in the test, reference and vehicle groups, respectively. 469 patients were eligible for the
sponsor’s Per Protocol (PP) population. Of the 469 patients, 183 were in the test group, 194 were in the
reference group, and 92 were in the vehicle group.

The following patients should be removed from the mITT and PP populations based on the
recommendations from the clinical reviewer, following the draft guidance:

(b) (6)

[ )

[ )

[ )

[ )
FDA'’s Per-Protocol (FPP) population consists of 456 patients, with 177, 191 and 88 patients in the test,
reference and vehicle groups, respectively. FDA modified ITT (FITT) population consists of 502
patients, with 195, 208 and 99 patients in the test, reference and vehicle groups, respectively. The
percentages of patients who completed the study were slightly lower in the vehicle group (95%)
compared to the test (97%) and reference (96.15%) groups.
Table 3: Subject Enrollment and Final Study Disposition

Test Reference Vehicle  Total
Enrollment 283 283 141 707
Total exclusion from Sponsor’s ITT population 0 0 0 0
Total Sponsor’s ITT population (ITT) 283 283 141 707
Total exclusion from Sponsor’s PP population 100 &9 49 238
Total Sponsor’s PP population (PP) 183 194 92 469
Additional exclusion for FDA’s PP population
Prohibited Medication 5 1 0 6
Page | 10

Reference ID: 3522967



ANDA 205181 Butenafine Hydrochloride Cream, Statistical Evaluation of Bioequivalence

Inclusion criteria violation (<18 years old) 1 1 3 5
Inclusion criteria violation (clinical diagnosis) 0 1 1 2
Exclusion criteria violation (past medical history) 0 0 1 1
Total FDA’s PP Population (FPP) 177 191 88 456
Total exclusion from sponsor’s mITT population 82 72 38 192
Total Sponsor’s mITT population 201 211 103 515
Additional exclusions for FDA’s mITT population
Prohibited Medication 5 1 0 6
Inclusion criteria violation (<18 years old) 1 1 3 5
Inclusion criteria violation (clinical diagnosis) 0 1 1 2
Exclusion criteria violation (past medical history) 0 0 1 1
Total FDA’s mITT population (FITT) 195 208 99 502
Number discontinued study 6 8 5 19
Number completed study 189 200 94 483

Duration of study therapy and compliance rate by treatment group are shown in Table 4. The mean
duration and compliance rates were comparable among three groups, even with one subject

in the reference group taking 50 doses of study therapy (compliance rate = 357.1). This subject was
included in the mITT population but not included in the PP population

(b) (6)

Table 4: Exposure to Study Drug and Treatment Compliance in the FDA’s ITT Population

Test Reference Vehicle
(N=282) (N=280) (N=138)
Duration(days)

Mean+ SD 7.59+0.59 7.66+1.29 7.59+0.77
Median 8 8 8
Min-Max 7-10 6-25 4-11
Missing 2 5 2

Compliance rate
Mean+ SD 99.83+4.41 100.64+15.99 99.91+3.54
Median 100 100 100
Min-Max 71.4-121.4 87.5-357.1 86.7-114.3
missing 2 5 2

Age, gender and race by treatment groups in the FITT and FPP populations are shown in Tables 5 and 6.
Treatment groups in the two analysis populations were balanced with respect to age, gender and race.
Mean ages in two analysis populations were 46 years old, with a range of 45-47 years old in three
treatment groups. Males comprised the majority (FITT: 78.1%, FPP: 76.9%). The test group had more
male subjects compared to reference group, and both test and reference groups had more male subjects
relative to vehicle group. The difference in gender distribution was not statistically significant. The
majority of the study population was Caucasians (62-64%) and followed by Blacks (=33%).

Page | 11
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Table 5: Baseline Demographic Characteristics in the FDA’s mITT (FITT) Population

Demographic Test Reference Vehicle Total p-value
characteristics N=195 N=208 N=99 N=502
Age
Mean +SD 47.5+1539 45941540 44.8+16.20 46.4£15.56 0.1417
Range 19-90 18-92 18-89 18-92
Gender
Female (%) 36(18.46) 47(22.60) 27(27.27) 110(21.91) 0.2014
Male(%) 159(81.54)  161(77.40)  72(72.73)  392(78.09)
Race
Caucasian (%) 118(60.51)  137(65.87)  60(60.61)  315(62.75) 0.7015
Black (%) 69(35.38) 67(32.21) 38(38.38) 174(34.66)
Asian (%) 2(1.03) 0(0.00) 1(1.01) 3(0.60)
American 2(1.03) 3(1.44) 0(0.00) 5(1.00)
Indian (%)
Mixed (%) 3(1.54) 0(0.00) 0(0.00) 3(0.60)
Other (%) 1(0.51) 1(0.48) 0(0.00) 2(0.39)

Table 6: Baseline Demographic Characteristics in the FDA’s PP (FPP) Population

Demographic Test Reference Vehicle Total p-value
characteristics N=177 N=191 N=88 N=456
Age
Mean +SD 47741574  46.2+15.55 45.4+16.11 46.6£15.72 0.2503
Range 19-90 18-92 19-89 18-92
Gender
Female (%) 34(19.21) 46(24.08) 25(28.41) 105(23.03) 0.1727
Male(%) 143(80.79)  145(75.92)  63(71.59)  351(76.97)
Race
Caucasian (%) 113(63.84)  126(65.97)  55(62.50)  294(64.47) 0.8957
Black (%) 57(32.20) 62(32.46) 32(36.36) 151(33.11)
Asian (%) 2(1.13) 0(0.00) 1(1.14) 3(0.66)
American 2(1.13) 2(1.05) 0(0.00) 4(0.88)
Indian (%)
Mixed (%) 2(1.13) 0(0.00) 0(0.00) 2(0.44)
Other (%) 1(0.57) 1(0.52) 0(0.00) 2(0.44)

Reference ID: 3522967
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Tables 7 and 8 display the baseline study characteristics (KOH, mycological evaluation and clinical
assessment of the target site) by treatment groups in the FITT and FPP populations. For all factors
examined, we can see that the two analysis populations were comparable. All patients were KOH
positive, as required by the inclusion criteria. The majority of the study populations had a positive culture
for T. rubrum (88.8%), and only one subject had a positive culture for 7. tonsurans in the FITT
population. The severity most frequently reported on clinical assessment was mild fissuring/cracking,
moderate erythema, no maceration, moderate scaling, moderate pruritus and no burning/stinging. The
mean total signs and symptoms score for the entire combined study population was 8.9. The mycological
and clinical assessment results were similar among three treatment groups.

Table 7: Baseline Study Characteristic in FITT Population

Study characteristics Test Reference Vehicle Total
N(%) N=195 N=208 N=99 N=502
KOH
Positive 195(100) 208(100) 99(100) 502(100)
Negative 0(0) 0(0) 0(0) 0(0)
Mycological culture
Trichophyton rubrum 175(89.74) 184(88.46) 87(87.88) 446(88.84)
Trichophyton 13(6.67) 13(6.25) 7(7.07) 33(6.57)
mentagrophytes
Trichophyton 0 1(0.48) 0 1(0.20)
tonsurans, or
Epidermophyton 7(3.59) 10(4.81) 5(5.05) 22(4.38)
floccosum

Clinical assessment

Fissure/cracking
None (0) 72(36.92) 73(35.10) 37(37.37) 182(36.25)
Mild (1) 81(41.54) 97(46.63) 34(34.34) 212(42.23)
Moderate (2) 39(20.00) 33(15.87) 25(25.25) 97(19.32)
Severe (3) 3(1.54) 5(2.40) 3(3.03) 11(2.19)
Erythema
None (0) 0 0 0 0
Mild (1) 0 0 0 0
Moderate (2) 172(88.21) 184(88.46) 91(91.92) 447(89.04)
Severe (3) 23(11.79) 24(11.54) 8(8.08) 55(10.96)
Maceration
None (0) 77(39.49) 91(43.75) 38(38.38) 206(41.04)
Mild (1) 66(33.85) 62(29.81) 28(28.28) 156(31.08)
Moderate (2) 39(20.00) 43(20.67) 26(26.26) 108(21.51)
Severe (3) 13(6.67) 12(5.77) 7(7.07) 32(6.37)
Scaling
None (0) 0 0 0 0
Mild (1) 1(0.51) 5(2.40) 2(2.02) 8(1.59)
Moderate (2) 134(68.72) 143(68.75) 63(63.64) 340(67.73)
Severe (3) 60(30.77) 60(28.85) 34(34.34) 154(30.68)
Pruritus
None (0) 22(11.28) 21(10.10) 9(9.09) 52(10.36)
Mild (1) 53(27.18) 45(21.63) 23(23.23) 121(24.10)
Moderate (2) 73(37.44) 100(48.08) 44(44.44) 217(43.23)
Severe (3) 47(24.10) 42(20.19) 23(23.23) 112(22.31)
Burning/stinging
None (0) 92(47.18) 90(43.27) 45(45.45) 227(45.22)
Mild (1) 57(29.23) 52(25.00) 23(23.23) 132(26.29) Page | 13
Moderate (2) 35(17.95) 43(20.67) 22(22.22) 100(19.92) g
Severe (3) 11(5.64) 23(11.06) 9(9.09) 43(8.57)
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Study Test Reference Vehicle Total p-value
characteristics N=195 N=208 N=99 N=502
Total signs &

symptoms
Score
Mean +SD 8.8+2.44 8.9+2.37 9.1+2.48 8.9+2.42 0.6503

Range 4-16 4-15 5-15 4-16
Table 8: Baseline Study Characteristic in FPP Population
Study characteristics Test Reference Vehicle Total

N(%) N=177 N=191 N=88 N=456
KOH
Positive 177(100) 191(100) 83(100) 456(100)
Negative 0(0) 0(0) 0(0) 0(0)
Mpycological culture
Trichophyton rubrum 158(89.27) 169(88.48) 77(87.50) 404(88.59)
Trichophyton 13(7.34) 13(6.81) 7(7.95) 33(7.24)
mentagrophytes
Epidermophyton 6(3.39) 9(4.71) 4(4.55) 19(4.17)
floccosum
Clinical assessment
Fissure/cracking
None (0) 62(35.03) 66(34.55) 29(32.95) 157(34.43)
Mild (1) 77(43.50) 90(47.12) 32(36.36) 199(43.64)
Moderate (2) 35(19.77) 30(15.71) 25(28.41) 90(19.74)
Severe (3) 3(1.69) 5(2.62) 2(2.27) 10(2.19)
Erythema
None (0) 0 0 0 0
Mild (1) 0 0 0 0
Moderate (2) 158(89.27) 168(87.96) 82(93.18) 408(89.47)

Severe (3) 19(10.73) 23(12.04) 6(6.82) 48(10.53)

Maceration

None (0) 71(40.11) 81(42.41) 32(36.36) 184(40.35)

Mild (1) 62(35.03) 58(30.37) 27(30.68) 147(32.24)
Moderate (2) 33(18.64) 40(20.94) 24(27.27) 97(21.27)
Severe (3) 11(6.21) 12(6.28) 5(5.68) 28(6.14)
Scaling
None (0) 0 0 0 0
Mild (1) 1(0.56) 4(2.09) 2(2.27) 7(1.53)
Moderate (2) 124(70.06) 135(70.68) 57(64.77) 316(69.30)
Severe (3) 52(29.38) 52(27.23) 29(32.95) 133(29.17)
Pruritus
None (0) 18(10.17) 20(10.47) 7(7.95) 45(9.87)
Mild (1) 50(28.25) 42(21.99) 22(25.00) 114(25.00)
Moderate (2) 70(39.55) 90(47.12) 39(44.32) 199(43.64)
Severe (3) 39(22.03) 39(20.42) 20(22.73) 98(21.49)
Burning/stinging
None (0) 83(46.89) 81(42.41) 40(45.45) 204(44.73)
Mild (1) 52(29.38) 48(25.13) 21(23.86) 121(26.54)
Moderate (2) 32(18.08) 39(20.42) 19(21.59) 90(19.74)
Severe (3) 10(5.65) 23(12.04) 8(9.09) 41(8.99)

ANDA 205181 Butenafine Hydrochloride Cream, Statistical Evaluation of Bioequivalence
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Table 8: Baseline Study Characteristic in FPP Population (Continued)

Study Test Reference Vehicle Total p-value
characteristics N=177 N=191 N=88 N=456
Total signs &
symptoms
score
Mean +SD 8.7£2.43 8.9+2.42 9.242 .48 8.9+2.43 0.5413
Range 5-16 4-15 5-15 4-16

3.1.5 Results and Conclusions
3.1.5.1 Sponsor’s Results

As shown in Table 9, the test and reference products were bioequivalent with regard to therapeutic cure
rate at Visit 3/Day 42 in the PP population (57.9% and 49.5%, respectively; 90% CI of difference in rates:
(-0.51%, 17.39%)). The test (55.7%) and reference (48.3%) products were both superior over vehicle
(14.6%) for therapeutic cure rate at Visit 3/Day 42 in the mITT population with p<0.0001.

Table 9: Summary of Sponsor’s Primary Efficacy Results

Source: BioSummary Table for Study BTNF 1104, page 3

3.1.5.2 Reviewer’s Results

The findings from the reviewer’s analyses were consistent with those from the sponsor’s analyses. The
discrepancies in numbers reflect the difference between sponsor’s and FDA’s analysis populations.

Equivalence testing

The test product (58.2%) was bioequivalent to the reference product (49.7%) for therapeutic cure rate at
Visit 3/Day42 in the FDA’s PP population with the 90% CI on the difference between two rates being (-
0.61%, 17.52%). This is within the range of -20% to +20%, demonstrating equivalence.
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Table 10: Proportion of Subjects with Therapeutic Cure at Visit3/Day 42 (x4 days) in the FDA’s PP

Population
Treatment Grou 90% CI for
Test | Reference Vehicle Bioequivalence
FPP Population
N 177 191 88
Cure 103 (58.19%) | 95(49.74%) | 13 (14.77%) (-0.61,17.52)
No cure 74 (41.81%) | 96 (50.26%) | 75 (85.23%)

Superiority testing
The test (55.9%) and reference (48.56%) products were both superior to vehicle (14.14%) for the
therapeutic cure rate at Visit 3/Day 42 in the FDA’s mITT population, with p<0.0001.

Table 11: Proportion of Subjects with Therapeutic Cure at Visit3/Day 42 (+4 days) in the FDA’s mITT

Population
Treatment Group P-value for Superiority
. Test vs Reference vs.

Test Reference Vehicle Vehicle Vehicle
FITT Population
N 195 208 99
Cure 109(55.90%) | 101(48.56%) 14(14.14%) <.0001*
No cure 86(44.10%) 107(51.44%) 85(85.86%) <.0001*

*results from both Fisher’s exact and approximate Z tests

17 subjects had missing data at Visit 3 (test: 5, reference: 7, vehicle: 5). Sensitivity analysis was
performed on those subjects with complete data, i.e., no LOCF, to compare the results from primary
mITT population using LOCF. The results of sensitivity analysis (Table 12) were consistent with those
using LOCF. The test (57.4%) and reference (50.25%) products were both superior to vehicle (14.89%)
for therapeutic cure rate at Visit 3/Day 42, with p<0.0001.

Table 12: Proportion of Subjects with Therapeutic Cure at Visit3/Day 42 (+4 days) in Subjects with
Complete Data, i.e., no LOCF

Treatment Group P-value for Superiority
. Test vs Reference vs.
Test Reference Vehicle Vehicle Vehicle
FITT Population
N 190 201 94
Cure 109(57.37%) | 101(50.25%) 14(14.89%) <.0001%*
No cure 81(42.63%) | 100(49.75%) | 80(85.11%) <.0001%*

*results from both Fisher’s exact and approximate Z tests
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3.2 Evaluation of Safety

Adverse events (AE) were coded using Medical Dictionary for Regulatory Activities (MedDRA), version
14.1. 36 subjects reported treatment-emergent AEs in the study. The event rates were not significantly
different among three treatment groups (test: 4.26%, reference: 5.71%, vehicle: 5.80%), and also were not
significantly different between test and reference groups, with p-value > 0.05.

Table 13: Number and Percent of Treatment-Emergent AE by Treatment Group

Test Reference Vehicle
(N=282) (N=280) (N=138)
TEAE
Yes 12 (4.26%) 16 (5.71%) 8 (5.80%)
No 270 (95.74%) 264 (94.29%) 130 (94.20%)

4 SUMMARY AND CONCLUSIONS

4.1 Statistical Issues
There was no major statistical issue in this application.
4.2 Conclusions and Recommendations

The findings from reviewer’s analyses were consistent with those from sponsor’s analyses. For the
primary efficacy endpoint — therapeutic cure rate at Visit 3/Day 42 (+4 days), the test product (58.2%)
was bioequivalent to the reference product (49.7%) in the FDA’s PP population with the 90% CI on the
difference between two rates being (-0.61%, 17.52%). This is within the range of -20% to +20%,
demonstrating equivalence. The test (55.9%) and reference (48.56%) products were both superior over
vehicle (14.14%) in the FDA’s mITT population with p<0.0001.
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This memo is an addendum to the original statistical review completed on 6/12/2014 by the statistical
reviewer. Yu-te Wu. Based on the findings from FDA OSI’s (Office of Scientific Investigation)
inspection report, subject ®8 (test group) should be removed from both PP and mITT populations
for the reason of missing case report form. Tables were updated to reflect this change.

Table 1: Subject Enrollment and Final Study Disposition

Test Reference Vehicle Total
Sponsor Agency Sponsor Agency Sponsor Agency Sponsor Agency
Patients Enrolled 283 283 283 283 141 141 707 707
Patients Randomized 283 283 283 283 141 141 707 707
Patients Included in mITT Analysis 201 194 211 208 103 99 515 501
Patients Excluded from the mITT 82 89 72 75 38 42 192 206
Patients Included in PP Analysis 183 176 194 191 92 88 469 455
Patients Excluded from PP analysis 100 107 89 92 49 53 238 252

Equivalence testing

The test product (57.95%) was bioequivalent to the reference product (49.74%) for therapeutic cure rate
at Visit 3/Day42 in the FDA’s PP population with the 90% CI on the difference between two rates being
(-0.87%, 17.30%). This is within the range of -20% to +20%, demonstrating equivalence.

Table 2: Proportion of Subjects with Therapeutic Cure at Visit3/Day 42 (+4 days) in the FDA’s PP

Population
Treatment Group 90% CI for
Test | Reference [  Vehicle Bioequivalence
FPP Population
N 176 191 88
Cure 102 (57.95%) | 95 (49.74%) | 13 (14.77%) (-0.87,17.30)
No cure 74 (42.05%) | 96 (50.26%) | 75 (85.23%)

Superiority testing

The test (55.67%) and reference (48.56%) products were both superior to vehicle (14.14%) for the
therapeutic cure rate at Visit 3/Day 42 in the FDA’s mITT population, with p<0.0001.

Table 3: Proportion of Subjects with Therapeutic Cure at Visit3/Day 42 (+4 days) in the FDA’s mITT

Population
Treatment Group P-value for Superiority
; Test vs Reference vs.

Test Reference Vehicle Vehicle Vehicle
FITT Population
N 194 208 99
Cure 108(55.67%) | 101(48.56%) | 14(14.14%) <.0001%
No cure 86(44.33%) | 107(51.44%) | 85(85.86%) <0001*

*results from both Fisher’s exact and approximate Z tests
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Conclusion
This re-analysis was performed using updated FDA’s mITT and PP populations, and the results show

slight numerical differences from the original FDA’s analyses. The overall conclusions remain the same
as those of the original review completed in June 2014.
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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: September 8, 2014

TO: Lesley-Anne Furlong, MD
Director (Acting)
Division of Clinical Review
Office of Generic Drugs

FROM: Gajendiran Mahadevan, Ph.D.
GLP Branch
Division of Bioequivalence and GLP Compliance
Office of Scientific Investigations

THROUGH: Charles Bonapace, Pharm.D.
Chief, GLP Branch
Division of Bioequivalence and GLP Compliance
Office of Scientific Investigations

and

William H. Taylor, Ph.D.

Director

Division of Bioequivalence and GLP Compliance
Office of Scientific Investigations

SUBJECT: Review of EIR Covering ANDA 205-181, Butenafine HC1
Cream 1%

At the request of the Division of Clinical Review (DCR), the
Division of Bioequivalence and GLP Compliance (DBGLPC) arranged
inspections of the clinical portion of the following
bioequivalence study:

Study Number: BTNF 1104

Study Title: “A double-blind, randomized, parallel-group
vehicle-controlled, multicenter study to evaluate
the safety and bioequivalence of a generic
Butenafine HCl cream, 1% and reference listed
Lotrimin Ultra® (Butenafine HCL cream, 1%) and
compare both active treatments to a vehicle
control in the treatment of interdigital Tinea
Pedis"
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Clinical Inspections:

Clinical site inspections for study BTNF 1104 were performed at
the following sites:

1. Radiant Research, Pinellas Park, FL
2. Endeavor Clinical Trials, PA, San Antonio, TX
3. Lower Extremity Research, LLC, Melbourne, FL

The inspection at each clinical site included a thorough
examination of the protocol, protocol amendments, protocol
deviations, study records, informed consent forms, SOPs, IRB
approvals, case report forms, and interviews/discussions with the
firm’s management and staff.

Radiant Research, Pinellas Park, FL

The clinical site inspection at Radiant Research, Pinellas Park,
FL was conducted by Gene Gunn (ORA) and Mizanne Lewis (ORA)
during February 3-5, 2014. Following the inspection of Radiant
Research, no significant issues were observed and no Form FDA
483 was issued.

Endeavor Clinical Trials, PA, San Antonio, TX

The clinical site inspection at Endeavor Clinical Trials, PA, San
Antonio, TX was conducted by Joel Martinez (ORA) during March 26-
28, 2014. Following the inspection of Endeavor Clinical Trials,
no significant issues were observed and no Form FDA 483 was
issued.

Lower Extremity Research, LLC, Melbourne, FL

The clinical site inspection at Lower Extremity Research, LLC,
Melbourne, FL was conducted by the ORA investigator, Brunilda
Torres during March 24-27, 2014. At the conclusion of the
inspection at Lower Extremity Research, Form FDA 483 was issued
to the clinical investigator, Dr. Robert Dunne (Attachment-1).
The firm responded to Form FDA 483 by letters dated April 4, 2014
and May 8, 2014 (Attachment-2). The Form FDA 483 observations,
the firm’s responses to Form FDA 483, and our evaluation follow:

1) An investigation was not conducted in accordance with the

investigational plan. Specifically, per protocol
inclusion criteria # 5, clinical assessment scores at the
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target site must include 2 for erythema and at least 2
for scaling or pruritus. Clinical assessment completed
for Subject # ®® and documented on source document
form at study baseline visit dated 6/19/2012, shows a
score of 1 for both pruritus and scaling. This subject
was initially reported and subsequently confirmed on a
data correction form dates 10/11/2012 as meeting
inclusion criterion # 5.

The investigator acknowledged the observation and stated that he
has been treating subject ®m® for well over 10 years. He
claims that he scored the subject with “2” for erythema and “2”
for scaling and pruritus and incorrectly documented the
assessment for scaling as “1” in the source data. The
investigator changed the “scaling” score of subject ®®© from
“1” to “2” on the clinical assessment source document form on
October 11, 2012 (112 days after the initial clinical
assessment), even though the monitor advised him not to change
the information in the source document.

DBGLPC Assessment:

During the inspection, the ORA investigator collected copies of
source documents for clinical assessment (Attachment 3) that

indicated that subject ®® had a score of “2” for erythema
and “1” for both scaling & pruritus. Based on these recorded
scores in the source documents, subject ®® would not have

met the inclusion criteria #5 (at least a score of 2 for scaling
or pruritus) for the study. In this reviewer’s opinion, the
“scaling” score was changed from “1” to “2” to meet the inclusion
criteria for subject ®)6) .

Recording of source data should be contemporaneous and altering
source records without supporting documentation is not an
acceptable practice. Because this was the only known instance
where source data were changed, it is unlikely to impact the data
obtained from other subjects at the site.

In the opinion of this reviewer, the data generated from subject

®® are unreliable and should be excluded from the
biocequivalence assessment.
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Recommendations:

Following the evaluation of the inspectional findings, this
DBGLPC reviewer recommends excluding the data from subject preie

at Lower Extremity Research, LLC, Melbourne, FL. The
remaining subjects from Lower Extremity Research, LLC, Melbourne,
FL and all subjects from Radiant Research, Pinellas Park, FL and
Endeavor Clinical Trials, PA, San Antonio, TX are acceptable for
Agency review.

Gajendiran Mahadevan, Ph.D.
GLP Branch, DBGLPC, OSI

Final Classification:

VAI: Lower Extremity Research, LLC, Melbourne, FL
FEI: 3010453000

NAI: Radiant Research, Inc., Pinellas Park, FL
FEI: 3006424172

NAI: Endeavor Clinical Trials, PA, San Antonio, TX
FEI: 3006115807

CC:
0OSI/DBGLPC/Taylor/Bonapace/Dasgupta/Mahadevan/Dejernett/Fenty-
Stewart/Nkha/Johnson

OSI/DBGLPC/Haidar/Skelly/Choi

CDER/OGD/DCR/Furlong/Patel

ORA/FLA-DO/Sinninger/Torres/Gunn/Lewis
ORA/DAL-DO/Turcovski/Martinez

Draft: GM 07/23/2014; 09/04/2014
Edit: AD 08/15/2014; 09/05/2014; CB 08/19/2014; 09/05/2014

OSI File: BE6513; O:\BE\EIRCOVER\205181.bio.bu

ECMS: Cabinets/CDER OC/0OSI/Division of Bioequivalence & Good
Laboratory Practice Compliance/INSPECTIONS/BE Program/Clinical
Sites/Lower Extremity Research, LLC, Melbourne, FL/ANDA 205-
181 Butenafine

FACTS: 8710678
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

GAJENDIRAN MAHADEVAN
09/08/2014

ARINDAM DASGUPTA
09/08/2014

CHARLES R BONAPACE
09/08/2014

WILLIAM H TAYLOR
09/09/2014
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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 : October 8, 2013

TO: Director, Investigations Branch
Florida District Office
555 Winderley Place, Suite 200
Maitland, FL 32751

Director, Investigations Branch
Dallas District Office

4040 N. Central Expressway
Dallas, TX 75204

FROM: Sam H. Haidar, Ph.D., R.Ph.
Chief, Bioequivalence Branch
Division of Bioequivalence and GLP Compliance
Office of Scientific Investigations

SUBJECT: FY 2014, CDER High Priority Pre-Approval Data
Validation Inspection, Bioresearch Monitoring, Human
Drugs, CP 7348.001

RE: ANDA 205-181
DRUG: Butenafine Hydrochloride Cream, 1%
SPONSOR: Taro Pharmaceuticals, Inc., USA

This memo requests that you arrange for inspections of the
clinical portions of the following bioequivalence study.

Please provide the name of the ORA investigator, once identified,
to the DBGLPC point of contact (POC) listed at the end of the
assignment. The background material for the assignment will be
available in ECMS under the ORA folder. Please complete the
inspections prior to March 01, 2014.

Do not reveal the applicant, application number, study to be
inspected, drug name, or the study investigators to the sites
prior to the start of the inspections. The sites will receive
this information during the inspection opening meetings. Please
note that these inspections will be conducted under Bioresearch
Monitoring Compliance Program CP 7348.001, and not under CP
7348.811 (Clinical Investigators).
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At the completion of the inspections, please send a scanned copy
of the completed sections A, B & C of this memo to the DBGLPC POC
listed at the end of this memo.

Study Number: BTNF 1104

Study Title: “A Double-Blind, Randomized, Parallel-Group,
Vehicle-Controlled, Multicenter Study to Evaluate
the Safety and Bioequivalence of a Generic
Butenafine HC1l Cream, 1% and Reference Listed
Lotrimin Ultra® (Butenafine HC1l Cream, 1%) and
Compare Both Active Treatments to a Vehicle
Control in the Treatment of Interdigital Tinea
Pedis”

Clinical Site-1: Lower Extremity Research, LLC
2717 N. Wickham Road, Suite 4
Melbourne, FL 32935
Tel: 321-253-6191
Investigator: Robert P. Dunne, DPM

Clinical Site-2: Radiant Research, Inc.
6010 Park Boulevard
Pinellas Park, FL 33781
Tel: 727-544-6367

Investigator: Linda Murray, DO

Clinical Site-3: Endeavor Clinical Trials, PA
8042 Wurzbach, Suite 420
San Antonio, TX 78229
Tel: 210-949-0807
Investigator: Richard A. Pollak, DPM, MS

Please confirm documented informed consent for 100% of subjects
enrolled at all the sites. Please audit the subject records at
each site and compare the records with the results reported in
the ANDA submission. Include a description of your findings in
the EIR.

SECTION A

RANDOMIZATION OR BLINDING: BRecause this is a randomized and
blinded bioequivalence study, it is necessary to break the blind
and use the treatment codes to verify and confirm that the
subjects were dosed according to the treatment randomization
schedule. Please verify the following during the inspection:
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] Collect a complete copy of the study randomization schedule
and blinding code for the site and the dosing logs from the
firm/clinical investigator. Unseal the blinding code and note
the date and your initials on the envelope. Exhibit a
photocopy of the complete randomization schedule and blinding
code in the EIR, and include a photocopy with the reserve
samples sent to DPA. If the blinding code was already
unsealed, determine the reasons why. If a sealed blinding
code is not available, please notify the POC immediately.

[] Unblind the treatment codes (e.g., test or reference
article) on the Case Report Forms, and use the treatment
codes to verify that 100% of the subjects were dosed
according to the study randomization schedule. Please
scratch off the label covers on the CRF, if needed, to reveal
the codes. Document the date and time that you unblind the
treatment codes, if applicable.

[] Collect a written statement or affidavit to confirm that
the blinding code remained in the possession of the clinical
site prior to dosing the initial subject until the FDA
inspection, and that the blinding code remained blinded
throughout the study. In the event the study related
documentation is stored at an alternate site, verify by
affidavit that the alternate site is independent of the
sponsor, packager and manufacturer.

SECTION B

RESERVE SAMPLES: Because this bioequivalence study is subject to
21 CFR 320.38 and 320.63, the site conducting the study (i.e.,
each investigator site) 1s responsible for randomly selecting and
retaining reserve samples from the shipments of drug product
provided by the sponsor for subject dosing.

Please note that the final rule for "Retention of Bioavailability
and Bioequivalence Testing Samples" (Federal Register, Vol. 58,
No. 80, pp. 25918-25928, April 28, 1993) specifically addresses
the requirements for biocequivalence studies
(http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/ucml120265.htm) .
Please refer to CDER's "Guidance for Industry, Handling and
Retention of BA and BE Testing Samples" (May 2004), which
clarifies the requirements for reserve samples
(http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM126836.pdf) .
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Please follow the instructions below:

|| Verify if reserve samples were retained according to
regulations.

] If the reserve samples were stored at a third party site,
please verify and collect an affidavit to confirm that the
third party is independent from the sponsor, manufacturer,
and packager, and that the sponsor was notified in writing
of the location. In an event the reserve samples were not

retained or are not adequate in quantity, please notify the
POC immediately.

|| Please obtain a written assurance from the clinical
investigator or the responsible person at the clinical
site that the reserve samples are representative of those
used in the specific biocequivalence study, and that they
were stored under conditions specified in accompanying
records. Document the signed and dated assurance [21 CFR

320.38(d, e, g)] on the facility's letterhead, or Form FDA
463a, Affidavit.

[] samples of the test and reference products in their
original containers should be collected and shipped to the
Division of Pharmaceutical Analysis, St. Louis, MO, for
screening, at the following address:

John Kauffman, Ph.D.

Center for Drug Evaluation and Research
Division of Pharmaceutical Analysis (DPA)
Center for Drug Analysis (HFH-300)

645 S. Newstead Ave

St. Louis, MO 63110

TEL: (314) 539-2135

SECTION C

Data Audit Checklist:

[l Confirm the informed consent forms and study records for
100% of subjects enrolled at the site.

[] Compare the study records in the ANDA submission to the
original documents at the site.

[l Check for evidence of under-reporting of adverse events
(AEsS) .
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[] Check for evidence of inaccuracy in the electronic data
capture system.

[l Check reports for the subjects audited.
o Number of subject records reviewed during the
inspection:

o Number of subjects screened at the site:
o Number of subjects enrolled at the site:

o Number of subjects completing the study:

[] Verify from source documents that evaluations related to the
primary endpoint were accurately reported in the study
report.

[] Confirm that site personnel conducted clinical assessments
in a consistent manner and in accordance with the study
protocols.

[l Confirm that site personnel followed SOPs during study
conduct.

[l Examine correspondence files for any applicant- or monitor
requested changes to study data or reports.

[l Include a brief statement summarizing your findings
including IRB approvals, study protocol and SOPs, protocol
deviations, AEs, concomitant medications, adequacy of
records, inclusion/exclusion criteria, drug accountability
documents, and case report forms for dosing of subjects,
etc.

[ Other Comments:

Collect relevant exhibits for all findings, including discussion
items at closeout, as evidence of the findings.
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Additional instructions to ORA Investigator:

In addition to the compliance program elements, other study
specific instructions may be provided by the DBGLPC POC prior to
the inspection. Therefore, we request that the DBGLPC POC be
contacted for further instructions before the inspection, and
also regarding data anomalies or questions noted during review of
study records. The ORA investigator should contact the DBGLPC
POC for inspection-related questions or clarifications.

Please fax/email a copy of Form FDA 483 if issued, as soon as
possible. TIf at close-out of the inspection, it appears that the
violations may warrant an OAI classification, please notify the
POC as soon as possible. At completion of the inspection, please
remind the inspected entity of the 15 business-day timeframe for
submission of a written response to observations listed on Form
FDA 483. Please forward written response as soon as you receive
it to Dr. Sam H. Haidar and POC (Fax: 1-301-847-8748 or Email:
sam.haidar@fda.hhs.gov) .

DBGLPC POC: Chase H. Bourke, Ph.D.
chase.bourke@fda.hhs.gov
Tel: (240)-402-4129
FAX: (301)-847-8748

cc:
CDER OSI PM TRACK
OSI/DBGLPC/Taylor/Haidar/Bonapace/Mada/Bourke/Dejernett
OGD/DCR/Patel/Peters

HFR-SW150/Turcovski (DIB)

HFR-SW1540/Martinez (BIMO)

HFR-SE250/Sinninger (DIB) / Torres (BIMO)

Draft: CHB 9/30/2013

Edit: SRM 10/3/2013; SHH 10/4/2013

OSI file BE6513

ECMS: Cabinets/CDER OC/0SI/Division of Bioequivalence & Good
Laboratory Practice Compliance/INSPECTIONS/BE Program/CLINICAL
SITES/

FACTS: 8710678
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REGULATORY PROJECT MANAGER’S CLINICAL SITE SELECTION REVIEW FOR OFFICE OF
SCIENTIFIC INVESTIGATIONS (OSI) INSPECTION

ANDA# 205181

Product Butenafine Hydrochloride Cream, 1%
Sponsor Taro Pharmaceuticals USA, Inc.
Study Number and Title BTNF 1104

A Double-Blind, Randomized, Parallel-Group, Vehicle-Controlled,
Multicenter Study to Evaluate the Safety and Bioequivalence of a Generic
Butenafine HCI Cream, 1% and Reference Listed Lotrimin Ultra®
(Butenafine HC1 Cream, 1%) and Compare Both Active Treatments to a
Vehicle Control in the Treatment of Interdigital Tinea Pedis

Study Dates First Patient Enrolled: January 12, 2012
Last Patient Completed: August 22, 2012

Submission Date February 4, 2013

DCR ANDA Reviewer TBD

Inspection Requestor Nitin K. Patel, Pharm.D.
Medical Affairs Coordinator, Division of Clinical Review (DCR)
Office of Generic Drugs

Date of Request/Review September 4, 2013

Approving Official John R. Peters, M.D.
Director, Division of Clinical Review
Office of Generic Drugs

See Attachment for List of Investigators and Sites

SITE HIGH HIGH NO LAST HAS PRIOR DATA
NUMBER | ENROLLMENT | DROPOUTS INSPECTION | INSPECTION | INSPECTION | UNACCEPTABLE IN
PER and HISTORY VAI & > 5YR | HISTORY PRIOR INSPECTION
PROTOCOL EXCLUSIONS
POPULATION
1 32 12/2009 VAI
at different
address mn
Plano, TX
483 issued
2 19 v
Pending
9/2012
3 17 17/44 v 3/2011 NAI
4 19 6/2011 NAI
5 18 v
Pending
8/2012
ANDA # 205181
Page 1l of 5
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6 64 v
7 38 6/2011 NAI
8 42 v 4/2011 VAI
483 1ssued
9 14 14/26 v 4/2011 NAI
10 10 2/2008 NAI
11 2 217V
12 41 v
13 4 4/13 v v
Pending
2/2013
14 30 e
Pending
8/2013
15 418 v
16 8 v Robert T.
Pending Matheson, MD.
For-Cause 7/2011: OSI
9/2012 recommended
ANDA excluding data from
203792 BE evaluations.
The blinding code
was not maintained
at the site.
17 15 15/35 v 1/2013 VAI
for different
investigator
(Michelle
Chambers) at
same address
483 1ssued
18 34 1/2013 NAI
19 1 1/7 v 2/2010 NAI
20 15 3/2012 VAI
483 issued
ANDA # 205181
Page 2 of 5
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RECOMMENDATION:

The following clinical investigators have no prior inspectional history and will be included in the Request for
Biopharmaceutical Inspections Consult Form to OSI:

SITE Investigator Per Protocol
NUMBER Population
6 Robert P. Dunne, DPM 64

Lower Extremity Research, LLC
2717 N. Wickham Road, Suite 4
Melbourne, FL 32935

12 Linda Murray, DO 41
Radiant Research, Inc.
6010 Park Boulevard
Pinellas Park, FL 33781
15 Richard A. Pollak, DPM, MS 48
Endeavor Clinical Trials, PA
8042 Wurzbach, Suite 420
San Antonio, TX 78229

ANDA # 205181
Page 3 of 5
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List of Investigators and Sites

ATTACHMENT

Site | Principal Investigator
No. Site Address

Per Protocol
Population

01 Jeffrey M. Adelglass. MD
Research Across America
9 Medical Parkway

Plaza 4, Suite 202

Dallas, TX 75234

32

02 Joe Blumenau, MD

Research Across America

9 Medical Parkway
Professional Plaza 4. Suite 202
Dallas, TX 75234

19

03 Suzanne Bruce, MD

Suzanne Bruce and Associates
The Center for Skin Research
1900 St. James Place, Suite 650
Houston, TX 77056

17

04 Eduardo Tschen, MD. MBA
Academic Dermatology Associates
1203 Coal SE

Albuquerque, NM 87106

19

05 Scott D. Clark, MD

Longmont Clinic, PC

1925 W. Mountain View Avenue
Longmeont, CO 80501

18

06 Robert P. Dunne, DPM

Lower Extremity Research, LLC
2717 N. Wickham Road, Suite 4
Melbourne, FL 32935

64

07 Francisco Flores, MD
FXM Research Miramar
3000 SW 148th Ave.
Suite 216

Miramar, FL 33027

38

08 Michael T. Jarratt, MD
DermResearch, Inc.

8140 N. Mopac. Bldg 3. Suite 120
Austin, TX 78759

42

09 Terry M. Jones, MD

J&S Studies, Inc.

1710 Crescent Pointe Pkwy
College Station, TX 77845

14

10 Steven E. Kempers, MD
Minnesota Clinical Study Center
7205 University Avenue NE
Fridley, MIN 55432

10

ANDA # 205181
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Site | Principal Investigator Per Protocol
No. Site Address Population

11 Samuel N. Lederman, MD 2
Altus Research, Inc.

4671 S. Congress Avenue, Suite 100B
Lake Worth, FL 33461

12 Linda Murray, DO 41
Radiant Research. Inc.
6010 Park Boulevard
Pinellas Park, FL. 33781

13 Adnan Nasir, MD, PhD 4
Wake Research Associates
3100 Duraleigh Road, Suite 304
Raleigh, NC 27612

14 Michael J. Noss, MD 30
Radiant Research, Inc.

11500 Northlake Drive, Suite 320
Cincinnati, OH 45249

15 Richard A. Pollak, DPM, MS 48
Endeavor Clinical Trials, PA
8042 Wurzbach, Suite 420
San Antonio, TX 78229

16 Robert T. Matheson, MD g
Oregon Medical Research Center, PC
9495 SW Locust Street, Suite G
Portland, OR 97223

17 Douglas R. Schumacher. MD 15
Radiant Research. Inc.

1275 Olentangy River Road, Suite 202
Columbus, OH 43212

18 Heather Woolery-Lloyd, MD' 34
Tory Sullivan, MD, PA

16100 NE 16th Avenue, Suite A
N. Miami Beach, FL 33162

19 Zoe Diana Draelos, MD 1
Dermatology Consulting Services
2444 North Main Street

High Point, NC 27262

20 David C. Wilson, MD 15
The Education and Research Foundation, Inc.
2095 Langhorne Road

Lynchburg, VA 24501

1 (Site # 18)Tory Sullivan, MD was the principal investigator initially; obligations were transferred to Dr. Woolery-Lloyd when Dr.
Sullivan was on a leave of absence.

ANDA # 205181
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 205181

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS




ANDA FILING CHECKLIST
(CTD or eCTD FORMAT)
FOR COMPLETENESS AND ACCEPTABILITY of an APPLICATION

ANDA: 205181
APPLICANT: Taro Pharmaceuticals USA, Inc.
RELATED APPLICATION(S):

DRUG NAME: Butenafine Hydrochloride
DOSAGE FORM: Cream, 1%

LETTER DATE: 2/4/2013
RECEIVED DATE: 2/4/2013

Op1v

[X] FIRST GENERIC

[[] EXPEDITED REVIEW REQUEST: MaPP 5240.1 or MaPP 5240.3 or GDUFA (Approved/Denied)
[C] PEPFAR

[ ]PET

Electronic or Paper Submission: Gatewa Type II DMF# 019551

BASIS OF SUBMISSION:

NDA: 021307

FIRM: SCHERING PLOUGH HEALTHCARE PRODUCTS INC
RLD: LOTRIMIN ULTRA

**Document Room Note: for New Strength amendments and supplements, if specific reviewer(s) have already been assigned for the original,
please assign to those reviewer(s) instead of the default random team(s).

Review Team:
CHEM Team: DC1 Team 13

Bio Team: DBE Team 10, Utpal Munshi

X Activity [X] Activity

RPM: Trang Tran Bio PM: Diana Solana-Sodeinde
FYI X FYI

CHEM PQRPM: Tania Mazza Division of Clinical Review: DCR
X FYI X Activity

CHEM Team Leader: James Fan
No Assignment Needed in DARRTS

DMF Review Team Leader:
X FYI Dave Skanchy

Labeling Reviewer: Beverly Weitzman
Activity

Micro Review:
] Activity

SPECIAL INSTRUCTIONS FOR DOCUMENT ROOM (applicable only for a response to a refuse to receive):

Regulatory Reviewer:
Shannon Hill
Date: August 22, 2013

Recommendation:

DXIFILE  [_] REFUSE to RECEIVE

Comments: EC-1

On Cards: Yes
Archival copy: Gateway
Sections: I

Therapeutic Code: 4020120 (Fungicides/Antidermatophyte Agents (Topical))

Reference ID: 3363110




. For More Information on Submission of an ANDA in Electronic Common Technical Document (eCTD) Format please go to:
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/ElectronicSubmissions/ucm153574.htm

. For a Comprehensive Table of Contents Headings and Hierarchy please go to: http://www.fda.qov/cder/requlatory/ersr/5640CTOC-v1.2.pdf

. For more CTD and eCTD informational links see the final page of the ANDA Checklist

1. Edit Application Property Type in DARRTS where applicable for

a. First Generic Received

X Yes [ ]No

b. Market Availability

[1rRx X oOTC

c. Pepfar

[1Yes [XINo

d. Product Type

] Small Molecule Drug

e. USP Drug Product (at time of filing review)
[1Yes [X]No

2. Edit Submission Patent Records in DAARTS
X Yes

3. Edit Contacts Database with Bioequivalence Recordation where applicable

X Yes

4. EER (internal notation: RSB to submit at time of filing)

X Yes
5. GDUFA Obligation Met (Filing Fee, Type Il DMF Fee, and Facility Fee)

X Yes - (internal notation-if not met contact: cder-om-collection@fda hhs.gov)
6. DMF Complete Assessment

X Yes

ADDITIONAL COMMENTS REGARDING THE ANDA:

1. Ask applicant to confirm the selection of option C on FDA form 3674; received 8/15/2013 (changed to option B)

2. Ask applicant to resubmit the exclusivity statement to remove qualifier, “in the opinion and to the best of its
knowledge”; received 8/15/2013

3. Remind applicant to submit the annotated side by side labeling comparison of container(s) and carton(s) in
appropriate section of the checklist (1.14.1.2 versus 1.14.1.3) in future submissions; acknowledged 8/15/2013

4. Remind applicant to submit module 2.3 in the specified order outlined on the checklist in future submissions;
acknowledged 8/15/2013

5. Ask applicant to submit the Validation of Analytical Procedures for the following excipients: polyoxyethylene (23)
cetyl ether & propylene glycol dicaprylate; received 8/15/2013

6. Ask applicant to resubmit accelerated stability data to include the initiation dates and the pull dates from the stability
chamber for each testing time point; received 8/15/2013

7. Ask applicant to explain their justification for the level of polyoxyethylene (23) cetyl ether in the proposed
composition; the ANDA indicates ®@ roceived 8/15/2013

8. Spoke with Kavita Srivastava on 8/8/2013

Reference ID: 3363110



DIVISION OF CLINICAL REVIEW CHECKLIST FOR GENERIC ANDA
FOR APPLICATION COMPLETENESS

ANDA=z 205181

DRUG NAME Butenafine HCI Cream. 1%

DOSAGE FORM Topical Cream

APPLICANT NAME Taro Pharmaceuticals USA. Inc.
REFERENCE LISTED DRUG (RLD) | Lotrimin® Ultra (butenafine HCI) Cream 1%
NDA 021307, approved 12/7/01. Schering Plough
PRIMARY REVIEWER Carol Y. Kim, PharmD.

Division of Clinical Review
Office of Generic Drugs
SECONDARY REVIEWER John R. Peters, M.D.
Division of Clinical Review
Office of Generic Drugs
REQUESTED BY Edward Washington
Regulatory Support Team
Office of Generic Drugs
REQUESTED DATE 2/14/13

Summary of Findings by Division of Clinical Review

X Study meets statutory requirements

Please see comments to be conveved to the sponsor for
details.

Study does NOT meet statutory requirements
Reason:

Waiver meets statutory requirements

Waiver does NOT meet statutory requirements
Reason:

RECOMMENDATION: X COMPLETE _ INCOMPLETE
Comments to be conveved to the sponsor:

Your clinical endpoint bicequivalence study is acceptable for receiving your ANDA, The
following additional information is requested for the review:

1. Curriculum Vitae for principal and sub-investigators or equivalent summaries of
training and experience relevant to the performance of the clinical study

2. Copy of IRB approval letters with dates for protocol, protocol amendments and consent
forms
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MODULE 1: ADMINISTRATIVE

COMMENT (S)
1.1 1.1.2
Signed and Completed Application Form (356h) (Rx/OTC Status) OTC
(original signature)
Refer to the links provided for the newly revised form 356h and updated instructions.
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM321897.pdf
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/ucm082348.pdf
** PLACE ESTABLISHMENT CONTACT INFORMATION IN SECTION 29:
MANUFACTURING STEPS AND/OR TYPE OF TESTING**
1.2 Cover Letter Yes
121 Form FDA 3674 (PDF) B
* Table of Contents (paper submission only) N/A
1.3.2 Field Copy Certification 21CFR 314.94(d)( 5)
(original signature) N/A
1.3.3 Debarment Certification-GDEA (Generic Drug Enforcement Act)/Other:
(no qualifying statement)
1. Debarment Certification (original signature) Yes
2. List of Convictions statement (original signature) Yes
134 Financial Certifications
Bioavailability/Bioequivalence Financial Certification (Form FDA 3454) Yes
Disclosure Statement (Form FDA 3455) N/A
1.35 Patent Information
Patents listed for the RLD in the Electronic Orange Book Approved Drug Products with
Therapeutic Equivalence Evaluations
Patent Certification [21 CFR 314.94 (a)(12)/505(j)(2) (A)(vii)]
1. Patent number(s) N/A
2. Paragraph: (Check all certifications that apply)
MoU [L]PI X Pl [] Pl [] PIV[]
Statement of Notification (21 CFR 314.95/505(j)(B)(i)) ]
3. Expiration of Patent(s):
a. Pediatric exclusivity submitted? N/A
b. Expiration of Pediatric Exclusivity? N/A
4. Exclusivity Statement: State marketing intentions? Yes, no unexpired exclusivities listed
Patent and Exclusivity Search Results from query on Appl No 021307 Product 001 in the OB_OTC list.
Patent Data
There are no unexpired patents for this product in the Orange Book Database.
Exclusivity Data
There is no unexpired exclusivity for this product.
141 References

Letters of Authorization
1. DMF letters of authorization

a. Type Il DMF authorization letter(s) or synthesis for Active Pharmaceutical
Ingredient Yes

Type Il DMF# 019551

c. Type Il DMF authorization letter(s) for container closure Yes; ©@
Type 111 or IV DMF authorization letter(s) for sterile product sterilization process
N/A

2. US Agent Letter of Authorization (U.S. Agent [if needed, countersignature
56h]) N/A

Re

TN
CITTIiCTE TU.

HOo
(=]
Do




|
®@

1.12.4 | Request for Comments and Advice - Proprietary name requested No

If Yes, did the firm provide the request as a separate electronic amendment labeled
“Proprietary Name Request” at initial time of filing

1. Yes N/A

2. No - contact the firm to submit the request as a separate electronic amendment.

1.12.11 | Basis for Submission

NDA#: 021307

Ref Listed Drug: LOTRIMIN ULTRA

Firm: SCHERING PLOUGH HEALTHCARE PRODUCTS INC
ANDA suitability petition required? N/A

If Yes, provide petition number and copy of approved petition
ANDA Citizen’s Petition Required? N/A

If Yes, provide petition number and copy of petition

1.12.12 | Comparison between Generic Drug and RLD-505(j)(2)(A)
1. Conditions of use Same as RLD

2. Active ingredients Same as RLD

3. Inactive ingredients Justified

4. Route of administration Same as RLD

5. Dosage Form Same as RLD

6. Strength Same as RLD

1.12.14 | Environmental Impact Analysis Statement
(cite 21CFR 25.31 and 25.15(d), if applicable) Yes

1.12.15 | Request for Waiver (cite 21 CFR 320.22 or 320.24(b)(6))
Request for Waiver of In-Vivo BA/BE Study(ies) N/A

1.14.1 | Draft Labeling (Multi Copies N/A for E-Submissions)
1.14.1.1 4 copies of draft for paper submission only (each strength and
container) Yes
1.14.1.2 Side by side labeling comparison of container(s) and carton(s)
for each strength with all differences visually highlighted and annotated
1 package insert (content of labeling) in PDF and WORD format, and SPL
submitted electronically Yes
1.14.1.4 Labeling Comprehension Studies
Refer to Pharmacy Bulk Package Sterility Assurance Table (for PBP’s only)
See link below for table:
http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/HowDrugsa
reDevelopedandApproved/Approval Applications/AbbreviatedNewDrugApplicati
onANDAGenerics/lUCM352612.pdf

Listed Drug Labeling

1.14.3.1 1 side by side labeling (package and patient insert) comparison with
all differences visually highlighted and annotated N/A

1.14.3.3 RLD package insert, 1 RLD container label, and if applicable, 1 RLD outer
container label Yes

Refe%%g%%%élg&a"ty Overall Summary




COMMENT (S)

2.3

Quality Overall Summary (QOS)

E-Submission: PDF Yes
Word Processed e.g., MS Word Yes

A model Quality Overall Summary for an immediate release tablet and an extended release capsule
can be found on the OGD webpage http://www.fda.gov/cder/ogd/

Question based Review (QbR) Yes

2.3.S Drug Substance (Active Pharmaceutical Ingredient) Yes
2.3.S.1 General Information
2.3.S.2 Manufacture
2.3.5.3 Characterization
2.3.S.4 Control of Drug Substance
2.3.5.5 Reference Standards or Materials
2.3.S.6 Container Closure System
2.3.S.7 Stability

2.3.P Drug Product Yes
2.3.P.1 Description and Composition of the Drug Product
2.3.P.2 Pharmaceutical Development
2.3.P.2.1 Components of the Drug Product
2.3.P.2.1.1 Drug Substance
2.3.P.2.1.2 Excipients
2.3.P.2.2 Drug Product Oral Solids: Immediate Release or Modified Release
(Matrix Technology or Compressed Film Coated Components) tablet scoring
data per Draft Guidance for Industry, Tablet Scoring: Nomenclature, Labeling
and Data for Evaluation (if applicable)
2.3.P.2.3 Manufacturing Process Development
2.3.P.2.4 Container Closure System
2.3.P.3 Manufacture
2.3.P.4 Control of Excipients
2.3.P.5 Control of Drug Product
2.3.P.6 Reference Standards or Materials
2.3.P.7 Container Closure System
2.3.P.8 Stability

Reference ID: 3363110




MODULE 2.7: Clinical Summary

COMMENT (S)

2.7

Clinical Summary (Bioequivalence)Model BE Data Summary Tables

http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/HowDru
gsareDevelopedandApproved/ApprovalApplications/AbbreviatedNewDrugAp
plicationANDAGenerics/UCM120957.pdf

E-Submission: PDF Yes
Word Processed: e.g., MS Word Yes
2.7.1 Summary of Biopharmaceutic Studies and Associated Analytical Methods

2.7.1.1 Background and Overview

Table 1. Submission Summary Yes

Table 4. Bioanalytical Method Validation N/A

Table 6. Formulation Data Yes

Table 10. Study Information N/A

Table 11. Product Information Yes

Table 17. Comparative Physiochemical Data of Ophthalmic Solution Products N/A

2.7.1.2 Summary of Results of Individual Studies

Table 5. Summary of In Vitro Dissolution N/A

(include complete comparative In Vitro Dissolution Data (individual) with Certificate of Analysis
[CoA] for Test and Reference products including: potency, assay, content uniformity, date of
manufacture and lot number)

Table 9. Reanalysis of Study Samples N/A

Table 12. Dropout Information Yes

Table 13. Protocol Deviation Yes

Table 14. Summary of Standard Curve and QC Data for Bioequivalence Sample Analysis N/A

2.7.1.3 Comparison and Analyses of Results Across Studies
Table 2. Summary of Bioavailability (BA) Studies Yes
Table 3. A - Statistical Summary of the Comparative BA Data For Unscaled Average N/A
-OR -
B - Statistical Summary of the Comparative BA Data For Reference-scaled Average
BE Studies N/A
Table 16. Composition of Meal Used in Fed Bioequivalence Study N/A

2.7.1.4 Appendix
Table 15. SOPs Dealing with Bioanalytical Repeats of Study Samples N/A

2.7.4.1.3 Demographic and Other Characteristics of Study Population
Table 7. Demographic Profile of Subjects Completing the Bioequivalence Study Yes

2.7.4.2.1.1 Common Adverse Events
Table 8. Incidence of Adverse Events in Individual Studies Yes

MODULE 3: 3.2.S DRUG SUBSTANCE

COMMENT (S)

3.2S8.1

General Information) Yes
(Do not refer to DMF)
3.2.5.1.1 Nomenclature
3.2.5.1.2 Structure

3.2.5.1.3 General Properties
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3.2.5:.2

Manufacturer
Drug Substance (Active Pharmaceutical Ingredient)
Must correlate to the establishment information submitted in annex to Form FDA 356h.

1. Name and Full Address(es)of the Facility(ies) Yes

2. Contact name, phone and fax numbers, email address Yes
3. U.S Agent’s name (if applicable) Yes

4. Specify Function or Responsibility Yes

5. Type I DMF number for API Yes

6. CFN, FEI or DUNS numbers (if available) Yes

Responsibility

Name and Address

Taro Pharmaceuticals Inc.
130 East Drive
Brampton. Ontario
Canada. L6T 1C1

FDA Drug Establishment Registration Number:
3002808318

Contact: Lul Ogba-Ghebriel, Director Regulatory Affairs
Tel: S

Fax: 905-791-0236

E-mail: Lul.Ogba-Ghebriel@taro.ca

US Contact Person: Kavita Srivastava. Executive
Director, Regulatory Affairs

Phone: 914-345 - 9001 ext.

Fax: 905-791-0236

E-mail: Kavita.Snivastava@taro.com

3.2.83

Characterization Yes

Provide the following in tabular format:
1. Name of Impurity(ies)

2. Structure of Impurity(ies)

3. Origin of Impurity(ies)

Reference ID: 3363110




3.2.54

Control of Drug Substance (Active Pharmaceutical Ingredient)
3.2.5.4.1 Specification
Testing specifications and data from drug substance manufacturer(s) Yes
3.2.5.4.2 Analytical Procedures Yes
3.2.5.4.3 Validation of Analytical Procedures
(API that is USP or reference made to DMF, must provide verification of USP or DMF
procedures) Yes
1. Spectra and chromatograms for reference standards and test samples Yes: refer to
32844
2. Samples-Statement of Availability and Identification of:
a. Drug Substance Yes
b. API lot numbers

Samples Statement
[21 CFR 314.50(¢)(1)]

Upon request, samples of the following lots of drug substance, Butenafine Hydrochloride and
applicable reference standards with appropriate identification, will be made available.

Butenafine Hydrochloride: Lot # RD-RM11020

(D)4

3.2.5.4.4 Batch Analysis

1. COAs specifications and test results from drug substance mfgr(s) Yes
2. Dmg Product manufacturer’s Certificates of analysis Yes

3.2.5.4.5 Justification of Specification Yes

3.2.5.5 | Reference Standards or Materials (Do not refer to DMF) Yes
3.2.8.6 | Container Closure Systems N/A: refer to DMF# 19551
3.2.8.7 | Stability

1. Retest date or expiration date of APT N/A: refer to DMF# 19551

MODULE 3: 3.2.P DRUG PRODUCT

COMMENT (8S)
3.2.P.1 | Description and Composition of the Drug Product
1. Unit composition with indication of the function of the inactive ingredient(s) Yes
2. Inactive ingredients and amounts are appropriate per IIG (per/dose justification) Yes
3. Conversion from % to mg/dose values for inactive ingredients (if applicable) Yes
4. Elemental iron: provide daily elemental iron calculation or statement of adherence to
21CFR73.1200 (calculation of elemental iron intake based on maximum daily dose
(MDD) of the drug product is preferred if this section is applicable) N/A
5. Imjections: If the reference listed drug is packaged with a drug specific
diluent then the diluent must be Q1/Q2 and must be provided in the
package configuration N/A
3.2.P.2 | Pharmaceutical Development

erence [N-

1. Pharmaceutical Development Report Yes
2. Microbial Attributes
3363110 2. Container/Closure Integrity Testing Report for Sterile Products




b. Antimicrobial Effectiveness Testing for Multi-dose sterile products

3.2.P.3 | Manufacture
3.2.P.3.1 Drug Product
Must correlate to the establishment information submitted in annex to From FDA 356h for
the finished dosage manufacturer and all outside contract testing laboratories.
1. Name and Full Address(es)of the Facility(ies) Yes

2. Contact name, phone and fax numbers, email address Yes

3. U.S Agent’s name (if applicable) N/A; applicant contact is in the U.S.

4. Specify Function or Responsibility Yes

5 CGMP Certification (from both applicant and drug product manufacturer if

different entities) Yes
6. CFN, FEI or DUNS numbers (if available) Yes

Responsibility

Name and Address (e.g.. fabrication, packaging, labeling, testing,
{ importing, storage and distribution
Taro Pharmaceuticals Inc.
130 East Drive
Brampton. Ontario
Canada, L6T 1C1
FDA Drug Establishment Registration

Number: 3002808318

Contact: Lul Ogbaghebricl,
Director Regulatory Affairs
Tel;
Fax: 905-791-0236
e-mail: Lul.Ogba-ghebricl @taro.ca
Taro Pharmaceuticals U.S A, Inc.
Three Skyline Drive

Hawthome. NY 10532

Taro Pharmaceuticals U.S.A Inc. Storage and distribution site in U.S.A. of the Drug

One Commerce Drive Product Butenafine Hydrochloride Cream. 1%.
Cranbury. NJ 08152

Contact : Kavita Srivastava.
Executive Director. Regulatory Affairs
Tel: 914-345-9001, czﬂgﬁ

Fax: 914-593-0078

Email: kavita.srivastava@taro.com

Taro Pharmaceuticals Inc. is identified and known to the FDA as “Site or Firm Establishment
Registration No. 3002808318. and has Labeler Code Taro’s drug product
manufacturing facility at 130 East Drive, Brampton, Ontario, Canada was inspected by the FDA
between February 7 - 11, 2011 and the facility was found acceptable.

Reference ID: 3363110



3.2.P.3.2 Batch Formula Yes

3.2.P.3.3 Description of Manufacturing Process and Process Controls
1. Description of the Manufacturing Process and (for aseptic fill products) Facility Yes
0.3 U




2. Master Production Batch Record(s) for largest intended production runs
(no more than 10x pilot batch) with equipment specified Yes

3. Master packaging records for intended marketing container(s) Yes

4. If sterile product N/A

5. Reprocessing Statement (cite 21CFR 211.115, submitted by the drug
product manufacturer and the applicant, if different entities) Yes

3.2.P.3.4 Controls of Critical Steps and Intermediates Yes

3.2.P.3.5 Process Validation and/or Evaluation

1. Microbiological sterilization validation N/A

2. Filter validation (if aseptic fill) N/A

PROPOSED COMMERCIAL BATCH SIZE:
B320160B.01X| B321600SY.01X

Version 1 Version 1
June 21. 2011 | November 22. 2012
) 4)
Quantity per Quantity per

ANDA batch Scale-up batch

3.2.P.4 | Controls of Excipients (Inactive Ingredients)

Source of inactive ingredients identified Yes

3.2.P.4.1 Specifications
1. Testing specifications (including identification and characterization) Yes
2. Suppliers' COA (specifications and test results) Yes

3.2.P.4.2 Analytical Procedures USP/NF

3.2.P.4.3 Validation of Analytical Procedures N/A

3.2.P.4.4 Justification of Specifications:
1. Applicant COA Yes

MODULE 3: 3.2.P DRUG PRODUCT (Continued)

COMMENT (S)

3.2.P.5 | Controls of Drug Product
3.2.P.5.1 Specification(s) Yes
3.2.P.5.2 Analytical Procedures Yes
3.2.P.5.3 Validation of Analytical Procedures
(if using USP procedure, must provide verification of USP procedure) Yes
Samples - Statement of Availability and Identification of:
1. Finished Dosage Form Yes
2. Lot numbers and strength of Drug Products

Samples Statement
[21 CFR 314.50(e)(1)]

Upon request, samples of the following lots of finished drug product, Butenafine
Hydrochloridle Cream, 1%, and applicable reference standards with appropriate
identification will be made available.

Butenafine Hydrochloride Cream, 1% Lot: 5229-60052
Pack Sizes: 12 g, 15, 24 g, and 30 g tubes

Y@
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3.2.P.5.4 Batch Analysis

Certificates of Analysis for Finished Dosage Form Yes
3.2.P.5.5 Characterization of Impurities N/A,; refer to 3.2.5.3.2
3.2.P.5.6 Justification of Specifications Yes

3.2.P.7 | Container Closure System
1. Summary of Container/Closure System (if new resin, provide data) Yes

2. Components Specification and Test Data Yes

3. Packaging Configuration and Sizes Yes

4. Container/Closure Testing (recommended additional testing for all plastic)N/A
a. Solid Orals: water permeation, light transmissionN/A
b. Liquids: leachables, extractables, light transmissionN/A

5. Source of supply and suppliers address Yes

3.2.P.8 | 3.2.P.8.1 3.2.P.8.1 Stability and Conclusions (Finished Dosage Form)
1. Stability Protocol submitted Yes
2. Expiration Dating Period for Marketed Packaging 24 months
3. Expiration Dating Period for Bulk Packaging (if applicable) N/A
3.2.P.8.2 Post-approval Stability Protocol and Stability Commitment
(From Applicant and Drug Product Manufacturer, if different entities)
Post Approval Stability Protocol and Commitments Yes
3.2.P.8.3 Stability Data
1. Accelerated stability data
a. Four (4) time points 0,1,2,3 Yes
-OR-
b. Refer to the Final Guidance for Industry ANDAs: Stability Testing Drug
Substances and Products, dated June 2013
**THIS WILL BE REQUIRED AS OF JANUARY 2 2014** N/A
c. For liquid and semi-solid products, upright and inverted/horizontal storage
orientation N/A
2. Batch numbers on stability records the same as the test batch Yes
3. Date accelerated stability study initiated Yes
4. Date accelerated stability sample(s) removed from stability chamber for each testing
time point Yes

Reference ID: 3363110



Tabhle below contains the information on the accelerated stability data (40£2°C,
7545% RT) for the batch of Butenafine Hydrochloride Cream, 1% Lot # S229-
60052, from the original ANDA submission. The information includes the requested
initiation dates and the pull dates from the stability chamber for each testing time
point,
Batch
Testing . | Packaging | Initiation
Point Manufacturi Date Date Due Date | Pull Date | Test Date
ng Date
Initial Jul 18, Jul 18, Jul 18, Jul 23,
Analysis 2011 2011 2011 2011
Jul 18, Aug 18, Aug 18, Aug 22,
1:Nintt 2011 2011 2011 2011
July 15, Jul 18, Sep 18, Sep 20, Sep 28,
i o B (I 2011 2011 2011 2011
Jul 18, Oct 18, Oct 18, QOct 26,
o 2011 2011 2011 2011
Jul 18, Jan 18, Jan 8. Jan 26,
S-Moedh 2011 2012 2012 2012
Please note that the stability data for accelerated condition is not updated to include the
‘Pull date’. This is due to the fact that the Accelerated (40°C) samples are pulled on the
‘Due date’ or within 3 days after due date, in accordance with SOP.

MODULE 3: 3.2.R REGIONAL INFORMATION (Drug Substance)

COMMENT (S)
f’)-z-R 3.2.R.1.S Executed Batch Records for drug substance (if available) N/A
sapo o | 3-2R.2.S Comparability Protocols N/A
3.2.R.3.8 Methods Validation Package Yes
Methods Validation Package (3 copies for paper and N/A for E-Submissions) (Required for
Non-USP drugs)
MODULE 3: 3.2.R REGIONAL INFORMATION (Drug Product)
COMMENT (S)
%-Z-R 3.2R.LP.1
rus Executed Batch Records
Product

Copy of Executed Batch Record with Equipment Specified. including Packaging
Records (Packaging and Labeling Procedures)
Batch Reconciliation and Label Reconciliation Yes

Bulk Package Reconciliation required if bulk packaging is used to achieve the minimum
package requirement. Provide the following information in their respective sections:

a. Bulk Package Label (1.14.1) N/A

RefereneetB-3363344P Uik Package Stability (3.2.P.8)



1. If bulk is to be shipped. provide accelerated stability data at 0,3,6 months N/A
2. If bulk is only warehoused for repackaging, provide RT stability data at
0.3.6 months N/A
¢. Bulk Package Container and Closure information (3.2.P.7) N/A
3.2.R.1.P.2 Information on Components Yes
3.2.R.2.P Comparability Protocols N/A
3.2.R.3.P Methods Validation Package Yes

Methods Validation Package (3 copies for paper and N/A for E-Submissions)
(Required for Non-USP drugs)

MODULE 5: CLINICAL STUDY REPORTS

COMMENT (8S)

5.2

Tabular Listing of Clinical Studies Yes

5.3.1
(complete
study data)

Bioavailability/Bioequivalence
1. Formulation data same?
a. Comparison of all Strengths (proportionality of multiple strengths) N/A
b. Parenterals, Ophthalmics, Otics and Topicals
(21 CFR 314.94 (a)(9)(1i1)-(v) Yes
2. Lot Numbers and strength of Products used in BE Study(ies)
ANDA: S229-60052
RLD: 1H02DA

3. Study Type: IN-VIVO PK STUDY(IES)
(Continue with the appropriate study type box below)

See Module 2.7 Clinical Summary for placement of BA/BE Summary for
tables 9 — 16.

The study data that support the BA/BE summary tables should be provided in
the corresponding sections below:

5.3.1.2 Comparative BA/BE Study Reports

5.3.1.3 In Vitro-In-Vivo Correlation Study Reports (exception: all dissolution
data should be placed in 2.7)

5.3.1.4 Reports of Bioanalytical and Analytical Methods for Human Studies

Case Report Forms should be placed under the study to which they pertain, and
appropriately tagged. Refer to The eCTD Backbone File Specification for Study
Tagging
/iwww.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmission
Requirements/ElectronicSubmissions/UCM163560.pdf

5.4

Literature References

Possible Study Types:

Study
Type

IN-VIVO BE STUDY(ES) with PK ENDPOINTS (i.c., fasting/fed/sprinkle)
1. Study(ies) meets BE criteria (90% CI of 80-125, C max, AUC) Select

2. EDR Email: Data Files Submitted Select

3. In-Vitro Dissolution Select

Study
Type

IN-VIVO BE STUDY with CLINICAL ENDPOINTS
Division of Clinical Review Consult Complete [ Yes [ No

Reference ID: 3363110




IN-VITRO BE STUDY(IES) (i.c.. in vitro binding assays) Select
?r“;gz 1. Study(ies) meets BE criteria (90% CI of 80-125) Select

2. EDR Email: Data Files Submitted Select
3. In-Vitro Dissolution Select

NASALLY ADMINISTERED DRUG PRODUCTS

Study Refer to the attached links for Nasal Product BE Tables:

Type hitp://www _fda.gov/downloads/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelop
edandApproved/ApprovalApplications/AbbreviatedNewDrugApplicationANDAGenerics/UC
M209446.pdf

AND
http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelop
edandApproved/ApprovalApplications/AbbreviatedNewDrugApplicationANDAGenerics/UC
M271017 .pdf
Division of Bioequivalence Consult Complete  [] Yes ] No

IN-VIVO BE STUDY(IES) with PD ENDPOINTS
Study (e.g.. topical corticosteroid vasoconstrictor studies)
Type | Division of Bioequivalence Consult Complete [] Yes O o

TRANSDERMAL DELIVERY SYSTEMS

S’;l“hylgz Division of Clinical Review Consult Complete [ ] Yes [] No
Updated 7/8/2013
P T———— BE]
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Active Ingredient Search Results from "OB_QOTC" table for query on "butenafine.”
Displayingrecords 110 10f1 ng\mbad daia
Appl RLD Active :):rs':.ge Strength Droprichn Applicant
No Ingredient Roite MName
WI21307 Yes BUTENAFINE CREAM: TOPICAL 1% LOTRIMIN ULTRA SCHERING
HYDROCHLORIDE PLOUGH

Returnto Electronic Orange Book Home Page

FDACenterfor Drug Evaluation and Research
Office of Generic Drugs

Dwvision of Labeling and Program Support
Update Frequency

Orange Book Data - Monthly

Generic Drug Productinformation & Patentinformation - Daily
Orange Book Data Updated Through June 01, 2013

Patentand Genenc Drug Product Data Last Updated August 05,2013
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Dosage Form;Route: CREAM; TOPICAL
Proprietary Name: LOTRIMIN ULTRA 3
Applicant: SCHERING PLOUGH
Strength: 1%
Application Number: NO021307
Product Number: 001
Approval Date: Dec 7, 2001
Reference Listed Drug Yes
RX/OTC/DISCN: oTC
Patent and Exclusivity Info for this product.  View
Return to Electronic Orange Book Home Page
FDA/Center for Drug Evaluation and Research
Office of Generic Drugs
Division of Labeling and Program Support
Update Frequency:
I Orange Book Data - Monthly _ li."J
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Patent Data

There are no unexpired patents for this product in the Orange Book Database.

Exclusivity Data

There is no unexpired exclusivity for this product.

View a list of all patent use codes
View a list of all exclusivity codes

Return to Electronic Orange Book Home Page

FDA/Center for Drug Evaluation and Research
Office of Generic Drugs

Division of Labeling and Program Support
Update Frequency:
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Generic Drug Product Information & Patent Information - Daily
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Patentand Generic Drug Product Data Last Updated: August 05, 2013
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Table 1: Composition of Butenafine Hydrochloride Cream. 1%

Strength (Label claim) 1%

Ingredient Quality | Quantity mg/¢g | Function
Standard | (% w/w)

Butenafine Hydrochloride Taro Active Pharmaceutical In

White Petrolatum USP

Cetyl Alcohol NF

Stearic Acid NF

Glyceryl Monostearate SE Taro

Propylene Glycol Taro

Dicaprylate

Purified Water USP

Glycerin USP

Polyoxyethylene (23) Taro

Cetyl Ether

Trolamine NF

Sodium Benzoate NF

Benzyl Alcohol NF

Total theoretical weight -- 100.00 1000.0 | ==

JUSTIFICATION OF INACTIVE INGREDIENTS:
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

SHANNON L HILL
08/26/2013

MARTIN H Shimer
08/27/2013
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CHECKLIST FOR THE CHEMISTRY REVIEW:

ANDA 205181, Butenafine Hydrochloride Cream, 1%

Function

Performed By
(Initial and Date)

Check appropriate box

Is this package for new strength PAS?

RBPM
RH 11/1/2017

L]
]

Yes
No

DMF adequate? 019551, Butenafine RBPM X Yes
Hydrochloride RH 11/1/2017 [ ]No *(see comments)
RBPM [ 1Yes *(see comments)

Any outstanding consults?

RH 11/1/2017

X

No

Final recommended dissolution
method/specification acknowledged by

DD, BC or designee

L]
]

Yes
No

Firm? XIN/A

. ; RBPM X] Yes
- ? -

Are all facility inspections acceptable? RH 11/1/2017 | No

Is microbiology recommendation adequate | RBPM i EES

for sterile products? RH 11/1/2017 5 N/A

Are there comparability protocols | Yes
i P ' DD, BC, or designee | How many:

provided? If yes. how many?

If USP monograph exists, do the
specifications conform to the current
UsP?

DD, BC or designee

Yes
No *(see comments)
N/A

Is the final review uploaded into the
current IT platform?

RBPM
RH 11/1/2017

[ ]

Yes
No

action Management Form

ANDA-205181-0RIG-1

Dverall Manwfasturng Tnsgecs inn Revommecnd dakive

Inspection Managemand Feon

ANDA - 205181 -0RIG-1-AMERD-6

{b)4)

by

Division Name Date
AR oL S Comert S, c0-FDA,
Gio;’ia G. Huang =\ oueFoopin, 657542 19200506.100.1.1-F000535885, 1 1;’02};"201?

Gloria Huang for Bing Cai

=G G
Dt 30171102 00:12:48 D400
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Robert
Hallenberg

Gloria
Huang

Digitally signed by Robert Hallenberg
Date: 11/02/2017 06:14:25AM
GUID: 527961500009091e42f05bda047eee3b

Digitally signed by Gloria Huang

Date: 11/02/2017 12:16:21AM

GUID: 508da7000002862964eb903ad7de00fb
Comments: QE signed and approved.



nd
o

& of WEALTy,

o

511?:{:.&0
‘3
i/

_/g DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Administration
Silver Spring MD 20993

ANDA 205181

INFORMATION REQUEST

Taro Pharmaceuticals U.S.A., Inc.
Attention: Kavita Srivastava
Executive Director, Regulatory Affairs
3 Skyline Drive

Hawthorne, NY 10532
kavita.srivastava@taro.com

Dear Madam:

Please refer to your Abbreviated New Drug Application (ANDA) dated February 04, 2013,
submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (the Act) for
Butenafine Hydrochloride Cream, 1%.

We are reviewing the Chemistry section of your submission and have the following comments
and information requests. We request a prompt written response, no later than 7 days in order to
continue our evaluation of your ANDA.

List of the deficiencies:

A. Deficencies:
Drug Substance

1. DMF# 19551 for Butenafine Hydrochloride is being reviewed (including newly
submitted amendments by the DMF holder) and the DMF holder Taro Pharmaceutical
Industries Ltd, will be notified of any deficiencies. We will work with the DMF holder to
resolve any issues if the DMF holder responds in a timely manner. Please be aware that
the quality review of the ANDA cannot be fully completed until all DMF deficiencies are
adequately resolved. Therefore, additional ANDA deficiency comments may be issued
based on the outcome of the DMF review. Please acknowledge this in your response.

Drug Product:

1. We note that you have separated in-process specification and DP release specification. In
order to avoid any confusion, please delete the following sentence from Section 3.2.P.3.4,
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control of critical steps and intermediates: “The in-process specification for Butenafine
Hydrochloride Cream, 1% is provided in Module 3.2.P.5.1 Specifications”.

2. In post-approval stability protocol (ref Section 3.2.P.8.2), you have referred to an older
version of stability specification submitted in eCTDO0002, 07/30/2015 (ref Section
3.2.P.8.1, stability summary and conclusion). Instead please refer to the updated DP
stability specification submitted in eCTD 0003, 06/03/2016 (ref Section 3.2.P.8.1,
Finished product stability specification).

B. Comment:

We expect you to comply with ICH Q3D as of January 1, 2018.

If you do not submit a complete response by May 26, 2017, the review will be closed and the
listed deficiencies will be incorporated in a COMPLETE RESPONSE correspondence.

All items listed on this Information Request shall be addressed in its entirety, any partial or
incomplete response will not be reviewed and the same deficiency list will be issued to you again
as part of the Complete Response Letter issued by OGD. Please note that a commitment to
address an item in the future is not considered satisfying the Information Request.

Send your submission through the Electronic Submission Gateway
http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/default.ntm. Prominently
identify the submission with the following wording in bold capital letters at the top of the first
page of the submission:

INFORMATION REQUEST
CHEMISTRY
REFERENCE # 15114065

If you have any questions, please contact Robert Hallenberg, Regulatory Business Process
Manager, at (240) 402-8646 or email at robert.hallenberg@fda.hhs.gov.

Sincerely,

Robert Hallenberg, Ph.D.

Regulatory Business Process Manager

Office of Program and Regulatory Operations
Office of Pharmaceutical Quality

Center for Drug Evaluation and Research
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g DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Administration
Silver Spring MD 20993

ANDA 205181

INFORMATION REQUEST

Taro Pharmaceuticals U.S.A., Inc.
Attention: Kavita Srivastava
Executive Director, Regulatory Affairs
3 Skyline Drive

Hawthorne, NY 10532
kavita.srivastava@taro.com

Dear Madam:

Please refer to your Abbreviated New Drug Application (ANDA) dated February 04, 2013,
submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (the Act) for
Butenafine Hydrochloride Cream, 1%.

We are reviewing the Chemistry section of your submission and have the following comments
and information requests. We request a prompt written response, no later than 30 days in order
to continue our evaluation of your ANDA.

DMF# 19551 for Butenafine Hydrochloride is being reviewed (including newly submitted
amendments by the DMF holder) and the DMF holder Taro Pharmaceutical Industries Ltd, will
be notified of any deficiencies. We will work with the DMF holder to resolve any issues if the
DMF holder responds in a timely manner. Please be aware that the quality review of the ANDA
cannot be fully completed until all DMF deficiencies are adequately resolved. Therefore,
additional ANDA deficiency comments may be issued based on the outcome of the DMF review.
Please acknowledge this in your response.

List of the deficiencies:

Deficencies:
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If you do not submit a complete response by March 12, 2017, the review will be closed and the
listed deficiencies will be incorporated in a COMPLETE RESPONSE correspondence.

All items listed on this Information Request shall be addressed in its entirety, any partial or
incomplete response will not be reviewed and the same deficiency list will be issued to you again
as part of the Complete Response Letter issued by OGD. Please note that a commitment to
address an item in the future is not considered satisfying the Information Request.

Send your submission through the Electronic Submission Gateway
http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/default.ntm. Prominently
identify the submission with the following wording in bold capital letters at the top of the first
page of the submission:

INFORMATION REQUEST
CHEMISTRY
REFERENCE # 13098972


http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/default.htm
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If you have any questions, please contact Robert Hallenberg, Regulatory Business Process
Manager, at (240) 402-8646 or email at robert.hallenberg@fda.hhs.gov.

Sincerely,

Robert Hallenberg, Ph.D.

Regulatory Business Process Manager

Office of Program and Regulatory Operations
Office of Pharmaceutical Quality

Center for Drug Evaluation and Research
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OFFICE OF GENERIC DRUGS EXPEDITED REVIEW REQUESTED

ANDA#/SUPPLEMENT#: 205181 APPLICANT: Taro Pharmaceuticals
DRUG: Butenafine HCL Cream 1% DATE OF SUBMISSION:2-4-13

The Office of Generic Drugs may grant expedited review status to either an
Original or Supplemental abbreviated new drug application for the following
reasons (MaPP 5240.1,MaPP 5240.3 & GDUFA). At least one of the criteria must
be met to receive Expedited Review Status:

1. [J PUBLIC HEALTH NEED. Events that affect the availability of a drug
for which there is no alternative

2. [[J EXTRAORDINARY HARDSHIP ON THE APPLICANT.

a) Catastrophic events such as explosion, fire storms damage.

b) Events that could not have been reasonably foreseen and for which the
applicant could not plan. Examples include:

¢ Abrupt discontinuation of supply of active ingredient,
packaging material, or container closure; and

¢ Relocation of a facility or change in an existing facility
because of a catastrophic event (see item 2.a)

3. AGENCY NEED.

a) [ Matters regarding the government's drug purchase program, upon
request from the appropriate FDA office.

b) [ Federal or state legal/regulatory actions, including mandated
formation changes or labeling changes if it is in the Agency's
best interest.

c) [ Expiration-date extension or packaging change when the drug
product is the subject of a government contract award.

d) [ Request for approval of a strength that was previously tentatively
approved (To be used in those cases where 180-day generic
drug exclusivity prevented full approval of all strengths).

e) [X] MaPP 5240.3 conditions.

4. [] GDUFA. Year one and year two cohort PIV 180-day eligibility (First
Generic)

RECOMMENDATTIONS :
DISCIPLINE STATUS SIGNATURE/DATE

Team Project Manager (3rantE§ Deny[] MK/ 3-6-14
(PM must Endorse)
Chemistry Team Leader Grant[ ] Deny[ ]
(sign as needed)
Micro Team Leader Grant[ ] Deny[ ]
(sign as needed)
Labeling Team Leader Grant[ ] Deny[ ]
(sign as needed)
Chem. Div./Deputy Grant[] Deny[]

Director

(DO must Endorse)
Office Director/Deputy | Grant[ | Deny[ |
Director (email

concurrence)
(Original ANDASs)

RETURN TO PROJECT MANAGER CHEMISTRY TEAM: SELECT TEAM #13

ENTER FORM INTO DAARTS DATE 3-7-14

Reference ID: 3466667



Paste Email Copy Below:

From: West, Robert L

Sent: Thursday, March 06, 2014 12:02 PM

To: Kwong, Mandy

Subject: RE: Taro Pharmceutical's ANDA 205181 for Butenafine HCL Cream- Expedited Review
Request

Yes, it appears to meet the criteria.

Bob

Reference ID: 3466667

From: Kwong, Mandy

Sent: Thursday, March 06, 2014 11:23 AM

To: West, Robert L

Subject: Taro Pharmceutical's ANDA 205181 for Butenafine HCL Cream- Expedited
Review Request

Hi Bob,

ANDA 205181, Butenafine HCL Cream, appears to be a first generic product for
which there are no blocking patents or exclusivities. This is a PII patent, OTC
product. RLD is Lotrimin Ultra. Should we expedite the review based on
MaPP5240.3?

Orange Book OTC search for Butenafine:

Active Ingredient Search Results from "OB_OTC" table for query on "butenafine.”

Displaying records 1 to 1 of 1 [
Appl No RLD  Active Ingredient Dosage Form; Route Strength Proprietary Name Apj
N021307 Yes BUTENAFINE HYDROCHLORIDE CREAM; TOPICAL 1% LOTRIMIN ULTRA SC

DARRTS search for Butenafine cream:
Application Search Results

Show All Rows | | Export Results |

Application Type/Number Application SubType Product Name Submitter Dosage Form Responsible Organization Currer
View ) ANDA-205181 Unknown BUTENAFINE HYDROCHLORIDE TARO PHARMACEUTICALS USA INC EMULSION, CREAM CDER/OGD Pendin
Mandy

Mandy C Kwong, Pharm.D.
Lieutenant, U.S. Public Health Service
Regulatory Project Manager
FDA/CDER/Office of Generic Drugs
MPN1, Room 1357

7520 Standish Place

Rockville, MD 20855

240-276-8801 (office)



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

MANDY C KWONG
03/07/2014

ROBERT L WEST
03/07/2014
Deputy Director, Office of Generic Drugs

Reference ID: 3466667



MEMORA

DATE :

TO

FROM

SUBJECT:

Reference ID: 3261384

NDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

February 12, 2013

Director
Division of Bioequivalence (HFD-650)

Chief, Regulatory Support Branch
Office of Generic Drugs (HFD-615)

Examination of the bioequivalence study submitted with an ANDA 205181 for Butenafine
Hydrochloride Cream, 1% (OTC) to determine if the application is substantially complete
for filing.

Taro Pharmaceuticals USA Inc. has submitted ANDA 205181 for Butenafine
Hydrochloride Cream, 1% (OTC). Itisafirst generic. In order to accept an ANDA

that contains afirst generic, the Agency must formally review and make a determination
that the application is substantially complete. Included in this review is a determination
that the bioequivalence study is complete, and could establish that the product is
bioequivalent.

Please evaluate whether the request for study submitted by Taro Pharmaceuticals USA Inc.
on February 4, 2013 for its Butenafine Hydrochloride product satisfies the statutory
requirements of "completeness’ so that the ANDA may be filed.

A "complete" bioavailability or bioequivalence study is defined as one that conforms with
an appropriate FDA guidance or is reasonable in design and purports to demonstrate that
the proposed drug is bioequivalent to the "listed drug".



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

EDWARD WASHINGTON
02/14/2013

Reference ID: 3261384
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	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(l)] in structured product labeling (SPL) format, as described at , 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 indust
	http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm
	http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U 

	The Electronic Common Technical Document (eCTD) is CDER’s standard format for electronic regulatory submissions.  Beginning May 5, 2017, ANDAs must be submitted in eCTD format and beginning May 5, 2018, drug master files must be submitted in eCTD format.  Submissions that do not adhere to the requirements stated in the eCTD Guidance will be subject to rejection. 
	For more information please visit: www.fda.gov/ectd. 
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	For Vincent Sansone, PharmD Deputy Director Office of Regulatory Operations Office of Generic Drugs Center for Drug Evaluation and Research 
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	Some of these provisions were amended by the Generic Drug User Fee Amendments of 2017 (GDUFA II) (Public Law 115-52, Title III). 
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	watar, sodium benzoate, stearic acid, 

	gel medical help orcortact a Posen Cortrol 

	trolarn he, white petrolatum 

	Centar right 'J:Nay. 
	Questions?ca11-866-923-4914 
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	lKUt,J Facts (contnued)


	Drug Facts 
	Drug Facts 
	Drug Facts 
	Directions 
	Directions 
	Active ingredient Purpose 
	Active ingredient Purpose 


	• adl.lts ard chll1ren 12 years and oldar: 
	Butenaflre hydrochbride 1 % .......... Antiftngal .
	• use tt"e tip of tt"e cap to break tt"e seal ard 
	open the tube
	Uses 
	• cures most pck Itch 
	• cures most pck Itch 
	• wash theaffectedskh with soap and 

	watar and dry complee ~ bet ore apptyl rg scalhgwhlch accom panyths condtlon 
	• releves tc ling, burnhg,cr<eklrg, and 
	• appty once a day t> affected skin for 2 weeks or as directed bya doctor
	Warnings 
	• wash hands after each use 
	• wash hands after each use 
	• wash hands after each use 
	For eo<ternal use only 

	• c lildren undar 12 years: ask a doctor 

	Do not use • on nails or scalp 
	Oth er informa tion 
	•
	•
	•
	in ornearthe m otJh ortheeyes 


	• do not use If seal on ti.be Is broken or not 
	• 
	• 
	forvagnal yeast lnfectb ns 

	visible When usngthlsproduct do not gel Intl 1he 
	•store betwee n 20° to 25' c (68° t> 77° F) 
	eyes. Weye cortact OCCU'S, rinse thorcugh~ with watar. 
	hactive ingredients 
	benzy! alcchol, cetyl alcohol, gycariI\ glyceryl 
	benzy! alcchol, cetyl alcohol, gycariI\ glyceryl 
	benzy! alcchol, cetyl alcohol, gycariI\ glyceryl 
	benzy! alcchol, cetyl alcohol, gycariI\ glyceryl 
	benzy! alcchol, cetyl alcohol, gycariI\ glyceryl 
	Stop use and a>kadoctor Iftoo much 

	morostearate SE, pdyoxye1hylene (23) celyl 

	lrrtation ocx: U'S or lrrtation gels worse 

	elhar, propylene glycol dicapry!ite, PU'lled 

	Ke.:p outofreach olchllclren. lfswalbwed, 
	Ke.:p outofreach olchllclren. lfswalbwed, 
	Ke.:p outofreach olchllclren. lfswalbwed, 
	Ke.:p outofreach olchllclren. lfswalbwed, 
	watar, sodium benzoate, stearic acid, 

	gel medical help orcortact a Posen Cortrol 

	trolarn he, white petrolatum 

	Centar right 'J:Nay. 
	Questions?ca11-866-923-4914 
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	O z Z o g~ Cf) ::0 "'11~s;: Cf) '"O ::i:: Drug Facts Drug Facts (continued) DirectionsActive ingredient Purpose Butenafine hydrochloride 1% ............................. Antifungal • adults and children 12years and older: • use the tip ofthe cap to break the seal and open the Uses tube • cures most Jock itch •wash the affected skin with soap and water and dry • relieves Itching, burning, cracking, and scaling which completely before applying accompany this condition • apply once a day to affected skin for 2
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	Butenafine 
	Butenafine 
	Butenafine 

	Hydrochloride 
	Hydrochloride 
	Hydrochloride 

	Clinically Proven to 
	Cream 1O/o Caitdns tleOrug:BUTENAFINE HYORDCHLOR/OE Cure MostJock Itch 
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	Drug Facts Active ingredient Purpose Butenafine hydrochbrlde 1% ............................ Antifuigal 
	Drug Facts Active ingredient Purpose Butenafine hydrochbrlde 1% ............................ Antifuigal 
	Drug Facts Active ingredient Purpose Butenafine hydrochbrlde 1% ............................ Antifuigal 
	Drug Facts(contirued) Directions • adults and c lildren 12 years and dder: •usethe tipof thec ap to break the seal and open 1he rube •wash the affected skinwth soap and water and dry oom petely before applying • app ~ oocea day to affected skin fa 2 weaks or as dlreced by a doctor • wash hands atereach use • ch ldre n uider 12 years: aska docbr 

	Uses • curesmost pckltch • releves tchlng, bumlng,cracl<irg, and scaling wlich acoompany thls c ond tion 
	Uses • curesmost pckltch • releves tchlng, bumlng,cracl<irg, and scaling wlich acoompany thls c ond tion 

	Warnings For external use only Do not use • on nails or scalp • In ornear themruth ortheeyes • forvagnal yeast lnfedbns When usng thlsproduct do not get Into the e,res. If e,re oontact occtrs, rtrse troroughly wth waer. 
	Warnings For external use only Do not use • on nails or scalp • In ornear themruth ortheeyes • forvagnal yeast lnfedbns When usng thlsproduct do not get Into the e,res. If e,re oontact occtrs, rtrse troroughly wth waer. 

	Other information •do rot use Wseal on tube ls brd<en or notvisble •store between 20' to 25° c (68° to 77' F) 
	Other information •do rot use Wseal on tube ls brd<en or notvisble •store between 20' to 25° c (68° to 77' F) 

	Inactive ingrecients benzyl alcohol, cetyl alcohol, glycerin, glyceryl rronosearae SE, polyoxyethylene (23) cetyl etl"er, propylene g ~col dicaprylate, purified water, sodium be nzoate, stearb acid, tolam he, whie petolatum Questions? ca11 1-aes.g23.4914 
	Inactive ingrecients benzyl alcohol, cetyl alcohol, glycerin, glyceryl rronosearae SE, polyoxyethylene (23) cetyl etl"er, propylene g ~col dicaprylate, purified water, sodium be nzoate, stearb acid, tolam he, whie petolatum Questions? ca11 1-aes.g23.4914 

	Stop use and aska doctor If too much lrrtation occtrs orlrrlatbn gets worse Ke'P cutof reach otchlklren. lfswalbwed, Q9t medbal help a contact a Polson Omtrd Carter ri;Jht awey. .. 
	Stop use and aska doctor If too much lrrtation occtrs orlrrlatbn gets worse Ke'P cutof reach otchlklren. lfswalbwed, Q9t medbal help a contact a Polson Omtrd Carter ri;Jht awey. .. 
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	NOC 51672-2100-2
	Butenafine 
	Butenafine 
	Hydrochloride Cream 1O/o Antifungal NET WT 30 g (1 oz) 
	:Acllve Ingredient Purpose Directions • adults and child'"" 12 years and1 1Butenafine hydrochloride 1% ....................... Antifungal older: • use the tiP of the cap to break the seal ard: 
	0
	:Uses • cures mGSt athlete's foot between the toes, :_e~rtll:O~b~~~~~p:3te:e:~~ki~P~~r0~~8:1o~ ijock itch and ringworm • relieves itching, burning, a1'1et.e's foot between the toes: apply 1o affected: :cracking, and scaling which accompany these skin between and around the toes twice a day for 11 ,_ns , or once a day fer 4weeks,: 
	,c_on_d_iti_o___________--1 week (momirg and nighQ1WBrn/ngS for external U$O Ol ly. or as di..cted by a doctor. Wear well·fltlirg, Wnlilaled1 ..,._--''--~----'------Ishoes. Change stxies and socks at least once daily.: 100 not use• on nails or scalp• in or nearthe mouttl • for jodc Itch and ringworin: apply once a day to1 :or ttle eyes • for vaginal yeast infections. affected skin for 2 weeks or as directed by a cloctcr• ":w~-"'~-~-"'-"--do-n--g-et-i--t-he-e-es-.--1 •
	11en1,.thisproc1uctotntoy-wash hands after each use • children under 12
	1

	-,
	9
	-

	1If eye conta:t occurs, rinse thoroughly with water. years: ask adJctor. .1Stop use and ask a doctor if too much irritation Oonot.useifseal ontubeis bro~n~rnotvisible. .1occurs or irritation gets worse. See cnmp for lot number and exp1rat1on chte. 1 ~ .
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	Drug Facts (continued)
	Drug Facts 
	Drug Facts 
	Directioos
	Active irgreclient Purpose 
	• adul1s aid chiklren 12 years and older: 
	Butenanne hydiochlorlde 1% ..........Antlfungal .
	• use 1he tip of the cap to break the sea and opoo the tube
	Uses 
	• wash theaffecled S<in v.;1h 0011> and waler and
	• wash theaffecled S<in v.;1h 0011> and waler and
	• cures mo& a1hlete'sfoot betweoo the toes. 

	dry cani;jetely beforeappying
	dry cani;jetely beforeappying
	Effec11venESson the bottom crsidES of foot 

	• lorathlele'sloot betweenthetoes: a~ly to
	• lorathlele'sloot betweenthetoes: a~ly to
	ls unknCl.\on. 

	affecled S<ln betweoo and <round the toes twk:e a
	• 
	• 
	• 
	cures mo& jock Itch and ringworm 


	dayfor 1 week(rroming and nigh~. or once a day 
	• 
	• 
	raie1es lt hlng, tu ning, cracking, and 

	fcr4 w10ks. or asdlrecled bya doctor. 'hear 
	fcr4 w10ks. or asdlrecled bya doctor. 'hear 
	fcr4 w10ks. or asdlrecled bya doctor. 'hear 
	scaling which a::company thesecondltions 

	wal-fittlng, ven11tated shoes. Change !lloesand socks at lea& once daHy. AA>~bet..,n

	Warnilgs 
	anl aromd llle kl es
	• forjock Itch and nng\'\Orm:
	• forjock Itch and nng\'\Orm:
	Fer external use ordy 

	a~lyoncead<11toaffectedskln forl ~I
	Do not use 
	Do not use 
	2weeks or as directej bya doctor.

	• oo nails or scalp 
	• v.rash hands after ech u!:e t ~e::,t:Oer: dSfta:
	• 
	• 
	• 
	in or ne<r the rrou1h or 1he e)E!s 


	11
	• chlldroo under12yE11rs; askadoctcr ea
	• 
	• 
	for vaginal yea& infections When ushgthis prod.Jct do not get Into the 

	Other ilformatioo 
	• do not use ifseal on tube is t:rd<en or not visible wl1h watEr. 
	e'f0S . I 91e rontlct occuis, rinse thoioughly 
	e'f0S . I 91e rontlct occuis, rinse thoioughly 
	• oorebetwEen 20' to25"C(68° b 77° F) 

	stop use am ask a docbrlf too much 
	Inactive ingred ents 
	lrrltaion oocursor irritation gets worse 
	lrrltaion oocursor irritation gets worse 
	lrrltaion oocursor irritation gets worse 
	benzyl acooo~ cetyl abohol, glycerin, glycaryl mooo&e<rate SE, polyoxye1hylene (23)cetyl e1her, 

	Keep out of reachofchll<ten. lfswalowEd 

	propylooe glycol dk:a17ytate, pirWied waler, sodium
	get medk:al help or coolacta PoisonContiol ' 
	get medk:al help or coolacta PoisonContiol ' 
	get medk:al help or coolacta PoisonContiol ' 
	benzoate, &e<rb acid, tiolarnlne, white ~trolaum

	Genier rightaway. 

	Questions?can 1-866-923-4914
	~ 
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	Butenafine Antitu~al 
	Hydrochloride Cl11rn /y Pimen to Cure Most Cream 10/o C.ntdlrstheDrugWlfNAfflEHYIJIOCHLOJIJDE Athletes Foci !:>?Meen the Toes 
	Drl(J Facts (continued)
	Drug Facts 
	Directioos
	Active irgredient A.lrpose 
	Active irgredient A.lrpose 

	• adult> aid chiklien 12 years andolder:
	Butenanne hydiodlloride 1%...........Antlfungal .
	• use 1he tip of the rap to break thesea and opoo the tube
	Uses 
	• wash theaffeced S<ln v.;1h oo~ and waer and
	• cuies most a1hlete'sfoot betweoo the toes. 
	dry canp etely beforeappylng
	dry canp etely beforeappylng
	Effectivene>son the bottom crside> of foot 

	• lorathlele's lootbetweenthetoes: a~lyto
	• lorathlele's lootbetweenthetoes: a~lyto
	is unknCMn. 

	affeced S<ln aitweoo and <round the toes twk:e a
	• 
	• 
	• 
	cuies most jock ltdl and ringworm 


	day for 1week(rnomlng and nlgM, or once aday
	• 
	• 
	relle1es it hlng, tuning, aacking, and 

	fcr 4 weeks. or asdiieced bya doctor. V.ear 
	sralingwhich a::companythesecondltions 
	sralingwhich a::companythesecondltions 
	well-fitting, ventilated shoes. Change !tloesand socl<s at least once daH~ A"~i.1...n

	Warnilgs 
	• forjock Itch and ringw>nn: •Ill '" " ' "~" a~lyonceada/ toaffected!l<ln torl ~I
	• forjock Itch and ringw>nn: •Ill '" " ' "~" a~lyonceada/ toaffected!l<ln torl ~I
	81

	Fer external use orly 

	Do rot use 
	Do rot use 
	2weeks oras diiectEd bya doctor.

	• on nails or scalp 
	• on nails or scalp 
	• on nails or scalp 
	• ~rash hands after Qlth U$ t ~~tet:,e,.:d8{,"
	8


	• in or ne<r the rnou1h or 1he eies 

	811
	• ch1ldroo under12 years; ask a doctcr
	• for vaginal yea& Infections When ushgthis prod.Jct do not getinto the 
	Other ilformatioo 
	• do not use If seal on tube is trd<en or not visible wi1h wat<r. 
	eyes . I 91e ron1act OCCUIS, rinse thOIOUghly 
	eyes . I 91e ron1act OCCUIS, rinse thOIOUghly 
	• &ore between 20' to 25" C (68° b 77° F) 

	Stopuse am ask a docbrlf too mudl 
	Inactive ingred ents 
	lrrltalonoocursor Irritationgetsworse 
	lrrltalonoocursor Irritationgetsworse 
	lrrltalonoocursor Irritationgetsworse 
	lrrltalonoocursor Irritationgetsworse 
	lrrltalonoocursor Irritationgetsworse 
	lrrltalonoocursor Irritationgetsworse 
	lrrltalonoocursor Irritationgetsworse 
	benzyl acooo~ cefyl at:ohol, glycerin, glyceryl monoste<rate SE, polyoxye1hylene (23)cefyl e1her,

	Keep out of reach of c hildren. lfswalowEd, 

	propylooe glycol dk:ai;rylate, pirWled waer, sodium

	get medical help or conacta PoisonContiol 

	benzoate, steak: acid, 110larnlne, white ~trolaum

	Cener rightaway. 

	Qr.estions? can 1-866..923-4914
	~ 
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	Butenafine 
	Butenafine 
	AntifungalHydrochloride 
	Clinically ProvfJJ to Cure Mo<t Cream 1% ChntJins the Drug:BUTENARNE HIDROCHWRIOE Ath/ete sFoot betl'.€€JJ the Toes 
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	Drug Facts ccontinued)
	Drug Facts 
	Directioos 
	• adul1s aid chitdien 12 years and older: .8ut81afine h)'drochb ride 1%.......................................Antifungal .
	Active ingred ent Pr.rpose 
	• 
	• 
	• 
	use 1he tip of 1he cap b creak 1he sealand qien 1he tube 

	•
	•
	wash the affected skin wl1h SO<ll and water and dry


	Uses 
	completely betoie a~lylng 
	• 
	• 
	• 
	curES most a1hlela's toot be!Ml81 tts bes. 

	• 
	• 
	for athlete's foot belNeen the toes: awlytoaffectedskln Ettedl\/9nESson 1he bottan asides of too1 isunknO\//n. 


	bElween aid around 1he toes twicea day tor 1 week 
	•
	•
	•
	cures most jock Itch and rlngwonn 


	(morning aid ngh~, a oocea da/ tor 4weeks, a as 
	• 
	• 
	reHE11es Itching, burning, cracking, and scaing which 

	dira:tej bl adoctor. Wearviell-fitting, V81tHaed shoES. aocomprnythESe rondltlons 
	Change shoes aid socks at least once dally. 
	• forjock itch and rhgworm: Ap~yl:l!tre111 and aouidlbeIDIS
	Warnings 
	appi'f oocead<11 b ata:tej skin ~
	I I
	Forexternal use orjy 
	tor2 weeks or as diiected bla doctor. .Do not use .
	• wash hands atereach use 1wuk tricea daJOr 
	• wash hands atereach use 1wuk tricea daJOr 
	• on nails or sea.Ip 

	• dlltdien under 12 )E!ais: ask a docbr 4 •elks orce aIii! 
	•
	•
	•
	in a near 1he mouth a the 91es 

	• 
	• 
	torv<ginal yeast Infa:tlons 


	Otherintormatiar 
	• do not use tt seal on 1ube is trden or no1 visible .cootact occurs, rinse 1hooughi'f withwater. .
	Whenusing this Jrodlci donotgEI into1he eyes. if eye 
	Whenusing this Jrodlci donotgEI into1he eyes. if eye 
	• sore be1Wean 20' 10 25" C (68°b 77° Fl 

	/nae tive ingredients benz)'I atohol, cet)'I a1cooo1, Irritation get worse 
	stop use oodask acbctortf1oo much irritation occurs or 
	stop use oodask acbctortf1oo much irritation occurs or 
	stop use oodask acbctortf1oo much irritation occurs or 
	stop use oodask acbctortf1oo much irritation occurs or 
	stop use oodask acbctortf1oo much irritation occurs or 
	gi)Cerin, gi'fcar)'I mooooteerate Sf, poiyoxyElh)'l81e (23) cetyl ether, prq:>)'lene gi'fcol dbapr)'lala, purified water, sodium

	Keep out of react> at ch ldren. I s.wilowed, gEI medical hap 
	Keep out of react> at ch ldren. I s.wilowed, gEI medical hap 


	b81zoate, seark: acid, 1iolarnine, white pitrolatum 

	or ron1act a Poison Control <l!nter right a/la/. 
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	Antifungal
	Butenafine 

	Hydrochloride Clinically Provf!l to Cure Mo!t Cream 1% Contams fheOrug: BUTENARNEHYDROOILORIDE Athletes Foot beti\ef!l the Toes 
	I.
	Drug Facts ccontinued) 
	I.
	Drug Facts 
	Directioos 
	I 
	I.

	• adul1s aid chitdien 12 years and older: 
	Active ingredent Pr.rpose 
	I.
	• use 1he tip of 1he cap b creak 1he sealand qien 1he tube
	8ut81afine h)'drochb ride 1%.......................................Antifungal .
	I .
	Uses 
	• cures most a1hlela's toot be!Ml81 tts bes. Effectiveness on 1he bottan asides of too1 is unknown. 
	• curesrrostjockltch and rlngwonn 
	• reHE11es Itching, burning, cracking, and scaing which aocomprny these rondltlons 
	Warnings
	For external use orjy 
	Do not use • on nails or sea.Ip 
	•in a near 1he mouth a the 91es
	Oz 
	• torv<ginal yeast Infa:tlons 
	Zo 
	Whenusing this Jrodlci donotgEI into1he eyes. Ifeye 
	coo1act occurs, rinse 1hooughi'f withwater. 
	:t ~ 
	•wash the affected skin wl1h SO<ll and water and dry I .completely betoie a~lylng .
	I .
	• for athlete's foot belNeen the toes: awlytoaffectedskln I .bElween aid around 1he toes twicea day tor 1 week .
	I .I.
	(morning aid ngh~. a oocea da/ tor 4 weeks, a as 
	I.
	dira:tej bl adoctor. Wearviell-fitting, V81tHaed shoes. 
	I.
	Change shoes aid socks at least once dally. 
	I .
	• forjock itchandrhgworm: Ap~yl:l!tre111 and aouidlbeIDIS 1 .
	appi'f oocea da/ b ata:tej skin .tor2 weeks or as dliected bl a doctor. .
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	l~I :

	• wash hands atereach use 
	1w11k tricea daJ or 1 .
	• chltdien under 12 )E!ais: ask a docbr ••elksorce a "If 
	1 .Otherinformatiar 
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	• do not use tt seal on 1ube is trden or no1 visible 
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	• sore be1Wean 20' 10 25" C (68° b 77° F) .
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	stop use oodask a cbctortf1oo much irritation occurs or 
	/nae tive ingredients benz)'I atohol, cet)'I a1cooo1, :
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	gl)Cerin, gi'fcar)'I mooooteerate Sf, poi'foxyElh)'l81e (23) cetyl
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	~ en Keep out of react> at ch ldren. I s.wllowed, gEI medical hap 
	b81zoate, seark: acid, 110larnine, white pitrolatum 
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	APPLICATION NUMBER:. 
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	LABELING REVIEWS. 
	LABELING REVIEWS. 
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	LABELING REVIEW 
	LABELING REVIEW 
	Division of Labeling Review. Office of Regulatory Operations. Office of Generic Drugs (OGD). Center for Drug Evaluation and Research (CDER). 
	Date of This Review 
	Date of This Review 
	Date of This Review 
	1/4/2017 

	ANDA Number(s) 
	ANDA Number(s) 
	205181 

	Review Number 
	Review Number 
	4 

	Applicant Name 
	Applicant Name 
	Taro Pharmaceuticals USA, Inc. 

	Established Name & Strength(s) 
	Established Name & Strength(s) 
	Butenafine Hydrochloride Cream, 1% 

	Proposed Proprietary Name 
	Proposed Proprietary Name 
	None

	 Submission Received Date 
	 Submission Received Date 
	11/16/2016 

	Labeling Reviewer 
	Labeling Reviewer 
	Charlie Hoppes 

	Labeling Team Leader 
	Labeling Team Leader 
	Ann Vu 

	Review Conclusion ACCEPTABLE – No Comments. ACCEPTABLE – Include Post Approval Comments Minor Deficiency* – Refer to Labeling Deficiencies and Comments for the Letter to Applicant. *Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily Correctable Deficiency if all other OGD reviews are acceptable.  Otherwise, the labeling minor deficiencies will be included in the Complete Response (CR) letter to the applicant. 
	Review Conclusion ACCEPTABLE – No Comments. ACCEPTABLE – Include Post Approval Comments Minor Deficiency* – Refer to Labeling Deficiencies and Comments for the Letter to Applicant. *Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily Correctable Deficiency if all other OGD reviews are acceptable.  Otherwise, the labeling minor deficiencies will be included in the Complete Response (CR) letter to the applicant. 

	On Policy Alert List 
	On Policy Alert List 


	1 | Page 
	1. 
	1. 
	LABELING COMMENTS 

	1.1 
	1.1 
	LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT 

	None 

	1.2 
	1.2 
	COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE 

	The Division of Labeling has no further questions/comments at this time based on your labeling submission dated November 16, 2016. 

	1.3 
	1.3 
	POST APPROVAL REVISIONS 

	These comments will NOT be sent to the applicants at this time. .These comments will be addressed post approval (in the first labeling supplement review).. 
	2 | Page 
	2. .PREVIOUS LABELING REVIEW? DEFICIENCIES? FIRM'S RESPONSE? AND REVIEWER'S ASSESSMENT 
	In this section, we include any previous labeling review deficiencies, the fm n's response and reviewer's assessment to fnm's response as well as any new deficiencies found in this cycle. The below comments are from the labeling review C3 based on the submission dated 6/3/16. 
	Reviewer Comments: 
	LA.BEL~G 
	GE;\LR!\L COl\IMEl'ffS 
	Please note that there hare been recent and sig11fjkant changes to the labeling ofthe Reference .Listed Dmg (RLD), NDA 021307/S-015, approved December 18, 2015. Rt!l'iseyour labels a11d .labeling accordingly. Please note that ym1 neM not include the pricing infonnaffon approvedfor .theRLD. .
	Submit your revised labeling eleccro11ically. n1e prescribing infonnaffon and any patient .labeling should reflect the /111/ content of the labeling as well as the planned ordering of tile .co111ent ofthe labeling. n1e container label and any outer packaging slio11/d reflect the comem .as well as an acauate represe11ta1ion ofthe layout, color, text si:e, and sJyle. .
	TofacilitaJe review ofyour nf!l.1 submission, please provide a side-by-side comparison ofyour .proposed labeling with your last submitted labeli11g with all dijferences annotated and explained. .We also advise that you only address rile deficiencies noted in chis co1111111111icarton. .HowC\·er, prior to the submission of your amendmem, ploose check labeling reso1uces, .i11cludingDRUGS@FDA, the electronic Orange Book and the NF-USP online,for recent updates .and make any necessary rel'iSiollS toyour labels a
	In order to keep ANDA labeUng aurent, we suggest that you subscribe to the daily or week01 .updates of new doaunents posted on the CDER web site at the following address ­htrp:llservice.govdeltvery.comlservicels11bscribe.html?code=USFDA 17. .
	Response: .The canon labeling for Achlete's foot (12 g, 15 g, 24 g and 30 g) and Jock Irch (12 g, 15 g, .24 g and 30 g) haw been re,ised as per the changes made to Reference Listed Drug .(RLD), NDA 02130715-015, appron>d December 18, 2015 and is included in l\Iodule .
	1.U.2.1. The side-by-side compa1ison of rhe cw-rent n. proposed labeling (Arhlete's foor .and Jock Itch) is pro,ided in ~Iodule 1.14.2.l. In addirion, rhe SPL for Athlete's Foor and .Jock Itch has bee-n re'i.~ed and is included in l\lodule 1.14.2.2. .

	2.1 CONTAINER AND CARTON LABELS 
	2.1 CONTAINER AND CARTON LABELS 
	Did the fnm submit container and/or caiion labels that were NOT requested in the previous labeling review? NO 
	Ifyes, state the reason for the submission, and comment below whether the proposed revisions ai·e acceptable or deficient. 
	Reviewer Comments: 

	2.2 ADDITIONAL BACKGROUND INFORMATION PERTINENT TO THE REVIEW 
	2.2 ADDITIONAL BACKGROUND INFORMATION PERTINENT TO THE REVIEW 
	In this section, include any con espondence or internal info1mation pertinent to the review. Include the conespondence(s) and/or information date(s) [e.g. resolution of any pending chemistiy review or issue]. 
	3 1Page 
	3 1Page 

	Reviewer Comments: 
	3. LABELING REVIEW INFORMATION AND REVIEWER ASSESSMENT 

	3.1 REGULATORY INFORMATION 
	3.1 REGULATORY INFORMATION 
	Are there any pending issues in DLR's SharePoint Drug Facts? NO IfYes, please explain in section 2.2 Additional Background Info1mation Pe1tinent to the Review Is the drug product listed in the Policy Alert Tracker on OGD's SharePoint? NO IfYes, please explain. 
	3.2 MODEL PRESCRIBING INFORMATION .
	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) ~MOSTRECENTLY APPROVED NOA MODEL LABELING (If NOA is listed in the discontinued section ofthe Orange Book, also enter ANDA model labeling information.) NOA# /Supplement# (S-000 if original): NOA 021307/S-015 Supplement Approval Date: 12/18/2015 Proprietary Name: Lotrimin Ultra Established Name: Butenafine HCI Cream Description of Supplement: Adds promotional information and the claim "1
	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) ~MOSTRECENTLY APPROVED NOA MODEL LABELING (If NOA is listed in the discontinued section ofthe Orange Book, also enter ANDA model labeling information.) NOA# /Supplement# (S-000 if original): NOA 021307/S-015 Supplement Approval Date: 12/18/2015 Proprietary Name: Lotrimin Ultra Established Name: Butenafine HCI Cream Description of Supplement: Adds promotional information and the claim "1
	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) ~MOSTRECENTLY APPROVED NOA MODEL LABELING (If NOA is listed in the discontinued section ofthe Orange Book, also enter ANDA model labeling information.) NOA# /Supplement# (S-000 if original): NOA 021307/S-015 Supplement Approval Date: 12/18/2015 Proprietary Name: Lotrimin Ultra Established Name: Butenafine HCI Cream Description of Supplement: Adds promotional information and the claim "1


	Reviewer Assessment: 
	Is the Prescribing Info1mation same as the model labeling, except for differences allowed under 21CFR314.94(a)(8)? YES Are the specific requirements for foimat met under 21 CFR 201.57(new) or 201.80(old)? NA Does the Model Labeling have combined inse1t labeling for multiple dosage foims? NO 
	Reviewer Comments: 
	3.3 MODEL CONTAINER LABELS Model container/carton/blister labels [Source: NDA 021307/S-015, approved 12/18/2015 ] 
	4 1Page 
	4 1Page 
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	3.4 
	3.4 
	UNITED STATES PHARMACOPEIA (USP) & PHARMACOPEIA FORUM (PF) 

	We searched the USP and PF to determine if the drug product under review is the subject of a USP monograph or proposed USP monograph. 
	Table
	TR
	Table 2:  USP and PF Search Results 

	TR
	Date Searched 
	Monograph ? YES or NO 
	Monograph Title (NA if no monograph) 
	Packaging and Storage/Labeling Statements (NA if no monograph) 

	US P 
	US P 
	1/4/2017 
	No 
	N/A 
	N/A 

	PF 
	PF 
	1/4/2017 
	No 
	N/A 
	N/A 


	Reviewer Comments: 

	3.5 
	3.5 
	PATENTS AND EXCLUSIVITIES 

	The Orange Book was searched on 1/4/2017.. Table 3 provides Orange Book patents for the Model Labeling NDA 021307  and ANDA patent certifications.. (For applications that have no patents, N/A is entered in the patent number column). 
	Table
	TR
	Table 3:  Impact of Model Labeling Patents on ANDA Labeling 

	Patent Number 
	Patent Number 
	Patent Expiration 
	Patent Use Code 
	Patent Use Code Definition 
	Patent Certificatio n 
	Date of Patent Cert Submissio n 
	Labeling Impact (enter “Carveout” or “None”) 
	-


	N/A 
	N/A 


	Reviewer Assessment: 
	Reviewer Assessment: 
	Is the applicant’s “patent carve out” acceptable? NA 
	Reviewer Comments: 
	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 
	Table 4:  Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 
	Table 4:  Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 

	Exclusivity Code 
	Exclusivity Code 
	Exclusivity Expiration 
	Exclusivity Code Definition 
	Exclusivity Statement 
	Date of Exclusivity Submissio n 
	Labeling Impact (enter “Carveout” or “None”) 
	-


	N/A 
	N/A 



	Reviewer Assessment: 
	Reviewer Assessment: 
	Is the applicant’s “exclusivity carve out” acceptable? NA 
	Reviewer Comments: 
	8 | Page 
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	4. 
	4. 
	DESCRIPTION, HOW SUPPLIED AND MANUFACTURED BY STATEMENT 

	Tables 5, 6, and 7 describe any changes in the inactive ingredients, dosage form description, package sizes, and manufacturer/distributor/packer statements of the Prescribing Information or Drug Facts for OTC products when compared to the previous labeling review. 
	Reviewer Assessment: 
	Are there changes to the inactives in the DESCRIPTION section or Inactive Ingredients (OTC)? NO Are there changes to the dosage form description(s) or package size(s) in HOW SUPPLIED or package size(s) for OTC? NO Are there changes to the manufacturer/distributor/packer statements? NO If yes, then comment below in Tables 5, 6, and 7. 
	Table 5:  Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) 
	Table 5:  Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) 
	Table 5:  Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) 

	Previous Labeling Review 
	Previous Labeling Review 
	Currently Proposed 
	Assessment 

	TR
	TH
	Figure

	TD
	Figure

	No Changes 


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

	Previous Labeling Review 
	Previous Labeling Review 
	Currently Proposed 
	Assessment 


	Table 7:  Manufacturer/Distributor/Packer Statements 
	Table 7:  Manufacturer/Distributor/Packer Statements 
	Table 7:  Manufacturer/Distributor/Packer Statements 

	Previous Labeling Review 
	Previous Labeling Review 
	Currently Proposed 
	Assessment 

	TR
	TH
	Figure

	TD
	Figure

	No Changes 



	5. 
	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: 
	9 | Page 
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	6. 
	6. 
	COMMENTS FOR OTHER REVIEW DISCIPLINES 

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

	7. 
	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  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. 
	MUST

	Table 8: Review Summary of Container Label and Carton Labeling 
	Table 8: Review Summary of Container Label and Carton Labeling 
	Table 8: Review Summary of Container Label and Carton Labeling 

	TR
	Final or Draft or NA 
	Packaging Sizes 
	Submission Received Date 
	Recommendati on 

	Container 
	Container 
	Final 
	AF & JI: 12 g, 15 g, 24 g, 30 g 
	6/3/2016 
	Satisfactory 

	Carton 
	Carton 
	Final 
	1’s all sizes 
	11/16/2016 
	Satisfactory 

	Table 9 Review Summary of Prescribing Information and Patient Labeling 
	Table 9 Review Summary of Prescribing Information and Patient Labeling 

	TR
	Final or Draft or NA 
	Revision Date and/or Code 
	Submission Received Date 
	Recommendati on 

	SPL Data Elements 
	SPL Data Elements 
	10/2016 
	11/16/2016 
	Satisfactory 
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	Figure
	Digitally signed by Thuyanh Vu
	Thuyanh 
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	LABELING REVIEW 
	LABELING REVIEW 
	Division of Labeling Review. Office of Regulatory Operations. Office of Generic Drugs (OGD). Center for Drug Evaluation and Research (CDER). 
	Date of This Review 
	Date of This Review 
	Date of This Review 
	7/29/2016 

	ANDA Number(s) 
	ANDA Number(s) 
	205181 

	Review Number 
	Review Number 
	3 

	Applicant Name 
	Applicant Name 
	Taro Pharmaceuticals Inc. 

	Established Name & Strength(s) 
	Established Name & Strength(s) 
	Butenafine Hydrochloride Cream, 1% 

	Proposed Proprietary Name 
	Proposed Proprietary Name 
	None

	 Submission Received Date 
	 Submission Received Date 
	6/3/2016 

	Labeling Reviewer 
	Labeling Reviewer 
	Charlie Hoppes 

	Labeling Team Leader 
	Labeling Team Leader 
	John Grace 

	Review Conclusion ACCEPTABLE – No Comments. ACCEPTABLE – Include Post Approval Comments Minor Deficiency* – Refer to Labeling Deficiencies and Comments for the Letter to Applicant. *Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily Correctable Deficiency if all other OGD reviews are acceptable.  Otherwise, the labeling minor deficiencies will be included in the Complete Response (CR) letter to the applicant. 
	Review Conclusion ACCEPTABLE – No Comments. ACCEPTABLE – Include Post Approval Comments Minor Deficiency* – Refer to Labeling Deficiencies and Comments for the Letter to Applicant. *Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily Correctable Deficiency if all other OGD reviews are acceptable.  Otherwise, the labeling minor deficiencies will be included in the Complete Response (CR) letter to the applicant. 

	On Policy Alert List 
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	1 | Page 
	1. 
	1. 
	LABELING COMMENTS 

	1.1 
	1.1 
	LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT 

	Labeling Deficiencies determined on July 29, 2016, based on your submission dated June 3, 2016. 
	GENERAL COMMENTS Please note that there have been recent and significant changes to the labeling of the Reference Listed Drug (RLD), NDA 021307/S-015, approved December 18, 2015. Revise your labels and labeling accordingly. Please note that you need not include the pricing information approved for the RLD. 
	Submit your revised labeling electronically.  The prescribing information and any patient labeling should reflect the full content of the labeling as well as the planned ordering of the content of the labeling.  The container label and any outer packaging should reflect the content as well as an accurate representation of the layout, color, text size, and style. 
	To facilitate review of your next submission, please provide a side-by-side comparison of your proposed labeling with the reference listed drug labeling with all differences annotated and explained. We also advise that you only address the deficiencies noted in this communication. 
	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 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 



	1.2 
	1.2 
	COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE 

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

	1.3 
	1.3 
	POST APPROVAL REVISIONS 

	These comments will NOT be sent to the applicants at this time. .These comments will be addressed post approval (in the first labeling supplement review).. Click here to enter text.. 
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	2.. 
	PREVIOUS LABELING REVIEW, DEFICIENCIES, FIRM’S RESPONSE, AND REVIEWER’S ASSESSMENT 

	In this section, we include any previous labeling review deficiencies, the firm’s response and reviewer’s assessment to firm’s response as well as any new deficiencies found in this cycle. The below comments are from the labeling review C2 based on the submission dated 2/4/13. 
	3 | Page 
	Reviewer Comments: 
	Reviewer Comments: 
	LABELING 
	LABELING 
	Comment I .CONTAINERS FOR ATHLETE'S FOOT(J2 g, 15 g, 24 g, 30 g tubes) .
	a. Delete "Athlete's Foot Cream", as it does not appear in the reference listed drug's (RLD) labels . 
	.l\.OpUU~C" .
	lii 
	Tbt> labding bas bt>t>n rffist>d per dlt' Agucy's rt>qut>st and is included in Module 
	l.U.2.1. 
	b. Make the establisl1ed dnig name "Burenafine Hydrochloride Cream 1%" rlie most .prominentfeature, excluding reference u11der the "Drug Facts". .
	Rtwonst lb .The labtling bas bten rt\istd ptr tbt Agtncy's rtqntst and is included in Modolt .
	1.U.U. 
	c. Add a bar line between rile "Directions" sectio11 and "Do not use ifseal 011 tube ... " 
	We refer you to the RLD labels for guidance as weU as 21 CFR 201.66 (d) (8) for .fonnafting. .
	Response lt .Tbe labeling bas been re,-ised per tbe Agency's request and is included in Module .
	1.14.2.1. 
	d. Add "Questions? Call 1-866-923-4914". rrereferyou to rhe RLD labelsfor guida11ce. 
	Response ld .Tbe labtling bas bttn rf\-istd ptr tbt Agency's request and is indndtd in Modolt .
	1.14.2.1. 
	e.. Delete (bfll as it does .not appear in the RLD labels. We refer you to the RLD labelsfor guidance. .
	4

	Rtsponse le .Tbe labeling bas betu rf'iSM ptr tbe Agt>nry's rt>quest aud is included in Module .
	1.14.2.1. 
	f 111ere are missing hairlines within tire "Warnings" section. We refer you to 21 CPR .201.66(d) (8) for fonnat i11formation. Jre also refer you to tlie RLD labelsfor Guidance. .
	Rewonse lf .The labtling bas bttn rt\istd ptr tbe Agtncy's rtqnest and is included in Modolt .
	1.14.2.1. 
	Comment 2 .CARTONS FOR ATHLETE'S FOOT (12 g, 15g, 24 g, 30g h1bes) .
	4 1Page 
	<L Vetere ..Arl!tere·s ¥001 <.:ream ·-on au panets as rr aoes Plot appear m rne rejerence lisred dmg's {RLD) labeling. 
	Response 2a The labeling bas been rflised per die Agency's request and is included in }l odule 1.1-U.l . 
	b. Refer ro tire comment "b" under "CONTAINERS FOR .4THLETE 'S FOOT." 
	Remonst 2b Tht labeling has been re\ised per die Agency's nqntst and is includtd in :\fodule 
	l.U.2.1. 
	c. Delere___________________(4 as tlrey do not appear ill tlie
	lliJ_
	RLD 's labeliPJg. 
	Response 2c The labeling bas been rf\ised pH' rlie Agency's request and is included in Module 
	1.14.2.l. 
	Comment 3 .CONTAINERS FOR JOCK ITCH (11 g, 15 g, 24 g, 30 g mbes) .
	a. .Delete lliH( as it does not appear i11 the RLD's labels. 
	Rtsponse 3a Tht labeling has been rt\ised per the Agency's nqutst and is included in }fodule 
	l .U .2.1. 
	b. .Refer to the comments "b, c, d, and .f' under "CONTAINERS FOR ATHLETE'S FOOT. 
	Respome3b The labeling has been rf\ised per die Agency's request and is included in }fodule 
	l.14.l.l. 
	c. Defote >n'll s it docs notappear in the RLD 's labels. We refer yo11 to tlie RLD labelsfor guidance. 
	5 1Page 
	Rtsponst 3c .Tht lnbtling ltns bttu rf\istd pt1· lht Agtnc~·'s rtqutsl and is includtd in :\fodult .
	1.U.2.1. 
	Commen/4 .CARTONS FOR JOCK ITCH(12 g, 15 g, 24 g. 30g tubes) .
	a. .Delete (ll}1'1 on all panels as it does not appear i11 the refe1·ence listed .dmg's (RLD) labeling. .
	Rtsponst Ja .Tht labtling has bttu rttistd per tht Agtncy's n qutst and is included in :\fodult .
	1.14.2.1. 
	b. .Refer to tire comme111 "b" u11der "CONTAINERSFOR ATHLETE'S FOOT." 
	Rtsp onse Jb .The labeling has beeu rf\ised per the Agency's requesr and is included in :\fodule .
	l .U .2.1. 
	c. .Delete i j)l'fJu iidoes not appear in the RLD's labeling. 
	---~~~~~~~~ 
	Response 4c .The labeling bas bttu retised per the Agency's request and is included in Module .
	1.14.2.1. 
	Comment 5 .SPL DATA ELEMENTS FOR JOCK ITCH .I11active Ingredients: Add "cetet/1-23 ". .
	S11bmir your revised labeling elecrro11ically i11 final primfonnat. F11rthermore, submit a legend .that states thefo11t sizes for the headings, subheadings, etc.for each container and carton label .
	To facilitate review ofyour 11exr submission, please provide a side-by-side comparison ofyour .proposed labeling witli your last submitred labeli11g >1·irh all differences annotated and explained. .
	Respome ~ .The SPL Data Eltmeuts for Jock Itch has been ntised pH the Agtncy's request and is .indudtd in Module l.lJ.1.1. .
	Tn addition, 11 side-by-side comparison of the current vs. proposed labeli11g (Athlete's root .and Jock Itch) i~ provided in Module 1.14.2.1. .
	2.1 CONTAINER AND CARTON LABELS 
	2.1 CONTAINER AND CARTON LABELS 
	Did the fnm submit container and/or caiion labels that were NOT requested in the previous labeling review? NO 
	Ifyes, state the reason for the submission, and c01mnent below whether the proposed revisions are acceptable or deficient. 
	Reviewer Comments: 

	2.2 ADDITIONAL BACKGROUND INFORMATION PERTINENT TO THE REVIEW 
	2.2 ADDITIONAL BACKGROUND INFORMATION PERTINENT TO THE REVIEW 
	In this section, include any coITespondence or internal info1mation pertinent to the review. Include the coITespondence(s) and/or info1mation date(s) (e.g. resolution ofany pending chemistiy review or issue]. 
	6 1Page 
	6 1Page 

	Reviewer Comments: 
	3. LABELING REVIEW INFORMATION AND REVIEWER ASSESSMENT 




	3.1 REGULATORY INFORMATION 
	3.1 REGULATORY INFORMATION 
	Are there any pending issues in DLR's SharePoint Drug Facts? NO IfYes, please explain in section 2.2 Additional Background Info1mation Pe1tinent to the Review Is the drug product listed in the Policy Alert Tracker on OGD's SharePoint? NO IfYes, please explain. 
	3.2 MODEL PRESCRIBING INFORMATION .
	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) ~MOSTRECENTLY APPROVED NOA MODEL LABELING (If NOA is listed in the discontinued section ofthe Orange Book, also enter ANDA model labeling information.) NOA# /Supplement# (S-000 if original): 021307/S-015 Supplement Approval Date: 12/18/2015 Proprietary Name: Lotrimin Ultra Established Name: Butenafine hydrochloride cream Description of Supplement: Adds promotional information and the cl
	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) ~MOSTRECENTLY APPROVED NOA MODEL LABELING (If NOA is listed in the discontinued section ofthe Orange Book, also enter ANDA model labeling information.) NOA# /Supplement# (S-000 if original): 021307/S-015 Supplement Approval Date: 12/18/2015 Proprietary Name: Lotrimin Ultra Established Name: Butenafine hydrochloride cream Description of Supplement: Adds promotional information and the cl
	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) ~MOSTRECENTLY APPROVED NOA MODEL LABELING (If NOA is listed in the discontinued section ofthe Orange Book, also enter ANDA model labeling information.) NOA# /Supplement# (S-000 if original): 021307/S-015 Supplement Approval Date: 12/18/2015 Proprietary Name: Lotrimin Ultra Established Name: Butenafine hydrochloride cream Description of Supplement: Adds promotional information and the cl


	Reviewer Assessment: 
	Is the Prescribing Info1mation same as the model labeling, except for differences allowed under 21CFR314.94(a)(8)? NO Are the specific requirements for foimat met under 21 CFR 201.57(new) or 201.80(old)? NA Does the Model Labeling have combined inse1t labeling for multiple dosage foims? NO 
	Reviewer Comments: .Sponsor will be requested to update to the last approved labeling of the RLD. .
	3.3 MODEL CONTAINER LABELS Model container/carton/blister labels [Somce: NDA 021307/S-015, approved 12/18/2015] 
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	Figure
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	Figure
	Figure


	3.4 
	3.4 
	UNITED STATES PHARMACOPEIA (USP) & PHARMACOPEIA FORUM (PF) 

	We searched the USP and PF to determine if the drug product under review is the subject of a USP monograph or proposed USP monograph. 
	Table
	TR
	Table 2:  USP and PF Search Results 

	TR
	Date Searched 
	Monograph ? YES or NO 
	Monograph Title (NA if no monograph) 
	Packaging and Storage/Labeling Statements (NA if no monograph) 

	US P 
	US P 
	7/29/2016 
	No 
	N/A 
	N/A 

	PF 
	PF 
	7/29/2016 
	No 
	N/A 
	N/A 


	Reviewer Comments: 

	3.5 
	3.5 
	PATENTS AND EXCLUSIVITIES 

	The Orange Book was searched on 7/29/2016.. Table 3 provides Orange Book patents for the Model Labeling 021307  and ANDA patent certifications. .(For applications that have no patents, N/A is entered in the patent number column). 
	Table
	TR
	Table 3:  Impact of Model Labeling Patents on ANDA Labeling 

	Patent Number 
	Patent Number 
	Patent Expiration 
	Patent Use Code 
	Patent Use Code Definition 
	Patent Certificatio n 
	Date of Patent Cert Submissio n 
	Labeling Impact (enter “Carveout” or “None”) 
	-


	N/A 
	N/A 


	Reviewer Assessment: 
	Reviewer Assessment: 
	Is the applicant’s “patent carve out” acceptable? NA 
	Reviewer Comments: 
	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 
	Table 4:  Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 
	Table 4:  Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 

	Exclusivity Code 
	Exclusivity Code 
	Exclusivity Expiration 
	Exclusivity Code Definition 
	Exclusivity Statement 
	Date of Exclusivity Submissio n 
	Labeling Impact (enter “Carveout” or “None”) 
	-


	N/A 
	N/A 



	Reviewer Assessment: 
	Reviewer Assessment: 
	Is the applicant’s “exclusivity carve out” acceptable? NA 
	Reviewer Comments: 
	11 | Page 


	4. 
	4. 
	DESCRIPTION, HOW SUPPLIED AND MANUFACTURED BY STATEMENT 

	Tables 5, 6, and 7 describe any changes in the inactive ingredients, dosage form description, package sizes, and manufacturer/distributor/packer statements of the Prescribing Information or Drug Facts for OTC products when compared to the previous labeling review. 
	Reviewer Assessment: 
	Are there changes to the inactives in the DESCRIPTION section or Inactive Ingredients (OTC)? NO Are there changes to the dosage form description(s) or package size(s) in HOW SUPPLIED or package size(s) for OTC? NO Are there changes to the manufacturer/distributor/packer statements? NO If yes, then comment below in Tables 5, 6, and 7. 
	Table 5:  Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) 
	Table 5:  Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) 
	Table 5:  Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) 

	Previous Labeling Review 
	Previous Labeling Review 
	Currently Proposed 
	Assessment 

	TR
	TH
	Figure

	TD
	Figure

	No Changes 


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

	Previous Labeling Review 
	Previous Labeling Review 
	Currently Proposed 
	Assessment 

	TR
	No Changes 


	Table 7:  Manufacturer/Distributor/Packer Statements 
	Table 7:  Manufacturer/Distributor/Packer Statements 
	Table 7:  Manufacturer/Distributor/Packer Statements 

	Previous Labeling Review 
	Previous Labeling Review 
	Currently Proposed 
	Assessment 

	TR
	No Changes 



	5. 
	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: 
	12 | Page 

	6. 
	6. 
	COMMENTS FOR OTHER REVIEW DISCIPLINES 

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

	7. 
	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  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. 
	MUST

	Table 8: Review Summary of Container Label and Carton Labeling 
	Table 8: Review Summary of Container Label and Carton Labeling 
	Table 8: Review Summary of Container Label and Carton Labeling 

	TR
	Final or Draft or NA 
	Packaging Sizes 
	Submission Received Date 
	Recommendati on 

	Container 
	Container 
	Final 
	12 g, 15 g, 24 g, and 30 g (each indication) 
	6/3/2016 
	Revise 

	Carton 
	Carton 
	Final 
	1’s 
	6/3/2016 
	Revise 

	Table 9 Review Summary of Prescribing Information and Patient Labeling 
	Table 9 Review Summary of Prescribing Information and Patient Labeling 

	TR
	Final or Draft or NA 
	Revision Date and/or Code 
	Submission Received Date 
	Recommendati on 

	SPL Data Elements 
	SPL Data Elements 
	5/2016 
	6/3/2016 
	Revise 


	13 | Page 
	Charles. Hoppes. 
	John. Grace. 
	Digitally signed by Charles Hoppes Date: 8/01/2016 07:05:27AM GUID: 508da70600028b0abae4848ffc506ecc Digitally signed by John Grace Date: 8/01/2016 07:07:17AM GUID: 508da70800028bf026504977722c3599 
	Figure

	Office of Generic Drugs 
	Office of Generic Drugs 
	REVIEW OF PROFESSIONAL LABELING (#1 Cycle) 
	ANDA Number: 205181 Date of Submission: February 4, 2013 Applicant: Taro Pharmaceuticals U.S.A., Inc. Established Name and Strength: Butenafine Hydrochloride Cream, 1% Proprietary Name: None 
	Labeling Comments below are considered: 
	Figure

	Minor Deficiency * 
	* Please note that the RPM may change the status from Minor Deficiency to Easily Correctable Deficiency if other disciplines are acceptable. 
	No Comments (Labeling Approval Summary or Tentative Approval Summary) 
	Figure

	-Labeling comments to be sent to the firm start below: 
	RPM Note 

	as it does not appear in the reference listed drug’s (RLD) 
	as it does not appear in the reference listed drug’s (RLD) 
	as it does not appear in the reference listed drug’s (RLD) 

	b. c. 
	b. c. 
	Make the established drug name “Butenafine Hydrochloride Cream 1%” the most prominent feature, excluding reference under the “Drug Facts”. Add a barline between the “Directions” section and “Do not use if seal on tube…” We refer you to the RLD labels for guidance as well as 21 CFR 201.66 (d) (8) for format information. 

	d. 
	d. 
	Add “Questions? Call 1-866-923-4914”.  We refer you to the RLD labels for guidance. 


	a. labels. 
	Labeling Deficiencies determined on March 17, 2014, based on your submission dated   February 4, 2013: 
	1...CONTAINERS FOR ATHLETE’S FOOT (12 g, 15 g, 24 g, 30 g tubes) 
	e. Delete as it does not appear in the RLD labels.  We refer you to the RLD labels for guidance. 
	a. Delete 
	f...There are missing hairlines within the “Warnings” section.  We refer you to 21 CFR 201.66(d) (8) for format information.  We also refer you to the RLD labels for Guidance. 
	2...CARTONS FOR ATHLETE’S FOOT (12 g, 15 g, 24 g, 30 g tubes) 
	 on all panels as it does not appear in the reference listed drug’s (RLD) labeling. 
	b...
	b...
	b...
	Refer to the comment “b” under “CONTAINERS FOR ATHLETE’S FOOT.” 

	c...
	c...
	Delete the images of a foot (outside of the “Drug Facts”) as they do not appear in the RLD’s labeling. 


	3...CONTAINERS FOR JOCK ITCH (12 g, 15 g, 24 g, 30 g tubes) 
	a. Delete 
	as it does not appear in the RLD’s labels. 
	Figure

	b. Refer to the comments “b, c, d, and f” under “CONTAINERS FOR ATHLETE’S FOOT.” 
	 as it does not appear in the RLD’s 
	4. CARTONS FOR JOCK ITCH (12 g, 15 g, 24 g, 30 g tubes) 
	c. Deletelabels. We refer you to the RLD labels for guidance. 
	a. Delete 
	on all panels as it does not appear in the reference listed drug’s 
	(RLD) labeling. 
	Figure

	b. 
	b. 
	b. 
	Refer to the comment “b” under “CONTAINERS FOR ATHLETE’S FOOT.” 

	c. 
	c. 
	Delete the 


	 as it does not appear in the RLD’s labeling. 
	Figure

	5. SPL DATA ELEMENTS FOR JOCK ITCH 
	5. SPL DATA ELEMENTS FOR JOCK ITCH 
	Inactive Ingredients: Add “ceteth-23”. 
	Submit your revised labeling electronically in final print format. Furthermore, submit a legend that states the font sizes for the headings, subheadings, etc. for each container and carton label. 
	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. 
	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
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17


	-Labeling comments end here 
	Note RPM 

	Review Summary 
	Review Summary 
	Labeling Submitted 
	Labeling Submitted 
	Labeling Submitted 
	Date submitted 
	Final or Draft 
	Recommendation 

	CONTAINER for Athlete’s Foot (12 g, 15 g, 24 g, 30 g tubes) 
	CONTAINER for Athlete’s Foot (12 g, 15 g, 24 g, 30 g tubes) 
	February 4, 2013 
	Draft 
	Revise 

	CARTON for Athlete’s Foot (12 g, 15 g, 24 g, 30 g tubes) 
	CARTON for Athlete’s Foot (12 g, 15 g, 24 g, 30 g tubes) 
	February 4, 2013 
	Draft 
	Revise 

	CONTAINER for Jock itch (12 g, 15 g, 24 g, 30 g tubes) 
	CONTAINER for Jock itch (12 g, 15 g, 24 g, 30 g tubes) 
	February 4, 2013 
	Draft 
	Revise 


	CARTON for Jock itch (12 g, 15 g, 24 g, 30 g tubes) 
	CARTON for Jock itch (12 g, 15 g, 24 g, 30 g tubes) 
	CARTON for Jock itch (12 g, 15 g, 24 g, 30 g tubes) 
	February 4, 2013 
	Draft 
	Revise 

	SPL DATA ELEMENTS for Jock itch 
	SPL DATA ELEMENTS for Jock itch 
	February 4, 2013 
	N/A 
	Revise 


	FOR THE RECORD:..
	1...MODEL LABELING: Lotrimin Ultra® (Butenafine Hydrochloride) 1% cream, NDA 021307/S-013; approved 5/2/12.  It is OTC switch product.  S-013 provides for the revision of the claim “Full Prescription Strength” to “Prescription Strength”.  It also proposes to enlarge “Prescription Strength” and reposition it under the proprietary name on the fifth panel and on the principal display panel (PDP) of the carton label for Lotrimin Ultra® Athlete’s Foot and Lotrimin Ultra® Jock itch. There is no pending labeling s
	RLD Container/Carton (30 g presentation for Athlete’s foot and 12 g presentation for Jock itch shown): 
	RLD Container/Carton (30 g presentation for Athlete’s foot and 12 g presentation for Jock itch shown): 

	butenafine hydrochloride cream 1% Net Wt 30g (1.1 oz 

	ctive ingredient Purpose 
	ctive ingredient Purpose 
	utenafine hydrochloride 1°/o..................................................................................................................... Antifungal .
	Uses • cures most athlete's foot between the toes, jock itch and ringworm relieves itching, burning, cracking, and scaling which accompany these conditions 
	Din.gs_ ..f.Dr.e:xternal us.eDnly ________________________________________ _ 
	o not use • on nails or scalp • in or near the mouth or the eyes • for vaginal yeast infections 
	en-u-sing l his-procfucccf6 notgetinfolh-e-eyes.-lf eye eontactoc-curs, rinse lhofougnry wffh-wafer. -------­top use and ask adoctor if too much irritation occurs or irritation gets worse eep out of reach of children. If swallowed, get medical help or contact aPoison Control Center right away. 

	Directions 
	Directions 
	adults and children 12 years and older: •use the tip of the cap to break the seal and open the tube •wash the ffected skin with soap and water and dry completely before applying • for athlete's foot between the toes: pply to affected skin between and around the toes twice aday for 1week (morning and night), or once aday for 4 eeks, or as directed by adoctor. Wear well-fitting, ventilated shoes. Change shoes and socks at least once daily. 
	for jock itch and ringworm: apply once aday to affected skin for 2weeks or as directed by adoctor •wash .ands after each use • children under 12 years: ask a doctor .
	onot use if seal on tube is broken or not visible. See crimp for lot number and expiration date. Store between .0° to 25°C (68° to 77°F). Questions? 1-866·360·3226 ©Copyright & Distributed by MSD Consumer Care, Inc., .0 Box 377, Memphis, TN 38151USA, a subsidiary of Merck &Co., Inc., Whitehouse Station, NJ USA. All rights .
	eserved. Product of Ja an. 27976-06 
	Contains theDrug: BUTENAFINE HYDROCHLORIDE 
	~fflU? Ujfiu .JO.Ug:J ICJlUO'.) L.OS Ode pei..o:: JO d1a~ re::4pa...1 It!~ ' PO/A.Cl 'CMS II 1JaJp11q:J 10 q:>eaJ 10 lflO daa)I 
	I 11'1 . 14 11.Dl Pl'P IS .all'!-'"' llll" 141.1Cno10.n &SU 1 sino::io i::in..o::i 81\e 11 sa~a a~1 cit.1iatl iou op iJnpo1&1 s11.11 au1sn uaij/A suowia1u11wa\ ~u16E'J1 JO~• sa.~a •nn 10 ,anow ill.II .J~au~o ..1. d1ns .JO s11P1. LIO • asn µiu oc A(uo asn 1ewapa 10:;1 StlU!UlfM 
	suoq1:i.n:: asa1.11 (u1?dwo:xn1 lp l.IM ~ure:is pue 5u :lpEJ:: Bu1.Lnq Bu14JJ SJAa11;;Ja lliJ l.'A6u1. ~u4::ii ~:ol isow s~Jnl• LI \IUU~1.r SI 10 )j jU Siip ~JO wouoq dll LJ(, ~"':ii1Ui!/l paJJ::1 SttOl <14l lfoil't'llil lO'IJ ::i,91-illl!Jl! jSOIU S.~Jnl• 
	sasn 
	rellun, J..\f %~ Bppo11.1JcJpf.i. su1reua1na 
	asodJllJ 1us1ps1t1u1 8Af13fl SJ3e:J ania 
	Reference ID: 3474747 
	I 







	L0 TRIMIN 
	L0 TRIMIN 
	ULTR/-t 

	I 
	•butenafine hydrochloride cream 1% ANTIFUNGAL Net Wt 12g (0.42 oz): 
	:Active ingredient Purpos~ 
	'Butenafine hydrochloride 1°10.............................................................................................................. Antifunga~ .
	1Uses • cures most jock itch '•relieves itching, burning, cracking, and scaling which accompany this condition • 'Wirmngs-Fo"fexteriiaf use-oiilY ------------------------------• 
	Do not use • on nails or scalp • in or near the mouth or the eyes • for vaginal yeast infections 'When-using l his procfuet ao nm gefinfoTheeyes. Tf eye corifact occufs,rinsetfiorouglily wffh wrue7. ---, 1Stop use and ask adoctor if too much irritation occurs or irritation gets worse 
	,Keep out of reach of children. If swallowed, get medical help or contact aPoison Control Center 
	•right away. 
	1Directions • adults and children 12 years and older: •use the tip of the cap to break the seal and open 
	•t
	•t
	•t
	he tube •wash the affected skin with soap and water and dry completely before applying • apply once :a day to affected skin for 2weeks or as directed by a doctor • wash hands after each use • children 

	•
	•
	•
	under 12 years: ask a doctor 

	100 not use if seal on tube is broken or not visible. See crimp for lot number and expiration date. Store 

	•
	•
	between 20° to 25°C (68° to 77°F). Questions? 1·866-360·3226 ©Copyright &Distributed by MSD :consumer Care, Inc., PO Box 377, Memphis, TN 38151 USA, a subsidiary of Merck &Co., Inc., !~tlit~Q.u~.St.ati.Qn_~U~J\R..u~Qf J.a~ao.. _____________ ..2Z97j·Q.6 
	rlgtitsle~erve.dJ>r.od



	the Drug: BUTENAFINE HYDROCHLORIDE 
	~ntains 

	Figure
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	Reference ID: 3474747 
	MedWatch -None 
	2. .
	2. .
	2. .
	USP & PF [Checked 3/13/14]: The DS and DP are not compendia!. 

	3. .
	3. .
	PATENT AND EXCLUSIVITY [Checked 3/13/14]: None 

	4. .
	4. .
	INACTIVE INGREDIENTS [3.2.P.1-0riginal submission] Below list is consistent with the info1m ation in the labeling. 

	5. 
	5. 

	6. 
	6. 

	7. 
	7. 


	Strength (Label claim) 1% Ingredient Quality Quanti1y mg/g Function Standard (% w/w) Butenafine Hydrochloride Taro 1.000 (b)(4 Active Phannaceutical lna!:edient White Petrolatum USP 3.600 Cetyl Alcohol NF 5.000 Stearic Acid NF 5.000 Glyceryl Monostearate SE Taro 4.000 Propylene Glycol Taro 10.000 Dicaprylate Purified Water USP 62.200 Glycerin USP 6.000 Polyoxyethylene (23) Taro 2.000 Cetyl Ether Trolamine NF 0.500 Sodium Benzoate NF 0.200 Benzyl Alcohol NF 0.500 Total theoretical wei~ht -­100.00 1000.0 -­(b
	MANUFACTURING FACILITY [3.2.P.3.1 -0riginal submission] Taro Phannaceuticals Inc. 
	ltiff4 
	FINISHED PRODUCT DESCRIPTION & PRODUCT LINE [Per Drng Facts and 
	DailyMed] .RLD: Lotrimin Ultra® Athlete's Foot; 12 g, 15 g, 24 g, and 30 g tubes, and Lotrimin Ultra® .Jock itch; 12 g and 15 g tubes. .
	ANDA: Butenafine Hydrochloride Cream, 1% for Athlete's Foot; 12 g, 15 g, 24 g, and 30 g .tubes Butenafine Hydrochloride Cream, 1 % Jock itch; 12 g, 15 g, 24 g, and 30 g tubes. .
	White cream [Per 3.2.P.1] .STORAGE STATEMENT AND DISPENSING RECOMMENDATIONS [Per Drng .Facts] .
	RLD: Store between 20° to 25°C (68° to 77°F). Do not use ifseal on tube is broken or not .visible. .ANDA: Same as RLD. .
	8. CONTAINER/CLOSURE [3.2.P.7.1 -Original submission] 
	The container/closure systems consist primarily of laminate High Density Polyethylene (HDPE) tube and white polypropylene (PP) cap. 
	12 gram: ¾” x 3-1/4” White laminate tube, EPK-6456-0 with cap 15 gram: ¾” x 4-1/4” White laminate tube, EPK-6458-0 with cap 24 gram: 7/8” x 4” White laminate tube, EPK-6461-0 with cap cap
	30 gram: 1” x 4” White laminate tube, EPK-6463-0 with 
	9. 
	9. 
	9. 
	RELATED APPLICATIONS: None 

	10. 
	10. 
	CITIZEN PETITION: None 
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	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	ELLEN E HWANG 03/20/2014 
	THUYANH VU on behalf of JOHN F GRACE 03/21/2014 for Wm. Peter Rickman 
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	Chemistiy Review Data Sheet 
	Chemistry Review Data Sheet 
	1. .ANDA #205181 
	2. .REVIEW #: 1 
	3. .REVIEW DATE: 06/09/2014 
	4. .REVIEWER: Shin Grace Chou, PhD 
	5. .PREVIOUS DOCUMENTS: None 
	6. SUBMISSION(S) BEING REVIEWED: 
	7. NAME & ADDRESS OF APPLICANT: .
	8. .DRUG PRODUCT NAME/CODE/TYPE: 
	Proprieta1y Name: None .Non-Proprieta1y Name (USAN): Butenafine Hydrochloride .
	9. .LEGAL BASIS FOR SUBMISSION: 
	• .
	• .
	• .
	Reference listed dmg (RLD): Lofrimin Ultra 

	• .
	• .
	NDA#: 021307 

	• .
	• .
	RLD's Finn's name: Schering Plough HealthCare Products 

	• .
	• .
	Patent (S): No unexpired patent 

	• .
	• .
	Exclusivity: No unexpired exclusivity 


	10. PHARMACOL. CATEGORY: 
	• .antifungal agent used in the topical ti·eatment ofathlete's foot, jock itch and ringwo1m. Tinea corporis and tinea pedis (interdigital) 
	11. DOSAGE FORM: Cream 
	12. .STRENGTH/POTENCY: 1% 
	13. .ROUTE OF ADMINISTRATION: Topical (Cutaneous) 
	-I .­
	CHEMISTRY REVIEW .
	Chemistiy Review Data Sheet 
	14. Rx/OTC DISPENSED: OTC 
	15a. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM): [g] Not a SPOTS product 15b. NANOTECHNOLOGY PRODUCT TRACKING: 
	[g] Not a NANO product 
	15c. PRECEDENT: D The review of this ANDA establishes a precedent -TL concmTence 
	16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA, MOLECULAR WEIGHT: 
	(a) .Recommended International Non-proprietary name (INN): Butenafine Hydrochloride 
	Chemical names (IUPAC): 
	• .
	• .
	• .
	N-{ [ 4-(1, 1-Dimethylethyl)phenyl]methyl }-N-methyl-1­naphthalenemethanamine hydrochloride .

	• .
	• .
	N-(p-tert-butylbenzyl)-N-methyl-naphthalenemethylamine hydrochloride 


	Other non-proprietary name(s) (e.g., national name, USAN, BAN, etc.): Butenafine Hydrochloride (INN); BUT.HCl; But-HCl 
	Chemical Abstracts Service (CAS) registry number: .CAS# [101827-46-7] .CAS# [101828-21-1], for the free base .
	(b) .Molecular structure, including relative and absolute stereochemistry: 
	fi3 rYC(CH3)3 
	rvv 
	c6

	'Hd 
	(c) 
	(c) 
	(c) 
	Molecular formula: C23H27N•HC1 

	(d) 
	(d) 
	Molecular weight: 353.93 g/mole {317.47 g/mole for the free base) 


	-2­
	CHEMISTRY REVIEW .
	Chemist1y Review Data Sheet 
	17. RELATED/SUPPORTING DOCUMENTS: 
	A. DlVIF(s): 
	Adequate, Inadequate, or N/ A (There is enough data in the application, therefore the DMF did not need to be reviewed) 
	1 

	B. Other Documents: 
	-3 ­
	Reference ID: 3635161 
	CHEMISTRY REVIEW .
	Chemistiy Review Data Sheet 
	18. STATUS 
	19. ORDER OF REVIEW 
	The application submission(s) covered by this review was taken in the date order ofreceipt. D Yes ~No Ifno, explain reason(s) below: 
	-4 ­
	CHEMISTRY REVIEW .
	Chemistry Review for ANDA 205181 
	Executive Summary 
	I. Recommendations 
	A. Recommendation and Conclusion on Approvability This ANDA is cmTently not approvable. The DMF, labeling, and CMC 
	reviews are deficient. Clinical bioequivalence is deemed adequate. The EES recommendation is acceptable. 
	B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk Management Steps, ifApprovable 
	NIA 
	II. Summary of Chemistry Assessments 
	A. Description ofthe Drug Product(s) and Drug Substance(s) 
	I Drug Substance 
	The drng substance butenafine hydrochloride is manufactured by Taro pham1aceuticals. The drng substance is a white c1ystalline powder with a molecular weight of353.93g/mol. The c1ystal is freely soluble in methylene chloride, chlorofonn, and methanol; sparingly soluble in ethanol and 2-propanol (IPA); slightly soluble in acetone and water; and practically insoluble in toluene. There is 
	no official USP monograph for butenafine hydrochloride diug substance, but there is a monograph for the diug substance in the Japanese Pha1macopeia. Butenafine hydi·ochloride exists in only one polymorphic fo1m, and there is no chiral center in this diug substance. The butenafine hydi·ochloride diug substance used in this ANDA is described in DMF #19551. 
	II Drug Product 
	The reference listed diug (RLD) for the proposed diug product is an over the counter (OTC) diug product Lotrimin Ultra (NDA 21307) marketed by Schering-Plough Healthcare Products. The OTC product is the subject ofmarketed Rx product for Mantex (butenafine HCl) cream, 1 % (NDA 20524 and subsequently NDA 20663) marketed by Penede1m. The subject ofthe present ANDA butenafine hydi·ochloride cream, 1 % is manufactured by Taro Pha1maceuticals Inc. (Brampton, Ontario, Canada), and distributed by Taro Pharmaceutica
	The reference listed diug for this application is Lotramin Ultra (Butenafine HCl Cream 1 %), and there is no official monograph in the USP or CFR for the diug product. Butenafine HCl Cream 1% is a topical antifungal agent indicated for the 
	-5 ­
	CHEMISTRY REVIEW .
	treatment of interdigital tinea pedis (NDA 20524) and tinea co1poris and cmis (NDA 20663). 
	Each gram ofbutanefine HCl cream 1 % contains butanefine hydrochloride, cetyl < 1<propylene glycol dicap1ylate, stearic acid, white petrolatum, glycerine, trolamine, benzyl alcohol, sodium benzoate, and water. The RLD product and the foimulation ofthe proposed dmg product contain similar excipients that are widel used in 
	alcohol, glyceryl monostearate SE, polyoxyethylene (23) cetyl ether 
	15
	4 

	1611
	topical emulsion dtug and cosmetic products. However, the "I, diethanolamine, used in RLD, was replaced with triethanolamine (trolamine) in the Taro proposed dtug product due to the potential carcinogenic property of diethanolamine. The triethanolamine to trolamine replacement is deemed acceptable, for the trolamine was used in another previously approved butenafine HCl 1% cream, Mentax-Tc (NDA 21408), which consists ofa slightly improved foimulation from the Rx version ofthe RLD dtug product, Mentax. 
	(6ff4 
	The exhibit batch was manufactured and packaged into the 12 g, 15 g, 24 g and 30 g laminate tubes and placed on stability under accelerated and room temperature conditions. The proposed expiration dating period is two years at room temperature. This is supported by the stability data. 
	B. Description of How the Drug Product is Intended to be Used 
	-6 ­
	CHEMISTRY REVIEW .
	C. Initial and Updated Risk Assessment .Risk Identification FMECA-ANDA 205-181, Butenafine Hydrochlo1·ide C1·eam, 1 % .
	-7 ­
	CHEMISTRY REVIEW .
	Risk Identification FMECA-ANDA 205-181, Butenafine Hydrochloride Cream, 1 % 
	-8 ­
	CHEMISTRY REVIEW .
	D. Basis for Approvability or Not-Approval Recommendation This ANDA is cmTently not approvable. The DMF, labeling, and CMC 
	reviews are deficient. The EES recommendation is acceptable. The initial risk identified for this ANDA was not mitigated to an acceptable level. 
	-9 ­
	CHEMISTRY REVIEW .
	ll>Tf4 
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	Executive Summary 

	Following exclusion of one subject 
	 from the clinical site #6, based on OSI recommendation, the double-blind, randomized, multi-center, parallel-group study (BTNF 1104) in the treatment of interdigital tinea pedis demonstrates that Taro Pharmaceuticals U.S.A., Inc.'s Butenafine Hydrochloride Topical Cream, 1%, is bioequivalent to the reference listed drug (RLD), MSD Consumer Care Inc.'s Over the Counter Product (OTC) Lotrimin Ultra(Butenafine Hydrochloride Cream), 1% (NDA 021307, approved on 12/7/01). 
	Figure
	® 

	Based on the FDA statistical re-analysis, excluding one subject 
	per OSI recommendation, a total of 501 subjects were included in the FDA Modified Intent-to-Treat population (MITT)population and 455 subjects were included in the FDA Per Protocol (PP)population. The FDA statistical reviewer concludes that the 90% Confidence Interval (CI) of the difference in therapeutic cure rates between the test product and reference product in the FDA per-protocol (PP) population at the test-of-cure visit (study Day 38-46) is [-0.009, +0.17], within the bioequivalence limits of [-0.20,
	Figure
	1 
	2 

	1.1 Approval Recommendation 
	Following the OSI inspection results, the clinical data submitted to ANDA 205181 (BTNF 1104) are adequate to demonstrate bioequivalence of Taro Pharmaceuticals U.S.A., Inc.'s Butenafine Hydrochloride Topical Cream, 1%, with the reference listed drug, MSD Consumer Care Inc.'s Lotrimin Ultra(Butenafine Hydrochloride Cream), 1%. Therefore, from the DCR perspective, the test product is recommended for approval. This conclusion is based on information available after OSI inspection findings. 
	® 

	1.2 Summary of OSI Inspection Findings (9/9/14) 
	At the conclusion of the inspection of three clinical sites (#12, 15, and 06) in US, a FDA Form 
	A.
	 Review of the Office of Scientific Investigation (OSI) Report: 9/9/14 

	483 was issued at site #06 only. OSI recommended data from one subject clinical site #06 not be accepted for the review. Data from the remaining subjects at site #06 and all subjects from sites #12 and 15 were acceptable for the review. 
	from the 

	Finding from site #06 (Lower Extremity Research) 
	Finding from site #06 (Lower Extremity Research) 

	Specific comments by the OSI inspector are shown below. 
	1...An investigation was not conducted in accordance with the investigational plan. Specifically, per protocol inclusion criteria # 5, clinical assessment scores at the target site must include 2 for erythema and at least 2 for scaling or pruritus. Clinical assessment completed for Subject and documented on source document form at study baseline visit dated 6/19/2012, shows a score of 1 for both pruritus and scaling. This subject was initially reported and subsequently confirmed on a data correction form da
	Figure

	analysis. 
	2 Additional Clinical Review 
	2.1..Review of the FDA Statistical Report (addendum dated 9/23/14 after OSI inspection result) 
	The FDA addendum statistical review dated 9/23/14 is based on information following the OSI inspection findings (see OSI inspection report dated 9/9/14 for details). The conclusion of the FDA statistical re-analysis remains the same and the study demonstrates bioequivalence of the test and the reference products. 
	The sununaiy of FDA addendum statistical review is shown below: 
	Bioequivalence: Primary Endpoint Table 2: Proportion of Subjects with 1herapeutic Cure at Visit 3/Day 42 (±4 days) in the FDA PP Population (excluding subject ><
	6
	6 

	Table 2: Propo11ion ofSubjects with Therapeutic Cure at Visit3/Day 42 (±4 days) in the FDA's PP Population 
	Superiority Table 3: Proportion of Subjects with Therapeutic Cure at Visit 3/Day 42 (±4 days) in the FDA mITT Population (excluding subject <bl1j 
	5

	Table 3: Proportion ofSubjects with Tlierapeuttc 6.ire at Visit3/Day 42 (±4 days) in the FDA's mITT 
	Reviewer's Comment: After excluding 1 subject based on OSI recommendation, the applicant's study demonstrates bioequivalence between products. The study outcome ofthe primary endpoint remains the same as the original DCR review ofANDA 205181dated6125114. 
	2.2 Conclusion and Recommendation 
	2.2.1 Conclusion 
	After excluding ::!subject based on OSI inspection findings, the clinical data presented in this ANDA 205181 demonstrate that Taro Phaimaceuticals U.S.A., Inc.'s Butenafine Hydrochloride Topical Cream, 1 %, is bioequivalent to the reference listed drng, OTC Product Lotrimin Ultra® (Butenafine Hydrochloride Cream), 1 %. The FDA addendum statistical review dated 9/23/14 supports that the 90% CI ofthe difference in therapeutic cure rates between the test product and reference product in the FDA PP population a
	2.2.2 Recommendations 
	From DCR perspective, this application is recommended for approval, contingent on approval recommendations from the other disciplines on the review team. 
	CLINICAL BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT The Division of Clinical Review has no comments to provide to the applicant. 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	SUNNY Y TSE 09/26/2014 
	CAROL Y KIM 09/26/2014 
	LESLEYANNE FURLONG 09/26/2014 
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	Clinical Review of ANDA 205181 .Bioequivalence Study with Clinical Endpoints .
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	Review of a Bioequivalence Study with .Clinical Endpoint for ANDA 205181..
	1 
	1 
	Executive Summary 

	On 02/04/2013, Taro Pharmaceuticals U.S.A., Inc. submitted an abbreviated new drug application (ANDA) for Butenafine Hydrochloride Cream, 1%. In support for the ANDA, the sponsor conducted a clinical endpoint bioequivalence study (Study BTNF 1104). Study BTNF 1104was double-blinded, randomized, multi-center, parallel-group, placebo controlled for the treatment of interdigital tinea pedis. Study BTNF 1104, conducted between 01/12/2012 to 08/22/2012, compared the 1% strength of their proposed test product (Bu
	® 

	1.1 Approval Recommendation 
	The primary efficacy endpoint was the proportion of subjects in each treatment group who achieved therapeutic cure at Visit 3/Day 42, the Test-of-cure visit, which is 5 weeks after the end of 1 week treatment. Therapeutic cure was defined as having both clinical cure and mycological cure. Clinical cure was defined as a total signs and symptoms score of no more than 2 with no individual severity score greater than 1 on a 4-point scale (from 0 = none to 3 = severe). Mycological cure was defined as a negative 
	® 

	1.2 Summary of Clinical Findings 
	1.2.1 Brief Overview of Clinical Program 
	Butenafine Hydrochloride Cream, 1% is a product containing a synthetic antifungal agent. Lotrimin Ultrais indicated for the topical treatment of athlete's foot between the toes, jock itch, and ringworm. The sponsor conducted a clinical endpoint bioequivalence study to establish the bioequivalence of their proposed Butenafine Hydrochloride Cream, 1% to the RLD, Lotrimin Ultra(1%), in the treatment of interdigital tinea pedis. This was a multi-center, double-blind, randomized, placebo-controlled, parallel-gro
	® 
	® 
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	study visit. Subjects who met all of the inclusion and none of the exclusion criteria were randomized in a 2:2:1 ratio to Test, Reference, or Vehicle treatment, respectively. 
	1.2.2 Comparative Efficacy 
	The recommended primary endpoint of the study is the proportion of subjects with therapeutic cure, defined as both mycological cure and clinical cure, at the test-of-cure visit conducted 5 weeks (+/-4 days) after the end of treatment, (study Day 38-46). Mycological cure is defined as a negative KOH test AND a negative fungal culture. Clinical cure is defined as a total severity score no more than 2 with no individual severity score greater than 1, on a 4-point scale provided. To establish bioequivalence, th
	The FDA’s statistical analysis shows the 90% CI of the difference in therapeutic cure rates between the test product (58.2%) and reference product (49.7%) at the test-of-cure visit (study Day 38-46) was (-0.61%, 17.52%), within [-0.20, +0.20] for dichotomous variables (cure versus failure), using the PP population. 
	The test (55.9%) and reference (48.56%) products were both superior over vehicle (14.14%) in the FDA’s mITT population with p<0.0001. 
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	1.2.3 Comparative Safety 
	The safety data submitted in this ANDA confnmed that the test product did not cause any worse treatment emergent adverse events (TEAEs) compared to the reference product in the topical treatment ofinterdigital tinea pedis. A briefsummaiy is provided below. 
	2 Clinical Review 
	2.1 Introduction and Background 
	2.1.1 Summary of Drug Information 
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	Recommended Dosing Regimens 
	Description of the reference chug, including pe1tinent safety or dosing considerations 
	Description of the reference chug, including pe1tinent safety or dosing considerations 
	athlete's foot between the toes: apply to affected skin between and around the toes twice a day for 1 week (morning and night), or once a day for 4 weeks, or as directed by a doctor 

	jock itch and ringworm: apply once a day to affected skin for 2 weeks or as directed by a doctor 
	Butenafine Hydrochloride Butenafine HCl is hypothesized to act by inhibiting the epoxidation of squalene, thus blocking the biosynthesis of ergosterol, an essential component of fungal cell membranes. The benzylamine derivatives, like the allylamines, act an earlier step in the ergosterol biosynthesis pathway than the azole class of antifungal chugs. Depending on the concentration of the chug and the fungal species tested, butenafine HCl may be fungicidal or fungistatic in vitro. However, the clinical signi
	2.1.1.1 Brief discussion about the indication and reference drug 
	Athlete's foot, also known as tinea pedis, is a superficial infection caused by Trichophyton 
	mbrum, Trichophyton mentagrophytes, Trichophyton tonsurans, Epidermophytonfloccosum, or 
	other causative de1m atophytes. T. m brum is the most common causative organism in tinea pedis 
	and, therefore, it is anticipated that at least 50% of the subjects will have fungal culture positive 
	for T. rubrum . 
	Over-the-counter Lotrimin Ultra® contains Butenafine Hych·ochloride (HCl) Cream, 1 %, a 
	benzylamine derivative with a mode of action similar to that of the allylamine class of antifungal 
	chugs. Butenafine HCl is hypothesized to act by inhibiting the epoxidation ofsqualene, thus 
	blocking the biosynthesis of ergosterol, an essential component of fungal cell membranes. The 
	benzylamine derivatives, like the allylamines, act at an earlier step in the ergosterol biosynthesis 
	pathway than the azole class ofantifungal ch11gs. Butenafine HCl has been shown to be active 
	against most strains of the following microorganisms both in vitro and in clinical infections: E. floccosum, Malasseziafur:fur, T. mentagrophytes, T. rubrum, and T. tonsurans. Taro 
	Phaimaceuticals, Inc. has developed a generic fommlation of Butenafine HCl Cream, 1 %. 
	2.1.2 Regulatory Background 
	2.1.2.1 Regulatory History 
	Topical Butenafine Hych·ochloride Cream, 1 % is not one of the seven over-the-counter (OTC) topical antifungals listed in the final monograph first published in the FEDERAL REGISTER of September 23, 1993 (58 FR 49890) and later amended in the FEDERAL REGISTER of May 29, 
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	2001 (66 FR 29059) for OTC topical antifungal drug products for human use (21 CFR Part 333).
	1 

	The Reference Listed Drug (RLD) for this test product, Lotrimin UltraCream, 1% (NDA 021307) was approved on December 7, 2001. NDA 021307 indications are athlete’s foot between the toes, jock itch, and ringworm. 
	® 

	Draft Guidance on Butenafine Hydrochloride (NDA 021307) Cream/Topical, 1% (Mar 2012) was posted on the FDA webpage: . 
	CM296737.pdf
	http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U 


	2.1.2.2 INDs, Protocols, or Control Documents submitted by Sponsor 
	On 1/10/2008, the sponsor submitted a protocol (P08-019) for the 1% strength. The sponsor's protocol (P08-019) was submitted to OGD prior to the posting of these Draft Guidances on Butenafine Hydrochloride. The sponsor was notified via letter dated 02/08/2012 regarding the DCR recommendations for protocol #P08-019. Comments forwarded to the sponsor in the 02/08/2012 letter are consistent with the recommendations found in the Draft Guidance corresponding to NDA 021307 for the test product. 
	2.1.2.3 INDs, Protocols, or Control Documents submitted by other sponsors 
	None 
	2.1.2.4 Previous ANDA submissions for same product 
	None 
	2.1.3 Other Relevant Information 
	In addition to Lotrimin UltraCream, 1%, there are two approved prescription topical cream formulations of butenafine hydrochloride creams: Mentaxand Mentax-TC. 
	® 
	® 
	®

	Mentax(butenafine HCl) Cream, 1% (NDA 020524) is indicated for the topical treatment of the following dermatologic infections: tinea (pityriasis) versicolor due to M. furfur (formerly P. orbiculare). Draft Guidance on Butenafine Hydrochloride (NDA 020524) Cream/Topical, 1% (Mar 2012) was posted on the FDA webpage: 
	® 
	CM296735.pdf 
	http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U 
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	MENTAX®-TC (butenafine HCl) Cream, 1% (NDA 021408) is indicated for the topical treatment oftinea (pityriasis) versicolor due to Malasseziafwfur (fo1merly Pityrosporum orbiculare). 
	Draft Guidance on Butenafine Hydrochloride (NDA 021408) Cream/Topical, 1% (Mar2012) was posted on FDA webpage: lnfonnation/Guidances/U CM296738.pdf 
	http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulato1y 

	2.2 Description of Clinical Data and Sources 
	BTNF 1104 Number Study 
	BTNF 1104 Number Study 
	Protocol 

	A Double-Blind, Randomized, Parallel-Group, Vehicle-Controlled, Multicenter Study to Title 
	Evaluate the Safety and Bioequivalence ofa Generic Butenafine HCI Cream, 1 % and Reference Listed Lotrimin Ultra® (Butenafine HCI Cream, 1 %) and Compare Both Active Treatments to a Vehicle Control in the Treatment of Interdigital Tinea Pedis 
	CRO 
	Oq~anization I Role 
	(b)l'I 
	12 Januaiy 2012 to 22 August 2012 (first subject visit to last subject visit) 
	Study 
	Period 
	Study Centers, Principal Investigators and Enrollment .This was a multicenter study conducted at 20 sites in the United States. .
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	2.3 Clinical Review Methods 
	2.3.1 Overview of Materials Consulted in Review 
	Original Submission: .Febrnaiy 4, 2013 (Study BTNF 1104 for the 1 % strength) .
	Study Amendments: .August 15, 2013 (eCTD Sequence 0001; Fo1m 3674; Quality/Response To Infonnation Request) .-telephone ainendment submitted .
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	FDA Statistical Review: 
	FDA Statistical Review and Evaluation finalized on 06/12/2014 by Yu-te Wu, Ph.D. 
	2.3.2 Overview of Methods Used to Evaluate Data Quality and Integrity 
	Office of Scientific Investigations (OSI) Report: 
	An OSI inspection was requested on 09/04/2013.At the time of this review, the inspection results are pending...
	2..

	2.3.3 Were Trials Conducted in Accordance with Accepted Ethical Standards 
	The sponsor states: 
	“This study was conducted in compliance with US FDA regulations (21 CFR Parts 50, 54, 56, and 312), the ethical principles of the Declaration of Helsinki, all applicable International Conference on Harmonisation (ICH) guidelines, and all local laws and regulations concerning clinical studies. Prior to initiation of the study, each principal investigator signed Form FDA 1572, agreeing to conduct the trial in compliance with the protocol and according to Good Clinical Practice (GCP). All personnel involved in
	Reviewer’s Comments: 
	Reviewer’s Comments: 

	The sponsor’s study appears to be in compliance with accepted ethical standards. 
	2.3.4 Evaluation of Financial Disclosure 
	The sponsor submitted Form FDA 3454, certifying that the clinical investigators involved in this study did not have any financial arrangements, significant payments, proprietary interest or equity interest to report. 
	2.4 Review of a Clinical Endpoint Bioequivalence Study 
	2.4.1 Brief Statement of Conclusions 
	The recommended primary endpoint of the study is the proportion of subjects with therapeutic cure, defined as both mycological cure and clinical cure, at the test-of-cure visit (study Day 3846) conducted 5 weeks (+/-4 days) after the end of treatment,. Mycological cure is defined as a negative KOH test AND a negative fungal culture. Clinical cure is defined as a total severity score no more than 2 with no individual severity score greater than 1, on a 4-point scale provided. Based on the FDA’s statistical a
	-
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	Test and Reference products were demonstrated by the FDA's analysis to be superior to placebo in both studies. 
	2.4.2 General Approach to Review ofthe Comparative Efficacy of the Drug 
	The sponsor's clinical endpoint bioequivalence study (BTNF 1104) was reviewed to evaluate the bioequivalence ofthe test product and the reference product. The primaiy efficacy endpoint was the propo1tion ofsubjects in each treatment group who achieved therapeutic cure at Visit 3/Day 
	42. Therapeutic cure was defined as having both clinical cure, which was defined as a total signs and symptoms score ofno more than 2 with no individual severity score greater than 1 on a 4­point scale (from 0 =none to 3 = severe), and mycological cure, which was defined as a negative KOH wet mount and a negative fungal culture. The sponsor's proposed prima1y endpoint was evaluated for bioequivalence. 
	2.4.3 Detailed Review ofBioequivalence Study with Clinical Endpoints 
	2.4.3.1 Protocol Review 
	2.4.3.1.1 Study Design 
	Overall Study Design and Plan 
	This was a randomized, vehicle-controlled, parallel-group, multicenter, double-blind study conducted in patients male or non-pregnant, non-lactating females at least 18 years ofage with tinea pedis with lesions localized to the interdigital spaces or that was predominantly interdigital but could have extended to other areas of the foot. Seven hundred patients were enrolled in order to obtain at least 405 per-protocol (PP) patients (162 patients in each active treatment group and 81 patients in the Vehicle g
	Subjects were enrolled into the study after info1med consent had been obtained and after all inclusion/exclusion criteria had been met. The most severely affected toe web was designated as the target lesion and followed at all subsequent visits. The tai·get lesion was the most likely to produce fungal isolates for potassium hydroxide (KOH) and culture. Per Protocol Amendment 2, subjects must have had a minimum total tinea pedis signs and symptoms score of4 at the tai·get 
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	lesion, with scores of at least 2 for erythema and at least 2 for scaling or pruritus (see Section 
	9.5.1.1.3 for the rating scale). Prior to that amendment, the total signs and symptoms score was required to be at least 6 and to include a minimum score of 2 for erythema and a minimum score of 2 for scaling. A positive KOH wet mount from the skin scraping of the target lesion was also required for study entry. Subjects were to be discontinued from the study and not required to return at Visit 3 if their baseline cultures were not positive for causative dermatophytes, i.e., T. rubrum, T. mentagrophytes, T.
	Each eligible subject was randomly assigned in a 2:2:1 ratio to 1 of 3 treatment groups: Test, Reference, or Vehicle, respectively. Subjects applied the study medication 2 times per day for 7 consecutive days. Subjects came to the study site for mycological and clinical evaluations at Visit 1/Day 1 (Baseline), Visit 2/Day 8 (+ 3 days, End of Treatment), and Visit 3/Day 42 (± 4 days, Test of Cure/End of Study) or at early discontinuation. 
	A KOH wet mount, a skin scraping for culture from the target lesion, and assessment of the severity of tinea pedis signs and symptoms were performed at each visit, or at early discontinuation. If a subject had a negative baseline culture and returned for an early discontinuation visit, mycology assessments and assessment of the severity of tinea pedis signs and symptoms were not required. 
	Efficacy variables included erythema, scaling, maceration, fissuring/cracking, pruritus, burning/stinging, KOH test result, and fungal culture result. 
	The primary efficacy endpoint was the proportion of subjects in each treatment group who achieved therapeutic cure at Visit 3/Day 42. Therapeutic cure was defined as having both clinical cure, which was defined as a total signs and symptoms score of no more than 2 with no individual severity score greater than 1 on the 4-point scale, and mycological cure, which was defined as a negative KOH wet mount and a negative fungal culture. 
	Procedures and Observations: 
	The schedule of study procedures is shown in Table 2. 
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	Table 2: Schedule of Study Procedures (per sponsor) 
	For women ofchildbearing potential (excluding i.vomen who were surgically sterilized or postmenopausal for at .least 2 years) .Clinical diagnosis and positive potassium hydroxide (KOH) wet mount preparation showing segmented fungal .hyphae. .For subjects who had a negative baseline culture and retumed for an Early Discontinuation Visit, mycological .evaluations and investigator and subject evaluations ofsigns and symptoms ·were not applicable. .
	1 .

	4 
	4 

	Collection ofpreviously uncollected !.'Ubject diacy and assessment ofcompliance and/or study medication and .recording of srudy medication accountability (ifapplicable). .
	Reviewer's Comments: 
	The sponsor's overall study design andplan is consistent with the product draft guidance. The Table 2: Schedule of Study Procedures is acceptable. 
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	Study Population: 
	Inclusion Criteria: 
	1...
	1...
	1...
	Willing and able to provide and understand written informed consent for the study. 

	2...
	2...
	Healthy male or non-pregnant, non-lactating female and at least 18 years of age and older. This was changed by Protocol Amendment 3 and previously had been at least 12 years of age per Protocol Amendment 1. 

	3...
	3...
	Clinical diagnosis of tinea pedis with lesions localized to the interdigital spaces or that was predominantly interdigital but could have extended to other areas of the foot (the non-interdigital lesions should not have been hyperkeratotic, i.e., characteristic of moccasin-type tinea pedis). 

	4...
	4...
	Tinea pedis must have been provisionally confirmed at baseline by a positive KOH wet mount preparation showing segmented fungal hyphae. 

	5...
	5...
	Had a sum of the clinical signs and symptoms scores of the target lesion of at least 4, including a minimum score of 2 for erythema and a minimum score of 2 for scaling or pruritus (on a scale of 0 to 3 where 2 indicated moderate severity). Prior to Protocol Amendment 2, the sum was required to be at least 6 and to include a minimum score of 2 for erythema and a minimum score of 2 for scaling. 

	6...
	6...
	Currently in general good health with no clinically significant disease other than .interdigital tinea pedis that might have interfered with the study evaluations...

	7...
	7...
	Willing and able to understand and comply with the requirements of the study, including applying the medication as instructed, returning for the required treatment period visits, complying with therapy prohibitions, and able to complete the study. 

	8...
	8...
	Women of childbearing potential (excluding women who were surgically sterilized or postmenopausal for at least 2 years) must have had a negative urine pregnancy test and must have been willing to use an acceptable form of birth control during the study. The sponsor considered the following acceptable methods of birth control for this study: oral contraceptives, contraceptive patches, contraceptive implant, vaginal contraceptive, double barrier methods (e.g., condom and spermicide), contraceptive injection (
	®
	®



	Reviewer’s Comments: 
	Reviewer’s Comments: 

	Consistent with drug product draft guidance 
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	Exclusion Criteria: 
	1...
	1...
	1...
	Females who were pregnant, breastfeeding, planning a pregnancy, or did not agree to use an acceptable form of birth control during the study. 

	2...
	2...
	Confluent, diffuse moccasin-type tinea pedis of the entire plantar surface. 

	3...
	3...
	Presence of any other infection of the foot or other disease process that might have confounded the treatment evaluation. 

	4...
	4...
	History of dermatophyte infections unresponsive to systemic or topical antifungal drugs. 

	5...
	5...
	Known hypersensitivity to butenafine HCl or to any component of the study medications. 

	6...
	6...
	A subject must not have received any treatment listed in Table 3 more recently than the indicated washout period prior to Visit 1/Day 1 (Baseline). 


	Table 3: Prohibited Medications for Study Entry 
	7...
	7...
	7...
	Current oral, vaginal, or mucocutaneous candidiasis. 

	8...
	8...
	Current bacterial skin infection, secondary cellulitis, lymphangitis, or pyoderma. 

	9...
	9...
	Presence of current conditions that required systemic antimicrobial or antifungal therapy. 

	10. 
	10. 
	Uncontrolled diabetes mellitus, peripheral vascular disease, chronic venous stasis, or other significant condition that may have placed the subject at risk. 

	11. 
	11. 
	Current severe onychomycosis. 

	12. 
	12. 
	Any clinically significant condition or situation, other than the condition being studied, that in the opinion of the investigator would have interfered with the study evaluations or optimal participation in the study. 

	13. 
	13. 
	Use of any investigational drugs or device within 30 days of signing the ICF. 

	14. 
	14. 
	Current participation in any other clinical study. 

	15. 
	15. 
	Consumed excessive amounts of alcohol, abused drugs, or had any condition that would 


	have compromised compliance with this protocol...Page 16 of 46..
	16. 
	16. 
	16. 
	Previous participation in this study. 

	17. 
	17. 
	Subjects with a past history of tinea pedis infections with a lack of response to antifungal therapy (i.e., recurrent tinea pedis, more than 3 infections in the past 12 months that were unresponsive to previous antifungal therapy). 

	18. 
	18. 
	Subjects who, in the opinion of the investigator, would have been non-compliant with the requirements of the study protocol. 

	19. 
	19. 
	Employees or direct relatives of an employee of the study center or investigator. 


	Reviewer’s Comments: 
	Reviewer’s Comments: 

	The sponsor has added additional exclusion criteria to the drug product draft guidance. The sponsor’s exclusion criteria are acceptable. 
	Criteria for removal from the study: 
	A subject could discontinue the study at any time for any reason. 
	Subjects were to be discontinued from the study if their safety and well-being were determined to be at risk. Discontinuation was at the discretion of the investigator or at the subject’s request. Discontinuation was permanent; after a subject was discontinued, he/she was not allowed to enroll again. 
	A subject could be discontinued from the study for any of the following reasons: 
	. Negative baseline culture (the subject was not required to return for an early .discontinuation visit)...
	. The subject withdrew his or her consent for any reason. 
	. The subject’s condition worsened and required alternative or supplemental therapy for interdigital tinea pedis during the study. The subject was to be provided with effective treatment after he or she was discontinued and that was to be documented in the source document. 
	. A lack of treatment response. (Subjects who were discontinued due to lack of treatment response after completing at least 7 days of treatment were considered treatment failures.) 
	. The subject’s study medication was unblinded. 
	. An adverse event (AE) occurred for which the subject desired to discontinue treatment or the investigator determined that it was in the subject’s best interest to discontinue study treatment. 
	. There was a significant protocol violation. 
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	. The subject was non-compliant with study medication applications. 
	. A concomitant therapy was reported or required that was liable to interfere with the results of the study. 
	. The subject was lost to follow-up. The investigator documented efforts to attempt to reach the subject at least twice by telephone and by a certified follow-up letter before considering the subject lost to follow-up. 
	. The subject became pregnant. 
	Reviewer’s Comments: 
	Reviewer’s Comments: 

	The sponsor's criteria for patient removal from the study are acceptable. 
	Prior and Concomitant Therapy: 
	All prior medications taken within 30 days prior to signing the informed consent form (ICF) and all concomitant therapy taken by the subject during the study were recorded on the case report form (CRF). The identity of the therapy, dose, frequency, route of administration, start and stop dates (or “continuing”), and indication were recorded. 
	The medications prohibited prior to Visit 1/Day 1 are listed in Table 3 with the subject exclusion criteria. In addition, the following treatments were prohibited during the study after Visit 1/Day 
	1. 
	Table 4: Medications (Prescription and Over-the-Counter) Prohibited During the Study 
	Medications necessary for the health and well-being of the subject were permitted if they had been at a stable dose within 30 days prior to signing the ICF. The use of any medication that could affect the course of tinea pedis was prohibited during the entire study period. 
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	OFFICE OF GENERIC DRUGS CLINICAL REVIEW .
	Treatments: 
	Each subject was instructed to apply the first dose at the study site. The proper use of the study medication was demonstrated and observed by study staff who were not involved in perfonning any clinical assessments at the study site to ensme that subjects understood the instructions. Subjects were instru cted to apply a thin layer of study medication to cover the affected and immediately smTounding areas on one or both feet 2 times per day, morning and evening, for 7 consecutive days whether or not the are
	Reviewer's Comments: 
	• .
	• .
	• .
	Instmctions from the product draft guidance: Wash the affected skin with soap and water and dry completely before applying study dmg. 

	• .
	• .
	Although not in the study report, the sponsor's protocol mentions the washing and drying of the affected skin prior to application ofthe study dmg. 

	• .
	• .
	Acceptable 


	Compliance: 
	Compliance was detennined from the diaiy card, on which the subject was instmcted to record all applications made or missed. The number of applications was totaled by the study coordinator or designee and recorded on the CRF. Subjects who applied less than 75% or more than 125% of the 14 planned applications of study medication (less than 11 or more than 17 applications) were considered non-compliant. 
	Reviewer's Comments: 
	The sponsor's criteria for compliance are consistent with the dmg product draft guidance. 
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	Randomization: 
	Each eligible subject was randomly assigned in a 2:2:1 ratio to 1 of 3 treatment groups: Test, Reference, or Vehicle, respectively. Randomization was performed according to a computer-generated randomization scheme that was generated and maintained by a third party 
	Figure

	Reviewer’s Comments: 
	Reviewer’s Comments: 

	The sponsor’s randomization scheme is acceptable. 
	Blinding: 
	A double-blind technique was used. The Test, Reference, and Vehicle products were identical in appearance and were packaged identically to maintain the treatment blind. Neither the subject nor the investigational staff (investigator, evaluators, sponsor, and sponsor representatives) knew which treatment a subject was receiving. 
	Each tube was labeled with a blank diaper label to blind the tube. A single panel label on each tube displayed the following text: protocol number, subject number, amount, instructions for use and storage, the Sponsor's name, and warnings: "For Topical Dermatologic Use Only," "Not for Ophthalmic, Oral or Intravaginal Use," and "Caution: New Drug -Limited by Federal (or United States) law to investigational use." 
	The tube carton label displayed the following information: protocol number, subject number and initials, amount, date dispensed, instructions for use and storage, the Sponsor's name, and warning: "For Topical Dermatologic Use Only," and "Caution: New Drug -Limited by Federal (or United States) law to investigational use." 
	Unblinding Treatment for a Subject During the Study, per Sponsor protocol: 
	Unblinding by the Investigator should occur only in the event of an AE or SAE for which it is necessary to know the study treatment to determine an appropriate course of therapy for the subject and only with prior authorization from the Sponsor or designee. If unblinding is necessary, the Investigator or study staff should contact the Medical Monitor immediately to ensure that appropriate procedures are followed. The tear-off section of the 2-panel label contains the product identification information under
	Reviewer’s Comments: 
	Reviewer’s Comments: 

	The sponsor’s blinding is acceptable. 
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	2.4.3.1.2 Endpoints/Variables 
	Efficacy Measures 
	KOH 
	After the feet were carefully cleaned with an alcohol wipe, a KOH wet mount of target lesion skin scrapings was prepared by dissolving a portion of the scrapings in KOH solution and then examining the KOH wet mount for presence of fungal hyphae. Segmented fungal hyphae must have been identified under microscopic examination by the investigator at Visit 1/Day 1 for the subject to have entered the study. 
	Fungal Culture 
	For subjects with positive KOH at Visit 1/Day 1, skin scrapings were obtained from the same target lesion for fungal culture. A sufficient amount of scrapings were collected to facilitate fungal culture plate inoculation and were sent to the designated reference laboratory. Testing was performed to identify the isolates at the species level (e.g., T. rubrum, T. mentagrophytes, T. tonsurans, or E. floccosum). A positive skin fungal culture at Visit 1/Day 1 was not an inclusion criterion due to the time lag b
	Clinical Assessments 
	Assessment of clinical signs and symptoms of the target lesion was performed at each visit. Scoring was based solely on the target lesion. The clinical signs (erythema, scaling, maceration, and fissuring/cracking) were graded at each visit by the same investigator if possible. Symptoms (pruritus and burning/stinging) were graded at each visit by the subject. A minimum total signs and symptoms score of 4 (with scores of at least 2 for erythema and at least 2 for scaling or pruritus at Visit 1/Day 1) was requ
	The signs and symptoms were defined as follows: 
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	The scale for scoring severity of signs and symptoms was as follows: 
	Reviewer’s Comments: 
	Reviewer’s Comments: 

	 The sponsor’s procedure includes cleaning the feet with an alcohol wipe prior to the KOH wet mount, which is not included in the product draft guidance. This is acceptable.  The sponsor’s procedure for the fungal culture and clinical assessments are consistent with the product draft guidance.  The sponsor’s scale for scoring severity of signs and symptoms is consistent with the product draft guidance.  Acceptable 
	Safety Measures 
	Subjects were monitored for the occurrence of AEs, including SAEs, immediately after treatment initiation to the subject’s last visit. All AEs were recorded on the CRF regardless of relationship of treatment. The investigator assessed each AE in terms of the frequency, severity, and relationship to study medication. Date of onset, action taken with the study drug, action taken with the subject, and outcome were also recorded. Any AE potentially related (defined as possibly, probably, or definitely related) 
	Reviewer’s Comments: 
	Reviewer’s Comments: 

	The sponsor’s safety measures are acceptable. 
	Primary Endpoint: 
	The primary efficacy endpoint was the proportion of subjects in each treatment group who obtained therapeutic cure at Visit 3/Day 42 (± 4 days). Therapeutic cure was defined as an achievement of both mycological cure (negative KOH wet mount and a negative fungal culture) and clinical cure (total signs and symptoms score no more than 2 with no individual severity score greater than 1 on the 4-point scale). 
	Reviewer’s Comments: 
	Reviewer’s Comments: 

	The sponsor’s primary endpoint is consistent with the drug product draft guidance. 
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	2.4.3.1.3 Statistical analysis plan 
	The statistical analysis plan (SAP) used for the sponsor's analyses is provided in Appendix 
	16.1.9 of the sponsor's study report. 
	Patient Populations: 
	The sponsor performed efficacy analyses on the mITT and PP populations. The sponsor performed safety analyses on the ITT population. 
	Subjects who are discontinued early due to lack of treatment response after completing at least 7 days of treatment were analyzed in the mITT and PP populations as treatment failures if they met all other criteria for the corresponding populations. Subjects who applied topical drug therapy other than the study medication to the feet for treatment of irritation or pruritus after the treatment phase of the study were analyzed in the mITT and PP populations as treatment failures if they met all other criteria 
	Subjects discontinued early for other reasons were excluded from the PP population but included in the mITT population using the last-observation-carried-forward (LOCF) approach if they completed at least 1 post-baseline visit. 
	Intent-to-Treat (ITT) Population 
	The sponsor’s definition:..An intent-to-treat (ITT) subject was any individual who:..
	1...
	1...
	1...
	was enrolled into the study 

	2...
	2...
	applied at least 1 dose of assigned study medication. 


	Reviewer’s Comments: 
	Reviewer’s Comments: 

	 According to the product draft guidance, the safety population includes all subjects who received study product.  The sponsor’s definition of the ITT (safety) population is slightly different than that of the product draft guidance, but acceptable. 
	randomized 

	Per-Protocol (PP) Population 
	The sponsor’s definition:..A per-protocol (PP) subject, consistent with the protocol, was any individual who:..
	1...
	1...
	1...
	was enrolled in the study and met all inclusion/exclusion criteria 

	2...
	2...
	had a positive baseline skin fungal culture for T. rubrum, T. mentagrophytes, T. .tonsurans, or E. floccosum..

	3...
	3...
	did not take any concomitant medications prohibited by the protocol or have any other significant protocol violations 

	4...
	4...
	returned for Visit 3/Day 42 (± 4 days) within the designated visit window with a compliance rate between 75% and 125% (at least 11 applications and no more than 17 applications). 


	Page 23 of 46 
	For the purpose of determining the PP status of the subject, a “protocol violation” was any subject or investigator activity that could have interfered with the therapeutic administration of the treatment or the precise evaluation of treatment efficacy. 
	Reviewer’s Comments: 
	Reviewer’s Comments: 

	The sponsor’s definition of the PP is consistent with Drug Product draft guidance. 
	Modified Intent-to-Treat (mITT) Population 
	The sponsor’s definition:..A modified intent-to-treat (mITT) subject was any individual who:..
	1...
	1...
	1...
	was enrolled in the study and met all inclusion/exclusion criteria 

	2...
	2...
	had a positive baseline skin fungal culture for T. rubrum, T. mentagrophytes, T. .tonsurans, or E. floccosum..

	3...
	3...
	applied at least 1 dose of assigned study medication 

	4...
	4...
	returned for at least 1 visit after Visit 1/Day 1. 


	Reviewer’s Comments: 
	Reviewer’s Comments: 

	The sponsor’s definition of the mITT population is consistent with the product draft guidance. 
	Primary Endpoint Analysis: 
	The sponsor’s primary efficacy endpoint was the proportion of subjects in each treatment group who obtained therapeutic cure at Visit 3/Day 42 (± 4 days). Therapeutic cure was defined as an achievement of both mycological cure (negative KOH wet mount and a negative fungal culture) and clinical cure (total signs and symptoms score no more than 2 with no individual severity score greater than 1 on the 4-point scale). 
	The Test product would be considered bioequivalent to the Reference product if the 90% confidence interval (CI) on the difference in their proportions of cures, calculated by the Wald’s method with Yates’ continuity correction, was contained within the limits -0.20 to +0.20 for the PP population. 
	The sponsor compared the difference between each active treatment (Test and Reference) group in the proportion of patients with success at Visit 3 (End of Study) with that of the vehicle group using independent, 2-sided, α = 0.05, continuity-corrected Z-tests. The active treatment was considered superior to the Placebo if the proportion of patients with success in the active treatment group was significantly greater and statistically different than for patients in the vehicle group. 
	Reviewer’s Comments: 
	Reviewer’s Comments: 

	The bioequivalence analysis is consistent with Drug Product draft guidance. 
	For determining adequate study sensitivity, the mITT study population and the LOCF should be used. The sponsor’s analysis for study sensitivity is acceptable. 
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	Missing values or Dropouts: 
	Missing efficacy data were imputed using the LOCF method in the mITT analysis. In the PP analysis, efficacy data from the subject’s last visit were carried forward to all the subsequent visits only for subjects who discontinued early due to lack of treatment response. 
	Subjects who were discontinued early due to lack of treatment effect after completing at least 7 days of treatment and subjects who applied topical drug therapy other than the study medication to the feet for treatment of irritation or pruritus after the treatment phase of the study were considered as treatment failures in the analysis of the primary endpoint for the mITT and PP populations if they met the criteria for the corresponding populations. 
	For demographic and baseline characteristics and the safety profile, each variable was analyzed using all available data. Subjects with missing data were excluded only from the analyses for which data were not available. 
	Reviewer’s Comments: 
	Reviewer’s Comments: 

	The sponsor's statistical plan for missing values and dropouts is acceptable. 
	Changes to the Planned Analyses 
	Although the secondary efficacy endpoints were deleted by Protocol Amendment 3, those analyses were described in the Statistical Analysis Plan and are therefore presented briefly in this report. Although the protocol identified MedDRA version 14.0, version 14.1 was used for coding in this study. 
	Reviewer’s Comments: 
	Reviewer’s Comments: 

	There are no secondary efficacy endpoints in the product draft guidance. Changing the MedDRA version from 14.0 to 14.1 had no impact on the planned analyses. The sponsor’s changes to the planned analyses are acceptable. 
	Changes to the Conduct of the Study 
	Subjects were first enrolled in the study under Protocol Version 2 (Amendment 1, 19 December 2011). Protocol Version 4 (Amendment 3, 10 April 2012), the final version, and summaries of the changes in Amendment 2 and Amendment 3 are provided in Appendix 16.1.1 Final Protocol, Version 4 (Amendment 3, 10 April 2012). 
	The major changes in Amendment 2 were based on recommendations from the FDA: 
	. Inclusion criterion #5 was changed from requiring the sum of clinical signs and symptoms scores of the target lesion of at least 6 to at least 4 and the minimum score of 2 for scaling was changed to a minimum score of 2 for scaling or pruritus. 
	. T. tonsurans was added as an allowed causative dermatophyte. 
	. The PP definition was revised to delete the wording indicated here by strikethrough font: 
	“…(d) returned for Visit 3/Day 42 (±4 days), within the 
	Visit 2/Day 8 (+3 days) and 

	designated visit window with a compliance rate between 75% and 125% (at least 11 
	applications and no more than 17 applications) 
	OR discontinued the study due to lack of 

	.” 
	treatment effect after at least 7 consecutive applications
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	. The definition of treatment failure was changed from lack of treatment response after completing at least 7 consecutive applications to after completing at least 7 days of treatment. 
	The major changes in Amendment 3 were based on the FDA BE Draft Guidance for Butenafine Hydrochloride (March 2012): 
	. Inclusion criterion #2 was changed from requiring subjects to be at least 12 years of age to at least 18 years of age and references to assent were deleted. 
	. The secondary efficacy endpoints (proportion of subjects with clinical cure at Visit 3 and with mycological cure at Visit 3) were deleted. 
	Reviewer’s Comments: 
	Reviewer’s Comments: 

	The study and associated data are typically evaluated with respect to the product draft guidance. The clinical review of this study data has taken into consideration the sponsor’s more stringent criteria in the screening out of the study patients. 
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	Safety Analysis 
	2.4.3.2 Study Conduct 
	Patient Disposition:..Table 5: Patient Disposition (per Sponsor)..
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	Reference ID: 3531053. 
	Protocol Violations:..Table 6: Major Protocol Deviations/Violations (per Sponsor)..
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	Reference ID: 3531053. 
	Reviewer’s Comments: 
	Reviewer’s Comments: 

	 The sponsor’s data and protocol deviations were reviewed.  The following changes to the Sponsor’s mITT & PP populations to form the FDA mITT (FmITT) and FDA PP (FPP) populations are made: 
	Table 7: Changes to the Sponsor’s mITT & PP populations to form FDA mITT (FmITT) and FDA PP (FPP) populations 
	Recommendation/Reason/Patient# 
	Violation 
	Exclude from both FDA mITT & PP populations 
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	Patient Populations: 
	Table 8: Number of Subjects in the Sponsor’s and FDA’s ITT, mITT and PP Populations (per Sponsor and per FDA Statistician) 
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	Baseline Characteristics: 
	Retention of Reserve Samples: 
	Per the sponsor’s protocol: Each investigational site where study medication is dispensed to at least 1 subject will be required to randomly select 1 block (5 consecutively numbered subject boxes) of study medication to be maintained as retain samples. The Investigator will maintain one randomly selected block of study medication from each shipment of study medication received. As per Title 21 CFR 320.38 and 320.63 and the guidance "Handling and Retention of BA [Bioavailability] and BE [Bioequivalence] Test
	If not maintained by the study site, a third-party storage facility will be identified where the retain sample study medication may remain until such time as notification is received from the Sponsor that the samples are no longer required. 
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	Demographics 
	Table 9 lists the demographics for the ITT population. According to the sponsor's analysis, the treatment groups in the ITT population were comparable for most demographic characteristic (P > 0.05) except age (years) (p=0.017). 
	Table 9: Demographic Characteristics: BTNF 1104, Butenafine Hydrochloride Cream, 1% (ITT, per sponsor) 
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	Reference ID: 3531053. 
	Table 10: Demographic Characteristics: BTNF 1104, Butenafine Hydrochloride Cream, 1% (PP Population, per sponsor) 
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	Reference ID: 3531053. 
	No subject had a positive pregnancy test during the study. 
	Reviewer’s Comments: 
	Reviewer’s Comments: 

	Although there was a difference for age in the ITT population (p=0.017), treatment groups were comparable for the mITT and PP population. Subjects under the age of 18 are excluded from the FDA analyses. The sponsor’s PP population includes subjects under the age of 18. 
	Baseline Dermatological Examination: 
	Table 11: KOH and Mycological Evaluations of Target Site at Baseline: BTNF 1104, Butenafine Hydrochloride Cream, 1% (PP Population, per sponsor) 
	Note: Subjects may be positive for more than one dermatophyte. 
	Table 12: KOH and Mycological Evaluations of Target Site at Baseline: BTNF 1104, Butenafine Hydrochloride Cream, 1% (mITT Population, per sponsor) 
	Note: Subjects may have been positive for more than one dermatophyte. 
	Reviewer’s Comments: 
	Reviewer’s Comments: 

	The baseline dermatological examination parameters appear to be similar between the test and reference products. As recommended in the product draft guidance, greater than 50% of PP and mITT populations (per sponsor) patients were positive for T. rubrum. 
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	Table 14: Clinical Assessment of Target Site at Baseline: BTNF 1104, Butenafine Hydrochloride Cream, 1% (mITT Population, per sponsor) 
	2.4.3.3 Results 
	2.4.3.3.1 Primary Endpoint 
	The primary efficacy endpoint was the proportion of subjects in each treatment group who obtained therapeutic cure at Visit 3/Day 42 (± 4 days). Therapeutic cure was defined as an achievement of both mycological cure (negative KOH wet mount and a negative fungal culture) and clinical cure (total signs and symptoms score no more than 2 with no individual severity score greater than 1 on the 4-point scale). 
	The sponsor’s and FDA’s statistical analysis, in the PP population, shows the 90% CI of the difference in therapeutic cure rates between the test product and RLD treatment groups at the 
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	test-of-cure visit (study Day 38-46) was (-0.61%, 17.52%), within [-0.20, +0.20] for dichotomous variables (success versus failure) for both analyses. The test product and RLD are comparable. 
	According to the sponsor's and FDA’s analysis, the two active treatments were statistically superior to placebo (p<0.05) with regard to the therapeutic cure rate at the test-of-cure visit (study Day 38-46), using the mITT study population and Last Observation Carried Forward (LOCF). 
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	Table 15: Primary Endpoint Analysis: Proportion of Subjects with Therapeutic Cure at Visit 3/Day 42 (± 4 days) (per sponsor and FDA Statistician) 
	* From ANDA 205181 in EDR[0000 (1) 02/04/2013 ORIG-1/Multiple Categories/Subcategories/ module 5.3.5.1/Study Report Body/report-body/page 64/92 Table .14.2.1]..mITT = modified intent-to-treat; N = number of patients; PP = per-protocol; vs = versus..The last-observation-carried-forward approach was used to impute missing efficacy results for the mITT and PP patients who discontinued due to treatment failure. .Therapeutic cure was defined as an achievement of both mycological cure (negative KOH wet mount and 
	1
	2
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	Reference ID: 3531053 
	◊P-values for treatment comparisons from two-sided Z-tests with continuity correction *results from both Fisher’s exact and approximate Z tests 
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	Reference ID: 3531053 
	2.4.4 Bioequivalence Conclusion 
	The FDA’s statistical analysis shows the 90% CI of the difference in therapeutic cure rates between the test product and RLD treatment groups at the test-of-cure visit (study Day 38-46) was (-0.61%, 17.52%), within [-0.20, +0.20] for dichotomous variables (cure versus failure), using the PP population for Study BTNF 1104 (1% strength). 
	The test product and RLD were statistically superior to placebo (p<0.05) with regard to the therapeutic cure rate at the test-of-cure visit (study Day 38-46), using the mITT study population and Last Observation Carried Forward (LOCF). 
	2.5 Comparative Review of Safety 
	2.5.1 Brief Statement of Conclusions 
	These studies showed similar TEAEs with use of the test and reference products in both studies for ITT patients. A brief summary is provided below. 
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	OFFICE OF GENERIC DRUGS CLINICAL REVIEW .
	2.5.2 Description of Adverse Events 
	Ofthe 707 ITT treated subjects, 36 experienced 1 or more TEAEs dming the study (4.2% Test, 5.7% Reference, 5.7% Vehicle). No TEAE occmTed in more than 1.4% of subjects in any treatment group. The most frequently reported TEAEs were upper respirato1y tract infection and headache, which were repo1ted for 4 and 3 subjects overall, respectively. Subjects with at least 1 Mild TEAEs for test, reference, and vehicle groups were 2.8%, 2.8%, and 3.5%, respectively. Subjects with at least 1 Moderate TEAEs for test, r
	2.1%, and 2.1 %, respectively. Among the 36 subjects with TEAEs, subjects with at least 1 severe event were repo1ted for 2 subjects (0.7%) in the Reference group and no subjects in the Test and Vehicle groups. TEAEs considered to be possibly, probably, or definitely related to study medication were rep01ted for 1 subject (0.4%) in the Test group, 3 subjects (1.1%) in the Reference group, and no subjects in the Vehicle group. There was 1 report of a Med.DRA System Organ Class skin and subcutaneous tissue dis
	Reviewer's Comment: 
	The sponsor 's analysis results indicate there was no statistically significant difference between the test and reference products in the % ofsubjects reporting: 
	• .
	• .
	• .
	TEAEs regardless ofthe relationship to the study medication for the ITTpopulation. (p-value = 0.562.) 

	• .
	• .
	TEAEs possibly, probably, or definitely related to study medication for the ITTpopulation. (p-value = 0. 624) 


	The sponsor provided data on TEAEs by MedDRA System Organ Class andPreferred Term for Intent-to-Treat Subjects. These data were further divided into the f ollowing categories: 
	• .
	• .
	• .
	Severity (mild, moderate, severe) 

	• 
	• 
	Relationsh;p to Study Medication (unrelated, related) The sponsor did not provide inferential statistics on the TEAEs data. 


	Table 17: Number (%) ofSubjects Reporting Treatment-Emergent Adverse Events (TEAEs) for Intent-to-Treat Subjects (per sponsor) 
	P-values fur compansons betwttn the two achve treatment groups from Fisher's exact tests. 
	P-values fur compansons betwttn the two achve treatment groups from Fisher's exact tests. 
	1
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	2.6 Relevant Findings From Other Consultant Reviews 
	2.6.1 Review of the OSI Report 
	An OSI inspection was requested on 09/04/2013.At the time of this review, the inspection results are pending...
	3..

	2.6.2 Review of the FDA Statistical Report 
	The FDA statistical analyses support the bioequivalence of the Test and the Reference products. The FDA’s statistical analysis shows the 90% CI of the difference in therapeutic cure rates between the test product and RLD treatment groups at the test-of-cure visit (study Day 38-46) was (-0.61%, 17.52%), within the established bioequivalence limits of [-0.20, +0.20]. 
	The proportion of patients with therapeutic cure for the Test and Reference products were demonstrated by the FDA’s analysis to be superior to placebo. 
	For details of the FDA statistical analyses, please see Section 2.4.3.3 of this review. 
	DARRTS ANDA 205181 09/04/2013 FRM-CONSULT-09(Biopharmaceutical Inspections Request) Original-1 (Unknown) 
	3 
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	OFFICE OF GENERIC DRUGS CLINICAL REVIEW .
	2.7 Formulation Table 18: Test Product Formulation
	4 

	>J\l 
	Purified water USP Propylene glycol dicaprylate Glycerine USP Cetyl alcohol NF Glyceryl monostearate White petrolatum USP Stearic acid NF Polyoxyethylene cetyl ether Butenafine HCl Benzyl alcohol NF Diethanolamine NF Sodium benzoate NF 
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	Reviewer's Comment: 
	Reviewer's Comment: 

	The test and reference products are quantitatively and qualitatively different. These qualitative and quantitative differences are acceptable at the levels listed from a regulatory perspective, as determined by the filing review from the Regulatory Support Branch. 
	The study results show no apparent effect of the formulation differences on product performance or safety. The test product formulation is acceptable. 
	2.8 Conclusion and Recommendation 
	2.8.1 Conclusion 
	The sponsor’s and FDA’s statistical analysis, in the PP population, shows the 90% CI of the difference in therapeutic cure rates between the test product and RLD treatment groups at the test-of-cure visit (study Day 38-46) was (-0.61%, 17.52%), within [-0.20, +0.20] for dichotomous variables (success versus failure) for both analyses. The test product and RLD are comparable. 
	According to the sponsor's and FDA’s analysis, the two active treatments were statistically superior to placebo (p<0.05) with regard to the therapeutic cure rate at the test-of-cure visit. 
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	2.8.2 Recommendations 
	From a clinical bioequivalence standpoint, this application is recommended for approval, pending satisfactory OSI inspection. 
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	CLINICAL BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT 
	ANDA: 205181 APPLICANT: Taro Pharmaceuticals U.S.A., Inc. 
	DRUG PRODUCT: Butenafine Hydrochloride Cream, 1% 
	The Division of Clinical Review has completed its review based on the information available prior to the Office of Scientific Investigation (OSI) inspection findings and has no further questions at this time. 
	Based on information available prior to OSI inspection findings, the data submitted to ANDA 205181, using the primary endpoint of the proportion of subjects in each treatment group who obtained therapeutic cure at Visit 3/Day 42 (± 4 days) are adequate to demonstrate bioequivalence of Taro Pharmaceuticals U.S.A., Inc.’s Butenafine Hydrochloride Cream, 1% with the reference listed drug Lotrimin Ultra(Butenafine Hydrochloride Cream ), 1%. Therapeutic cure was defined as an achievement of both mycological cure
	® 

	Please note that the clinical bioequivalence comments provided in this communication are preliminary. These comments are subject to revision after review of the entire application, upon consideration of the chemistry, manufacturing and controls, microbiology, labeling, or other scientific or regulatory issues. Please be advised that these reviews may result in the need for additional bioequivalence information and/or studies, or may result in a conclusion that the proposed formulation is not approvable. 
	Sincerely yours, 
	{See appended electronic signature page} {See appended electronic signature page} 
	John R. Peters, M.D. Dale P. Conner, Pharm.D. Director, Division of Clinical Review Director, Division of Bioequivalence I Office of Generic Drugs Office of Generic Drugs Center for Drug Evaluation and Research Center for Drug Evaluation and Research 
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	The seven OTC topical antifungals listed in the monograph are clioquinol 3%, clotrimazole 1%, haloprogin 1%, miconazole nitrate 2%, povidone-iodine 10%, tolnaftate 1%, and undecylenic acid and its salts (calcium, copper, and zinc) for a total undecylenate concentration of 10-25%. 
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	RLD (n=283) 
	Placebo (n=141) 
	Comment 
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	Patients with at 
	36 
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	16 
	8 
	• p>0.5 (test vs . 

	least one 
	least one 
	(5.1%) 
	(4.2%) 
	(5.7%) 
	(5.7%) 
	RLD) 

	TEAEs 
	TEAEs 
	• ::; 2 SAEs or deaths were repo1ted in any group 

	Discontinued study dtug due to above TEAE 
	Discontinued study dtug due to above TEAE 
	0 (0.0%) 
	0 (0.0%) 
	0 (0.0%) 
	0 (0.0%) 

	Severity (Patients with at Least One TEAE) 
	Severity (Patients with at Least One TEAE) 

	Mild 
	Mild 
	21 (3.0%) 
	8 (2.8%) 
	8 (2.8%) 
	5 (3.5%) 

	Moderate 
	Moderate 
	13 (1.8%) 
	4 (1.4%) 
	6 (2.1%) 
	3 (2.1%) 

	Severe 
	Severe 
	2 (0.3%) 
	0 (0.0%) 
	2 (0.7%) 
	0 (0.0%) 

	Death 
	Death 
	0 (0.0%) 
	0 (0.0%) 
	0 (0.0%) 
	0 (0.0%) 
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	Dmg Product 
	Dmg Product 
	Dmg Product 
	Butenafine Hydt·ochloride Cream, 1 % 

	Dmg Class 
	Dmg Class 
	Fungicides/Antide1matophyte Agents (Topical) (4020120) 

	Reference Listed Dmg 
	Reference Listed Dmg 
	Lotrimin Ultra® 

	RLDFiim 
	RLDFiim 
	MSD Consumer Care Inc. 

	NDA# 
	NDA# 
	021307 

	Date ofRLD Approval 
	Date ofRLD Approval 
	12/07/2001 

	Approved Indication( s) 
	Approved Indication( s) 
	athlete's foot between the toes, jock itch, and ringwonn 
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	Site No. 
	Site No. 
	Site No. 
	Pr incipal Investigator Site Add1·ess 
	Telephone 
	No. Enrolled 

	01 
	01 
	Jeffrey M. Adelglass, MD Research Across America 9 Medical Parkway Plaza 4, Suite 202 Dallas, TX 75234 
	972-241 -1222 
	43 

	02 
	02 
	Joe Blumenau, MD Research Across America 9 Medical Parkway Professional Plaza 4, Suite 202 Dallas, TX 75234 
	972-241-1222 
	35 

	03 
	03 
	Suzanne Brnce, MD Suzanne Brnce and Associates The Center for Skin Research 1900 St. James Place, Suite 650 Houston, TX 77056 
	71 3-850-0240 
	44 

	04 
	04 
	Eduardo Tschen, MD, MBA Academic Dennatology Associates 1203 Coal SE Albuquerque, NM 87106 
	505-247-4220 
	29 

	05 
	05 
	Scott D. Clark, MD Longmont Clinic, PC 1925 W. Mountain View Avenue Longmont, CO 80501 
	303-77 6-8718 
	34 

	06 
	06 
	Robert P. Dmme, DPM Lower Extremity Research, LLC 2717 N. Wickham Road, Suite 4 Melbourne, FL 32935 
	321-253-6191 
	79 

	07 
	07 
	Francisco Flores, MD FXM Research Miramar 3000 SW 148th Ave. Suite 216 Miramar, FL 33027 
	9 54-430-1097 
	50 

	08 
	08 
	Michael T. Jarratt, MD DellllResearch, Inc. 8140 N. Mopac, Bldg 3, Suite 120 Austin, TX 78759 
	512-349-9889 
	52 

	09 
	09 
	Teny M. Jones, MD J&S Studies, Inc. 1710 Crescent Pointe Pkwy College Station, TX 77845 
	979-774-5933 
	26 

	10 
	10 
	Steven E. Kempers, MD Minnesota Clinical Study Center 7205 University A venue NE Fridley, MN 55432 
	763-571 -4200 
	14 

	11 
	11 
	Samuel N. Ledennan, MD Altus Research, Inc. 4671 S. Congress Avenue, Suite lOOB Lake Worth, FL 33461 
	Telephone nmnber not available in study repott 
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	Site No. 
	Pl'incipal Investigatol' Site Add1·ess 
	Telephone 
	No. Enrnlled 

	12 
	12 
	Linda Mw1·ay, DO Radiant Research, Inc. 6010 Park Boulevard Pinellas Park, FL 33781 
	727-544-6367 
	55 

	13 
	13 
	Adnan Nasir, MD, PhD Wake Research Associates 3100 Duraleigh Road, Suite 304 Raleisrh, NC 27612 
	919-781-2514 
	13 

	14 
	14 
	Michael J. Noss, MD Radiant Research, Inc. 11500 Notthlake Drive, Suite 320 Cincinnati, OH 45249 
	513-247-5577 
	39 

	15 
	15 
	Richard A. Pollak, DPM, MS Endeavor Clinical Trials, PA 8042 Wurzbach, Suite 420 San Antonio, TX 78229 
	210-949-0807 
	59 

	16 
	16 
	Robert T. Matheson, MD Oregon Medical Research Center, PC 9495 SW Locust Street, Suite G Po1tland, OR 97223 
	503-245-1525 
	13 

	17 
	17 
	Douglas R. Schumacher, MD Radiant Research, Inc. 1275 Olentangy River Road, Suite 202 Cohunbus, OH 43212 
	6 14-294-3854 
	35 

	18 
	18 
	Heather Woole1y-Lloyd, MD1 Toty Sullivan, MD, PA 16100 NE 16th Avenue, Suite A N. Miami Beach, FL 33 162 
	305-652-8600 
	54 

	19 
	19 
	Zoe Diana Draelos, MD Dennatology Consulting Services 2444 North Main Street High Point, NC 27262 
	336-841-2040 
	7 

	20 
	20 
	David C. Wilson, MD The Education and Research Fow1dation, Inc. 2095 Langhorne Road Lvnchburg, VA 24501 
	434-847-8400 
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	Sponsor's protocol#: Title Objectives 
	Sponsor's protocol#: Title Objectives 
	Sponsor's protocol#: Title Objectives 
	BTNF 1104 A Double-Blind, Randomized, Pai·allel-Group, Vehicle-Controlled, Multicenter Study to Evaluate the Safety and Bioequivalence ofa Generic Butenafine HCI Cream, 1 % and Reference Listed Lotrimin Ultra® (Butenafine HCI Cream, 1 %) and Compare Both Active Treatments to a Vehicle Control in the Treatment ofInterdigital Tinea Pedis The primaiy objective ofthis study was to detennine the comparability ofthe safety and efficacy ofa generic Butenafine HCI Cream, 1 % (test product) and Lotrimin Ultra® (the 
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	H sit Title \"i.sit Number Scheduled Day Scheduling Window 
	H sit Title \"i.sit Number Scheduled Day Scheduling Window 
	H sit Title \"i.sit Number Scheduled Day Scheduling Window 
	Baseline Yisit 1 Dar 1 None 
	End of Treatment Visit 2 Day 8 (+3 days) 
	Test of Cure/End of Study/Early Discontinuation Visit 3 Day 42 (±4 days) 
	Unscheduled 

	Written Informed Consent 
	Written Informed Consent 
	x 

	Demographic lnfonnation 
	Demographic lnfonnation 
	x 

	Medical Histocy 
	Medical Histocy 
	x 

	Physical Examination (Including Vital Signs) 
	Physical Examination (Including Vital Signs) 
	x 

	Urine Pregnancy Test1 
	Urine Pregnancy Test1 
	x 
	x 
	x 

	Prior Medication Review 
	Prior Medication Review 
	x 

	Diagnosis ofTinea Pedis2 
	Diagnosis ofTinea Pedis2 
	x 

	Identification ofTarget lesion 
	Identification ofTarget lesion 
	x 

	Mycological Evaluations (KOH Wet Mow1t and Fungal Culture) 
	Mycological Evaluations (KOH Wet Mow1t and Fungal Culture) 
	x 
	x 
	x1 
	x 

	Investigator Evaluation ofErythema, Scaling, Maceration., and Fissuring/Cracking 
	Investigator Evaluation ofErythema, Scaling, Maceration., and Fissuring/Cracking 
	x 
	x 
	x1 
	x 

	Subject Evaluation ofPruritus and BtuningfStinging 
	Subject Evaluation ofPruritus and BtuningfStinging 
	x 
	x 
	x1 
	x 

	lnclusion/Exclusion Criteria Review 
	lnclusion/Exclusion Criteria Review 
	x 

	Randomization 
	Randomization 
	x 

	Dispense Study Medication and Subject Diacy 
	Dispense Study Medication and Subject Diacy 
	x 

	Subject Instruction/ Compliance Review 
	Subject Instruction/ Compliance Review 
	x 
	x 
	x' 
	x' 

	First Study Medication Application at Snidy Site 
	First Study Medication Application at Snidy Site 
	x 

	Adverse Events Assessment 
	Adverse Events Assessment 
	x 
	x 
	x 
	x 

	Concomitant Medication Review 
	Concomitant Medication Review 
	x 
	x 
	x 

	Snidy Medication and Subject Diacy Return, Accountability 
	Snidy Medication and Subject Diacy Return, Accountability 
	x 
	x' 
	x' 

	Schedule/Confirm Next Visit 
	Schedule/Confirm Next Visit 
	x 
	x 
	x 
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	Prohibited Medications 
	Prohibited Medications 
	Prohibited Medications 
	Washout Period Prior to Baseline 

	Antipruritics, including antihistamines 
	Antipruritics, including antihistamines 
	72 hours 

	Topical corticosteroid, antibiotic, or antifungal therapy 
	Topical corticosteroid, antibiotic, or antifungal therapy 
	14 days (2 weeks) 

	Systemic (e.g., oral or injectable) corticosteroid, antibiotic, or antifungal therapy 
	Systemic (e.g., oral or injectable) corticosteroid, antibiotic, or antifungal therapy 
	30 days (1 month) 

	Oral terbinafine or itraconazole 
	Oral terbinafine or itraconazole 
	60 days (2 months) 

	Immunosuppressive medication or radiation therapy 
	Immunosuppressive medication or radiation therapy 
	90 days (3 months) 
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	Antipruritics, including antihistamines, within 24 hours of study visits (Visits 2 and 3). 
	Antipruritics, including antihistamines, within 24 hours of study visits (Visits 2 and 3). 
	Antipruritics, including antihistamines, within 24 hours of study visits (Visits 2 and 3). 

	Topical corticosteroid, antibiotic, or antifungal therapy applied to the feet 
	Topical corticosteroid, antibiotic, or antifungal therapy applied to the feet 

	Systemic (e.g., oral or injectable) corticosteroid, antibiotic, or antifungal therapy 
	Systemic (e.g., oral or injectable) corticosteroid, antibiotic, or antifungal therapy 

	Immunosuppressive medication or radiation therapy 
	Immunosuppressive medication or radiation therapy 

	Any other topical products applied to the feet 
	Any other topical products applied to the feet 


	Product Treatment ID Product Name Manufacturer Batch/Lot No. Manufacture Date Expiration Date Sti·emrth Dosage Form Bio-batch Size Dose and Treatment Period Route ofAdministration 
	Product Treatment ID Product Name Manufacturer Batch/Lot No. Manufacture Date Expiration Date Sti·emrth Dosage Form Bio-batch Size Dose and Treatment Period Route ofAdministration 
	Product Treatment ID Product Name Manufacturer Batch/Lot No. Manufacture Date Expiration Date Sti·emrth Dosage Form Bio-batch Size Dose and Treatment Period Route ofAdministration 
	Study No. BTNF 1104 Test Reference Treatment A Treatment B Butenafine HCl Lotrimin Ultra® Cream, 1% Taro Schering-Plough Pharmaceuticals Inc. HealthCare Products, Inc. 8229-60052 1H02DA July 04, 2011 NIA NIA Julv 2014 1% 1% Cream Cream 160 kg NIA 1 application BID 1 application BID for for7 davs 7 davs Topical Topical 
	Vehicle Treatment C Cream Vehicle of Test product Taro Phamiaceuticals Inc. 8229-60051 June 30, 2011 NIA NIA Cream 160 kg 1 application BID for 7 davs Topical 
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	Sign/Symptom 
	Sign/Symptom 
	Sign/Symptom 
	Description 

	Erythema 
	Erythema 
	Redness 

	Scaling 
	Scaling 
	Thin, dry epidermal sheets shedding from skin 

	Maceration 
	Maceration 
	Soft, moist broken-down skin 

	Fissuring/Cracking 
	Fissuring/Cracking 
	Deep furrowing clefts or slits in the skin 

	Pruritus 
	Pruritus 
	Itching as determined by the subject 

	Burning/Stinging 
	Burning/Stinging 
	Burning, stinging or tingling sensation as determined by the subject 
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	Score 
	Score 
	Score 
	Assessment 
	Description 

	0 
	0 
	None 
	Complete absence of sign or symptom 

	1 
	1 
	Mild 
	Slight 

	2 
	2 
	Moderate 
	Definitely present 

	3 
	3 
	Severe 
	Marked, intense 
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	Figure
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	Figure
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	Exclude from only FDA PP population None Include in FDA PP population None 
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	Table
	TR
	Test 
	Reference 
	Vehicle 
	Total 

	Enrollment 
	Enrollment 
	283 
	283 
	141 
	707 

	Total exclusion from Sponsor’s ITT population 
	Total exclusion from Sponsor’s ITT population 
	0 
	0 
	0 
	0 

	Total Sponsor’s ITT population (ITT) 
	Total Sponsor’s ITT population (ITT) 
	283 
	283 
	141 
	707 

	Total exclusion from Sponsor’s PP population 
	Total exclusion from Sponsor’s PP population 
	100 
	89 
	49 
	238 

	Total Sponsor’s PP population (PP) 
	Total Sponsor’s PP population (PP) 
	183 
	194 
	92 
	469 

	Additional exclusion for FDA’s PP population 
	Additional exclusion for FDA’s PP population 

	Prohibited Medication 
	Prohibited Medication 
	5 
	1 
	0 
	6 

	Inclusion criteria violation (<18 years old) 
	Inclusion criteria violation (<18 years old) 
	1 
	1 
	3 
	5 

	Inclusion criteria violation (clinical diagnosis) 
	Inclusion criteria violation (clinical diagnosis) 
	0 
	1 
	1 
	2 

	Exclusion criteria violation (past medical history) 
	Exclusion criteria violation (past medical history) 
	0 
	0 
	1 
	1 

	Total FDA’s PP Population (FPP) 
	Total FDA’s PP Population (FPP) 
	177 
	191 
	88 
	456 

	Total exclusion from sponsor’s mITT population 
	Total exclusion from sponsor’s mITT population 
	82 
	72 
	38 
	192 

	Total Sponsor’s mITT population 
	Total Sponsor’s mITT population 
	201 
	211 
	103 
	515 

	Additional exclusions for FDA’s mITT population 
	Additional exclusions for FDA’s mITT population 

	Prohibited Medication 
	Prohibited Medication 
	5 
	1 
	0 
	6 

	Inclusion criteria violation (<18 years old) 
	Inclusion criteria violation (<18 years old) 
	1 
	1 
	3 
	5 

	Inclusion criteria violation (clinical diagnosis) 
	Inclusion criteria violation (clinical diagnosis) 
	0 
	1 
	1 
	2 

	Exclusion criteria violation (past medical history) 
	Exclusion criteria violation (past medical history) 
	0 
	0 
	1 
	1 

	Total FDA’s mITT population (FITT) 
	Total FDA’s mITT population (FITT) 
	195 
	208 
	99 
	502 

	Number discontinued study 
	Number discontinued study 
	6 
	8 
	5 
	19 

	Number completed study 
	Number completed study 
	189 
	200 
	94 
	483 
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	OFFICE OF GENERIC DRUGS CLINICAL REVIEW 
	Figure
	Table 10 lists the demographics for the PP population. According to the sponsor's analysis, the treatment groups in the PP population were comparable for most demographic characteristics (P > 0.05). 
	Table 10 lists the demographics for the PP population. According to the sponsor's analysis, the treatment groups in the PP population were comparable for most demographic characteristics (P > 0.05). 
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	Figure
	Figure
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	Figure
	Table 13: Clinical Assessment of Target Site at Baseline: BTNF 1104, Butenafine Hydrochloride Cream, 1% (PP Population, per sponsor) 
	Table 13: Clinical Assessment of Target Site at Baseline: BTNF 1104, Butenafine Hydrochloride Cream, 1% (PP Population, per sponsor) 
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	Table
	TR
	Sponsor 
	FDA 

	TR
	Test 
	Reference 
	Placebo 
	Test 
	Reference 
	Placebo 

	PP Population 
	PP Population 

	N 
	N 
	183 
	194 
	92 
	177 
	191 
	88 

	Cure 
	Cure 
	106 (57.9%) 
	96 (49.5%) 
	14 (15.2%) 
	103 (58.19%) 
	95 (49.74%) 
	13 (14.77%) 

	90% CI for Test and Reference 
	90% CI for Test and Reference 
	(-0.51%, 17.39%)1 
	(-0.61, 17.52) 
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	Table 16: Proportion of Subjects with Therapeutic Cure at Visit3/Day 42 (±4 days) in the sponsor’s mITT Population and FDA’s mITT Population 
	Table 16: Proportion of Subjects with Therapeutic Cure at Visit3/Day 42 (±4 days) in the sponsor’s mITT Population and FDA’s mITT Population 
	Table 16: Proportion of Subjects with Therapeutic Cure at Visit3/Day 42 (±4 days) in the sponsor’s mITT Population and FDA’s mITT Population 

	TR
	Sponsor 
	P-value for Superiority 
	FDA 
	P-value for Superiority 

	TR
	Test 
	Reference 
	Placebo 
	Test vs Vehicle 
	Reference vs. Vehicle 
	Test 
	Reference 
	Placebo 
	Test vs Vehicle 
	Reference vs. Vehicle 

	N 
	N 
	201 
	211 
	103 
	195 
	208 
	99 

	Cure 
	Cure 
	112(55.7%) 
	102(48.3%) 
	15(14.6%) 
	<.0001◊ 
	109(55.90%) 
	101(48.56%) 
	14(14.14%) 
	<.0001* 

	No Cure 
	No Cure 
	89(44.3%) 
	109(51.7%) 
	88(85.4%) 
	<.001◊ 
	86(44.10%) 
	107(51.44%) 
	85(85.86%) 
	<.0001* 
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	Study # 
	Study # 
	Study # 
	Total (N) 
	Test (n) 
	RLD (n) 
	Placebo (n) 
	Comment 

	Study BTNF 1104 (1% strength) 
	Study BTNF 1104 (1% strength) 
	707 
	283 
	283 
	141 

	Patients with at least one TEAE 
	Patients with at least one TEAE 
	36 (5.1%) 
	12 (4.2%) 
	16 (5.7%) 
	8 (5.7%) 
	 2 SAEs were reported (RLD) 

	Discontinued study drug due to above AE 
	Discontinued study drug due to above AE 
	0 (0.0%) 
	0 (0.0%) 
	0 (0.0%) 
	0 (0.0%) 

	Subjects with at least 1 Mild TEAEs 
	Subjects with at least 1 Mild TEAEs 
	21 (3.0%) 
	8 (2.8%) 
	8 (2.8%) 
	5 (3.5%) 

	Subjects with at least 1 Moderate TEAEs 
	Subjects with at least 1 Moderate TEAEs 
	13 (1.8%) 
	4 (1.4%) 
	6 (2.1%) 
	3 (2.1%) 

	Subjects with at least 1 Severe TEAEs 
	Subjects with at least 1 Severe TEAEs 
	2 (0.3%) 
	0 (0.0%) 
	2 (0.7%) 
	0 (0.0%) 

	TEAEs considered to be possibly, probably, or definitely related to study medication 
	TEAEs considered to be possibly, probably, or definitely related to study medication 
	4 (0.6%) 
	1 (0.4%) 
	3 (1.1%) 
	0 (0.0%) 

	Application Site Reaction 
	Application Site Reaction 
	1 (0.1%) 
	1 (0.4%) 
	0 (0.0%) 
	0 (0.0%) 


	j>-\<1lue 
	j>-\<1lue 
	j>-\<1lue 

	Test 
	Test 
	Reference 
	Vehicle 
	Test n. 

	Relationship to StudyJ:vledication 
	Relationship to StudyJ:vledication 
	(N=283) 
	(N=283) 
	(N=l 41) 
	Reference 

	Subjects with Treatment-Emergent Ad\'erse E\'ents (TEAEs) Regardless 
	Subjects with Treatment-Emergent Ad\'erse E\'ents (TEAEs) Regardless 
	12 ( 4.2%) 
	16 ( 5.7%) 
	8 c5.7%) 
	0.5621 

	Relationship to Sn1dy Medication 
	Relationship to Sn1dy Medication 

	Subjects with Treatment-Emergent Ad,·erse Eveu!s (TEAEs) Possibly, 
	Subjects with Treatment-Emergent Ad,·erse Eveu!s (TEAEs) Possibly, 
	I ( 0.4%) 
	3 ( 1.1%) 
	0( 0.0%) 
	0.6241 

	Probably. or Definitely Related co Study Medication 
	Probably. or Definitely Related co Study Medication 
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	Strength (Label claim) Ingredient Quality Quantity Standard (% w/w) Butenafine Hydrochloride Taro 1.000 White Petrolatum USP Cetyl Alcohol NF Stearic Acid NF Glyceryl Monostearate SE Taro Propylene Glycol Taro Dicaprylate Purified Water USP Glycerin USP Polyoxyethylene (23) Taro Cetyl Ether Trolarnine NF Sodium Benzoate NF Benzyl Alcohol NF Total theoretical weight -­I 100.00 1% mg/g Function 10.00 Active Phanmceutical Ingredient 1000.0 I --­(tif(4 . 
	Table 19: RLD FormulationIngredients Percentage (w/w) .
	Table 19: RLD FormulationIngredients Percentage (w/w) .
	5 .
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	Inactive Ingredient Test (%w/w) RLD (%w/w) White petrolatum Cetyl alcohol Stearic acid Glyceryl monostearate Propylene glycol dicaprylate Purified water Glycerin Polyoxyethylene cetyl ether Trolamine Sodium benzoate Benzyl alcohol Diethanolamine 
	Table 20: Formulation Comparison 
	Table 20: Formulation Comparison 
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	ANDA #: 
	ANDA #: 
	ANDA #: 
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	Drug Name: 
	Drug Name: 
	Generic version of Butenafine Hydrochloride Cream, 1% 

	Indication(s): 
	Indication(s): 
	Athlete’s foot 

	Reference Listed Drug: 
	Reference Listed Drug: 
	Lotrimin Ultra® Cream 1% (MSD Consumer Care Inc.) 

	Applicant: 
	Applicant: 
	Taro Pharmaceuticals USA Inc., 

	Date(s): 
	Date(s): 
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	Statistical Reviewer: 
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	Clinical Team: 
	Sunny Tse, Pharm D., Sarah Seung, Pharm D. 

	Keywords: 
	Keywords: 
	Bioequivalence, superiority, athlete’s foot 


	Page |2 
	Page |2 
	ANDA 205181 Butenafine Hydrochloride Cream, Statistical Evaluation of Bioequivalence 

	LIST OF TABLES 
	Table 1: Summary of Protocol Amendments……………………………………………………………....5 Table 2: Schedule of Study Procedures…………………………………………………………………….7 Table 3: Subject Enrollment and Final Study Disposition………………………………………………..10 Table 4: Exposure to Study Drug and Treatment Compliance in the FDA’s ITT Population……………11 Table 5: Baseline Demographic Characteristics in the FDA’s mITT (FITT) Population………………...12 Table 6: Baseline Demographic Characteristics in the FDA’s PP (FPP) Population…………………......12 Table 7: Baseline Stu
	Table 9: Summary of Sponsor’s Primary Efficacy Results……………………………………………….15 
	Group……………………….17 

	Page |3 
	Page |3 
	ANDA 205181 Butenafine Hydrochloride Cream, Statistical Evaluation of Bioequivalence 

	1 
	1 
	EXECUTIVE SUMMARY 

	The data from one clinical study in ANDA 205181 support the conclusion that Taro Pharmaceuticals USA Inc Butenafine HCI Cream 1% (test product) is clinically equivalent to Lotrimin UltraButenafine HCI Cream, 1% (reference product) in the treatment of interdigital tinea pedis. 
	® 

	The purpose of this review is to assess the safety and bioequivalence of a generic Butenafine HCI Cream 1% and reference listed Lotrimin Ultra(Butenafine HCI Cream, 1%), and to compare both active treatments to a vehicle control in the treatment of interdigital tinea pedis. Study BTNF104 is the only clinical study that the sponsor submitted to support this application. It was a double-blind, randomized, parallel-group, vehicle-controlled and multicenter study conducted in the US. Seven hundred seven subject
	® 

	There was no major statistical or data quality issue in this application. The findings from reviewer’s analyses were consistent with sponsor’s analyses. The test product (58.2%) was bioequivalent to the reference product (49.7%) in the FDA’s PP population with the 90% CI on the difference between two rates being (-0.61%, 17.52%). This is within the range of -20% to +20%, demonstrating equivalence.  The test (55.9%) and reference (48.56%) products were both superior over vehicle (14.14%) in the FDA’s mITT po
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	2 
	2 
	INTRODUCTION 

	2.1 Overview 
	The applicant has developed Butenafine Hydrochloride Cream, 1 %; and seeks to show bioequivalence of this generic version to Lotrimin Ultra® (Butenafine HCI Cream, 1 %). Lotrimin Ultra® is indicated for the topical treatment of athlete's foot between the toes, jock itch, and ringwonn . . Butenafine HCI Cream 1 % is a benzylamine deiivative with a similar mode ofaction as the allylamine class of antifongal dmgs. Butenafine HCI has shown to be active against most strains ofthe following microorganisms both in
	Study BTNF 1104 was a double-blind, randomized, parallel-group, vehicle-controlled and multicenter study to evaluate the safety and bioequivalence of a generic Butenafine HCI Cream 1 % and reference listed Lotrimin Ultra® (Butenafine HCI Cream, 1%), and to compare both active treatments to a vehicle control in the treatment of interdigital tinea pedis. 
	Reference dmg 
	Reference Listed Dmg RLDFitm NDA# Date ofRLD Approval Approved fudication(s) Recommended Dosing Regimens 
	Reference Listed Dmg RLDFitm NDA# Date ofRLD Approval Approved fudication(s) Recommended Dosing Regimens 
	Reference Listed Dmg RLDFitm NDA# Date ofRLD Approval Approved fudication(s) Recommended Dosing Regimens 
	Lotrimin Ultra® Cream, 1 % MSD Consumer Care fuc. 21-307 December 7, 2001 For the topical treatment ofinterdigital tit1ea pedis (athlete's foot), tinea c01poris (ringwo1m) and tinea cmris Gock itch) due to E. Floccosum, T. Mentagrophytes, T. rubrum, and T. tonsurans. For interdigital tinea pedis, the cream should be applied twice daily for 1 week (momit1g and night) or once daily for 4 weeks, or as directed by a doctor. For tit1ea co1p0Iis and tinea cmris, it should be applied once daily for 2 weeks, or as 


	Study BTNFl 04 is the only clinical study that the sponsor submitted to suppo1t this application. Subjects were randomized in a 2:2: 1 ratio to 1 of3 treatment groups: test, reference or vehicle, respectively. The study enrolled subjects from 20 sites in the US. Protocols were amended three times dming the study. Impo1tant changes involvit1g inclusion/exclusion criteiia are summarized as follows: 
	Tabl e 1 S ummarvof ProtocolAmendinents 
	Amendment #/ Date Amendtnent #l/Dec-19-2011 
	Amendment #/ Date Amendtnent #l/Dec-19-2011 
	Amendment #/ Date Amendtnent #l/Dec-19-2011 
	Original text Revised text fuclusion criteria # 2: Subjects will be fuclusion crite1ia # 2: Subjects will be healthy males or non-pregnant, non-healthy males or non-pregnant, non­lactatit1g females at least 18 years ofage lactating females at least 12 years of age and older. ....etc and older. .... etc 
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	Amendment 
	Amendment 
	Amendment 
	Inclusion criteria # 5: Has sum of the 
	Inclusion criteria # 5: Has sum of the 

	#2/Feb-15-2012 
	#2/Feb-15-2012 
	clinical signs and symptoms scores of the target lesion of at least 6, including a minimum score of 2 for erythema and a minimum score of 2 for scaling 
	clinical signs and symptoms scores of the target lesion of at least 4, including a minimum score of 2 for erythema and a minimum score of 2 for scaling or pruritus 

	Amendment 
	Amendment 
	Subjects will be discontinued from the 
	Subjects will be discontinued from the 

	#2/Feb-15-2012 
	#2/Feb-15-2012 
	study and will not be required to return at visit 3 if their baseline cultures are not positive for causative dermatophytes, i.e., Trichophyton rubrum, trichophyton mentagrophytes, or Epidermophyton floccosum 
	study and will not be required to return at visit 3 if their baseline cultures are not positive for causative dermatophytes, i.e., Trichophyton rubrum, trichophyton mentagrophytes, Trichophyton tonsurans or, Epidermophyton floccosum 

	Amendment #3 
	Amendment #3 
	Inclusion criteria # 2: Subjects will be 
	Inclusion criteria # 2: Subjects will be 

	/Apr-10-2012 
	/Apr-10-2012 
	healthy males or non-pregnant, non-lactating females at least 12 years of age and older…..etc 
	healthy males or non-pregnant, non-lactating females at least 18 years of age and older…..etc 


	Note: Amendment #3 reverses the change to inclusion criteria # 2 in Amendment #1 
	2.2 Data Sources 
	The data reviewed for this report consisted of data tables in the electronic archives, case report forms, and clinical study report. All tables in this report were independently verified and sources were indicated where applicable. The data reviewed are located under ANDA 205181: 
	\\CDSESUB1\EVSPROD\ANDA205181\0000\m5. 
	3 STATISTICAL EVALUATION 
	Data submitted were adequate and no issue in terms of data quality or analysis was identified by the reviewer. 
	3.1 Evaluation of Efficacy 
	3.1.1 Study Design and Endpoints 
	Study BTNF 1104 was a double-blind, randomized, parallel-group, vehicle-controlled and multicenter study to evaluate the safety and bioequivalence of a generic Butenafine HCI Cream 1% and reference listed Lotrimin Ultra(Butenafine HCI Cream, 1%), and to determine whether the efficacy of each of the 2 active treatments was superior to that of the vehicle cream in subjects with interdigital tinea pedis. Subjects were randomized in a 2:2:1 ratio to 1 of 3 treatment groups: test, reference or vehicle, respectiv
	® 
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	Table 2: Schedule of Study Procedures 
	Figure
	Source: clinical study report, table 9.3 at page 26 
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	The primary efficacy endpoint was the proportion of subjects in each treatment group who achieved therapeutic cure at Visit3/Day 42 (±4 days). Therapeutic cure was defined as an achievement of both mycological cure (negative KOH wet mount and a negative fungal culture) and clinical cure (total signs and symptoms score no more than 2, with no individual severity score greater than 1 on the 4-point scale). No secondary efficacy endpoint was specified in this study. 
	Comments: The study design and definition of primary efficacy endpoint follow the recommendation of draft guidance on Butenafine Hydrochlorideand, therefore, they are adequate. 
	1

	3.1.2 Statistical Methodologies 
	Sponsor’s method 
	Equivalence: 
	Equivalence: 

	The compound hypothesis to be tested for clinical equivalence between test and reference was: 
	o: PT-PR ≤ -0.20 or PT-PR ≥ 0.20 vs. a: -0.20 < PT-PR < 0.20 
	H
	H

	T and PR were the proportions of subjects with therapeutic cure at Visit 3/Day 42 (±4 days) for the test and reference products, respectively. The test product would be considered bioequivalent to the reference product if the 90% confidence interval on the difference in the proportions of cures , using Wald’s method with Yate’s continuity correction, was contained within the limits -0.20 to +0.20 for the PP population. 
	where P

	Superiority 
	Superiority 

	The compound hypothesis to be tested for superiority of test and reference over vehicle was 
	o: PT ≤ PV or PR ≤ PV vs. a: PT > PV and PR > PV 
	H
	H

	T, PR and PV were the proportions of subjects with therapeutic cure at Visit 3/Day 42 (±4 days) for the test, reference and vehicle products, respectively. Superiority would be established if the proportion of cures in the active treatment groups was significantly greater than that in the vehicle group in the mITT population, using continuity-corrected Z-tests at 2-sided level of 0.05. 
	where P

	Reviewer’s method 
	Equivalence 
	Equivalence 

	Based on the usual method used in the Office of Generic Drugs (OGD) for binary outcomes, the 90% confidence interval for the difference in proportions between the test and reference treatments should be contained within -0.20 to 0.20 in order to establish equivalence. The “cure” at visit 3 in the PP population was the primary outcome for the bioequivalence analysis. 
	ANDA 205181 Butenafine Hydrochloride Cream, Statistical Evaluation of Bioequivalence 
	The compound hypothesis to be tested is:..
	o: PT-PR < -0.20 or PT-PR > 0.20 vs...a: -0.20 ≤ PT-PR ≤ 0.20..
	H
	H

	T and PR were the cure rate of test and reference products, respectively...Let n= sample size of test treatment group, n= sample size of reference treatment group,    .
	where P
	T 
	R 

	and se  ((1 ˆ  p )/ n  ˆ (1  pn 
	1/2 

	p ˆ p ˆ)/) 
	T TTR RR 
	where pˆand pˆwere the observed cure rates for the test and reference groups, respectively; and se was 
	T 
	R 

	the estimated standard error of pˆ-pˆ. The 90% confidence interval for the difference in proportions between test and reference was calculated as follows, using Yates’ correction: 
	T 
	R 

	L = ( pˆ-pˆ) – 1.645 se – (1/ n+ 1/ n)/2 
	T 
	R 
	T 
	R 

	U = ( pˆ-pˆ) + 1.645 se + (1/ n+ 1/ n)/2 
	T 
	R 
	T 
	R 

	0 if L  -0.20 and U 0.20. Rejection of Ho supports the conclusion of equivalence of two products. 
	We reject H

	The applicant’s statistical method to establish equivalence and equivalence boundary were adequate. o) from the one recommended in the draft guidance. The reviewer performed analysis using the same method as the sponsor but drew conclusions based on the hypothesis described in the draft guidance. For superiority testing, Fisher’s exact test (at 2sided level of 0.05) was used for the assessment, in addition to approximate method -continuity-corrected Z-test. 
	However, the hypothesis was slightly different (≤ vs. <  in the H
	-

	For superiority testing, sensitivity analysis was performed on those subjects with complete data to compare the results from primary mITT population using last observation carried forward (LOCF). 
	3.1.3 Analysis population 
	Bioequivalence testing between the test and reference products was conducted in the per-protocol (PP) population, which consists of all subjects randomized, who met all inclusion/exclusion criteria, who had a positive baseline skin fungal culture for Trichophyton rubrum, Trichophyton mentagrophytes, Trichophyton tonsurans, or Epidermophyton floccosum, who were compliant with the assigned study treatment (compliance rate between 75 and 125%) and completed the evaluation at Visit 3/Day 42 (±4 days), who did n
	Superiority testing between the test/reference products and control vehicle was conducted in the modified intent-to-treat (mITT) population, which consists of all subjects randomized, who met all inclusion/exclusion criteria, who had a positive baseline skin fungal culture, who applied at least one dose of assigned study medication, and who returned for at least one visit after Visit 1/Day 1. 
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	Safety analyses were conducted in the ITT population, which includes all subjects randomized and given at least one dose of assigned study medication. 
	Subjects who were discontinued early from the study due to lack of treatment effect after completing 7 days of treatment were analyzed in the mITT and PP populations as treatment failures. Subjects who discontinued early for other reasons were excluded from the PP population, but included in the mITT population, using LOCF. 
	3.1.4 Patient Disposition, Demographic and Baseline Characteristics 
	Table 3 shows the enrollment and final disposition of subjects, and also reflects the discrepancy between sponsor’s and FDA’s analysis populations. Seven hundred seven patients were enrolled into the study and randomized to 3 different treatment groups (Test (n=283), Reference (n=283), or Vehicle (n=141)). Most sites enrolled at least 10 patients, except for study centers 11 and 19 that enrolled 7 patients each. 515 patients were eligible for the sponsor’s modified Intent-to-Treat (mITT) population; with 20
	The following patients should be removed from the mITT and PP populations based on the recommendations from the clinical reviewer, following the draft guidance: 
	    
	FDA’s Per-Protocol (FPP) population consists of 456 patients, with 177, 191 and 88 patients in the test, reference and vehicle groups, respectively. FDA modified ITT (FITT) population consists of 502 patients, with 195, 208 and 99 patients in the test, reference and vehicle groups, respectively. The percentages of patients who completed the study were slightly lower in the vehicle group (95%) compared to the test (97%) and reference (96.15%) groups. 
	Table 3: Subject Enrollment and Final Study Disposition 
	Table
	TR
	Test 
	Reference 
	Vehicle 
	Total 

	Enrollment 
	Enrollment 
	283 
	283 
	141 
	707 

	Total exclusion from Sponsor’s ITT population 
	Total exclusion from Sponsor’s ITT population 
	0 
	0 
	0 
	0 

	Total Sponsor’s ITT population (ITT) 
	Total Sponsor’s ITT population (ITT) 
	283 
	283 
	141 
	707 

	Total exclusion from Sponsor’s PP population 
	Total exclusion from Sponsor’s PP population 
	100 
	89 
	49 
	238 

	Total Sponsor’s PP population (PP) 
	Total Sponsor’s PP population (PP) 
	183 
	194 
	92 
	469 

	Additional exclusion for FDA’s PP population 
	Additional exclusion for FDA’s PP population 

	Prohibited Medication 
	Prohibited Medication 
	5 
	1 
	0 
	6 
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	Inclusion criteria violation (<18 years old) 
	Inclusion criteria violation (<18 years old) 
	Inclusion criteria violation (<18 years old) 
	1 
	1 
	3 
	5 

	Inclusion criteria violation (clinical diagnosis) 
	Inclusion criteria violation (clinical diagnosis) 
	0 
	1 
	1 
	2 

	Exclusion criteria violation (past medical history) 
	Exclusion criteria violation (past medical history) 
	0 
	0 
	1 
	1 

	Total FDA’s PP Population (FPP) 
	Total FDA’s PP Population (FPP) 
	177 
	191 
	88 
	456 

	Total exclusion from sponsor’s mITT population 
	Total exclusion from sponsor’s mITT population 
	82 
	72 
	38 
	192 

	Total Sponsor’s mITT population 
	Total Sponsor’s mITT population 
	201 
	211 
	103 
	515 

	Additional exclusions for FDA’s mITT population 
	Additional exclusions for FDA’s mITT population 

	Prohibited Medication 
	Prohibited Medication 
	5 
	1 
	0 
	6 

	Inclusion criteria violation (<18 years old) 
	Inclusion criteria violation (<18 years old) 
	1 
	1 
	3 
	5 

	Inclusion criteria violation (clinical diagnosis) 
	Inclusion criteria violation (clinical diagnosis) 
	0 
	1 
	1 
	2 

	Exclusion criteria violation (past medical history) 
	Exclusion criteria violation (past medical history) 
	0 
	0 
	1 
	1 

	Total FDA’s mITT population (FITT) 
	Total FDA’s mITT population (FITT) 
	195 
	208 
	99 
	502 

	Number discontinued study 
	Number discontinued study 
	6 
	8 
	5 
	19 

	Number completed study 
	Number completed study 
	189 
	200 
	94 
	483 


	Duration of study therapy and compliance rate by treatment group are shown in Table 4. The mean duration and compliance rates were comparable among three groups, even with one subject in the reference group taking 50 doses of study therapy (compliance rate = 357.1).  This subject was included in the mITT population but not included in the PP population 
	Figure

	Table 4: Exposure to Study Drug and Treatment Compliance in the FDA’s ITT Population 
	Table
	TR
	Test 
	Reference 
	Vehicle 

	TR
	(N=282) 
	(N=280) 
	(N=138) 

	Duration(days) 
	Duration(days) 

	Mean± SD 
	Mean± SD 
	7.59±0.59 
	7.66±1.29 
	7.59±0.77 

	Median 
	Median 
	8 
	8 
	8 

	Min-Max 
	Min-Max 
	7-10 
	6-25 
	4-11 

	Missing 
	Missing 
	2 
	5 
	2 

	Compliance rate 
	Compliance rate 

	Mean± SD 
	Mean± SD 
	99.83±4.41 
	100.64±15.99 
	99.91±3.54 

	Median 
	Median 
	100 
	100 
	100 

	Min-Max 
	Min-Max 
	71.4-121.4 
	87.5-357.1 
	86.7-114.3 

	missing 
	missing 
	2 
	5 
	2 


	Age, gender and race by treatment groups in the FITT and FPP populations are shown in Tables 5 and 6.  Treatment groups in the two analysis populations were balanced with respect to age, gender and race.  Mean ages in two analysis populations were 46 years old, with a range of 45-47 years old in three treatment groups. Males comprised the majority (FITT: 78.1%, FPP: 76.9%). The test group had more male subjects compared to reference group, and both test and reference groups had more male subjects relative t
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	ANDA 205181 Butenafine Hydrochloride Cream, Statistical Evaluation of Bioequivalence Table 5: Baseline Demographic Characteristics in the FDA’s mITT (FITT) Population 
	Demographic 
	Demographic 
	Demographic 
	Test 
	Reference 
	Vehicle 
	Total 
	p-value 

	characteristics 
	characteristics 
	N=195 
	N=208 
	N=99 
	N=502 

	Age 
	Age 

	Mean ±SD 
	Mean ±SD 
	47.5±15.39 
	45.9±15.40 
	44.8±16.20 
	46.4±15.56 
	0.1417 

	Range 
	Range 
	19-90 
	18-92 
	18-89 
	18-92 

	Gender 
	Gender 

	Female (%) 
	Female (%) 
	36(18.46) 
	47(22.60) 
	27(27.27) 
	110(21.91) 
	0.2014 

	Male(%) 
	Male(%) 
	159(81.54) 
	161(77.40) 
	72(72.73) 
	392(78.09) 

	Race 
	Race 

	Caucasian (%) 
	Caucasian (%) 
	118(60.51) 
	137(65.87) 
	60(60.61) 
	315(62.75) 
	0.7015 

	Black (%) 
	Black (%) 
	69(35.38) 
	67(32.21) 
	38(38.38) 
	174(34.66) 

	Asian (%) 
	Asian (%) 
	2(1.03) 
	0(0.00) 
	1(1.01) 
	3(0.60) 

	American 
	American 
	2(1.03) 
	3(1.44) 
	0(0.00) 
	5(1.00) 

	Indian (%) 
	Indian (%) 

	Mixed (%) 
	Mixed (%) 
	3(1.54) 
	0(0.00) 
	0(0.00) 
	3(0.60) 

	Other (%) 
	Other (%) 
	1(0.51) 
	1(0.48) 
	0(0.00) 
	2(0.39) 


	Table 6: Baseline Demographic Characteristics in the FDA’s PP (FPP) Population 
	Demographic 
	Demographic 
	Demographic 
	Test 
	Reference 
	Vehicle 
	Total 
	p-value 

	characteristics 
	characteristics 
	N=177 
	N=191 
	N=88 
	N=456 

	Age 
	Age 

	Mean ±SD 
	Mean ±SD 
	47.7±15.74 
	46.2±15.55 
	45.4±16.11 
	46.6±15.72 
	0.2503 

	Range 
	Range 
	19-90 
	18-92 
	19-89 
	18-92 

	Gender 
	Gender 

	Female (%) 
	Female (%) 
	34(19.21) 
	46(24.08) 
	25(28.41) 
	105(23.03) 
	0.1727 

	Male(%) 
	Male(%) 
	143(80.79) 
	145(75.92) 
	63(71.59) 
	351(76.97) 

	Race 
	Race 

	Caucasian (%) 
	Caucasian (%) 
	113(63.84) 
	126(65.97) 
	55(62.50) 
	294(64.47) 
	0.8957 

	Black (%) 
	Black (%) 
	57(32.20) 
	62(32.46) 
	32(36.36) 
	151(33.11) 

	Asian (%) 
	Asian (%) 
	2(1.13) 
	0(0.00) 
	1(1.14) 
	3(0.66) 

	American 
	American 
	2(1.13) 
	2(1.05) 
	0(0.00) 
	4(0.88) 

	Indian (%) 
	Indian (%) 

	Mixed (%) 
	Mixed (%) 
	2(1.13) 
	0(0.00) 
	0(0.00) 
	2(0.44) 

	Other (%) 
	Other (%) 
	1(0.57) 
	1(0.52) 
	0(0.00) 
	2(0.44) 
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	Tables 7 and 8 display the baseline study characteristics (KOH, mycological evaluation and clinical assessment of the target site) by treatment groups in the FITT and FPP populations. For all factors examined, we can see that the two analysis populations were comparable. All patients were KOH positive, as required by the inclusion criteria. The majority of the study populations had a positive culture for T. rubrum (88.8%), and only one subject had a positive culture for T. tonsurans in the FITT population. 
	Table 7: Baseline Study Characteristic in FITT Population 
	Study characteristics N(%) KOH 
	Study characteristics N(%) KOH 
	Study characteristics N(%) KOH 
	Test N=195 
	Reference N=208 
	Vehicle N=99 
	Total N=502 

	Positive Negative 
	Positive Negative 
	195(100) 0(0) 
	208(100) 0(0) 
	99(100) 0(0) 
	502(100) 0(0) 

	Mycological culture Trichophyton rubrum Trichophyton mentagrophytes Trichophyton tonsurans, or Epidermophyton floccosum 
	Mycological culture Trichophyton rubrum Trichophyton mentagrophytes Trichophyton tonsurans, or Epidermophyton floccosum 
	175(89.74) 13(6.67) 0 7(3.59) 
	184(88.46) 13(6.25) 1(0.48) 10(4.81) 
	87(87.88) 7(7.07) 0 5(5.05) 
	446(88.84) 33(6.57) 1(0.20) 22(4.38) 

	Clinical assessment 
	Clinical assessment 

	Fissure/cracking None (0) Mild (1) Moderate (2) Severe (3) 
	Fissure/cracking None (0) Mild (1) Moderate (2) Severe (3) 
	72(36.92) 81(41.54) 39(20.00) 3(1.54) 
	73(35.10) 97(46.63) 33(15.87) 5(2.40) 
	37(37.37) 34(34.34) 25(25.25) 3(3.03) 
	182(36.25) 212(42.23) 97(19.32) 11(2.19) 

	Erythema None (0) Mild (1) Moderate (2) Severe (3) 
	Erythema None (0) Mild (1) Moderate (2) Severe (3) 
	0 0 172(88.21) 23(11.79) 
	0 0 184(88.46) 24(11.54) 
	0 0 91(91.92) 8(8.08) 
	0 0 447(89.04) 55(10.96) 

	Maceration 
	Maceration 

	None (0) Mild (1) Moderate (2) Severe (3) 
	None (0) Mild (1) Moderate (2) Severe (3) 
	77(39.49) 66(33.85) 39(20.00) 13(6.67) 
	91(43.75) 62(29.81) 43(20.67) 12(5.77) 
	38(38.38) 28(28.28) 26(26.26) 7(7.07) 
	206(41.04) 156(31.08) 108(21.51) 32(6.37) 

	Scaling None (0) Mild (1) Moderate (2) Severe (3) 
	Scaling None (0) Mild (1) Moderate (2) Severe (3) 
	0 1(0.51) 134(68.72) 60(30.77) 
	0 5(2.40) 143(68.75) 60(28.85) 
	0 2(2.02) 63(63.64) 34(34.34) 
	0 8(1.59) 340(67.73) 154(30.68) 

	Pruritus 
	Pruritus 

	None (0) Mild (1) Moderate (2) Severe (3) 
	None (0) Mild (1) Moderate (2) Severe (3) 
	22(11.28) 53(27.18) 73(37.44) 47(24.10) 
	21(10.10) 45(21.63) 100(48.08) 42(20.19) 
	9(9.09) 23(23.23) 44(44.44) 23(23.23) 
	52(10.36) 121(24.10) 217(43.23) 112(22.31) 

	Burning/stinging None (0) Mild (1) Moderate (2) Severe (3) 
	Burning/stinging None (0) Mild (1) Moderate (2) Severe (3) 
	92(47.18) 57(29.23) 35(17.95) 11(5.64) 
	90(43.27) 52(25.00) 43(20.67) 23(11.06) 
	45(45.45) 23(23.23) 22(22.22) 9(9.09) 
	227(45.22) 132(26.29) 100(19.92) 43(8.57) 
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	Study characteristics 
	Study characteristics 
	Study characteristics 
	Test N=195 
	Reference N=208 
	Vehicle N=99 
	Total N=502 
	p-value 

	Total signs & symptoms score 
	Total signs & symptoms score 

	Mean ±SD 
	Mean ±SD 
	8.8±2.44 
	8.9±2.37 
	9.1±2.48 
	8.9±2.42 
	0.6503 

	Range 
	Range 
	4-16 
	4-15 
	5-15 
	4-16 


	Table 8: Baseline Study Characteristic in FPP Population 
	Study characteristics N(%) KOH 
	Study characteristics N(%) KOH 
	Study characteristics N(%) KOH 
	Test N=177 
	Reference N=191 
	Vehicle N=88 
	Total N=456 

	Positive Negative 
	Positive Negative 
	177(100) 0(0) 
	191(100) 0(0) 
	88(100) 0(0) 
	456(100) 0(0) 

	Mycological culture Trichophyton rubrum Trichophyton mentagrophytes Epidermophyton floccosum 
	Mycological culture Trichophyton rubrum Trichophyton mentagrophytes Epidermophyton floccosum 
	158(89.27) 13(7.34) 6(3.39) 
	169(88.48) 13(6.81) 9(4.71) 
	77(87.50) 7(7.95) 4(4.55) 
	404(88.59) 33(7.24) 19(4.17) 

	Clinical assessment 
	Clinical assessment 

	Fissure/cracking None (0) Mild (1) Moderate (2) Severe (3) 
	Fissure/cracking None (0) Mild (1) Moderate (2) Severe (3) 
	62(35.03) 77(43.50) 35(19.77) 3(1.69) 
	66(34.55) 90(47.12) 30(15.71) 5(2.62) 
	29(32.95) 32(36.36) 25(28.41) 2(2.27) 
	157(34.43) 199(43.64) 90(19.74) 10(2.19) 

	Erythema None (0) Mild (1) Moderate (2) Severe (3) 
	Erythema None (0) Mild (1) Moderate (2) Severe (3) 
	0 0 158(89.27) 19(10.73) 
	0 0 168(87.96) 23(12.04) 
	0 0 82(93.18) 6(6.82) 
	0 0 408(89.47) 48(10.53) 

	Maceration 
	Maceration 

	None (0) Mild (1) Moderate (2) Severe (3) 
	None (0) Mild (1) Moderate (2) Severe (3) 
	71(40.11) 62(35.03) 33(18.64) 11(6.21) 
	81(42.41) 58(30.37) 40(20.94) 12(6.28) 
	32(36.36) 27(30.68) 24(27.27) 5(5.68) 
	184(40.35) 147(32.24) 97(21.27) 28(6.14) 

	Scaling None (0) Mild (1) Moderate (2) Severe (3) 
	Scaling None (0) Mild (1) Moderate (2) Severe (3) 
	0 1(0.56) 124(70.06) 52(29.38) 
	0 4(2.09) 135(70.68) 52(27.23) 
	0 2(2.27) 57(64.77) 29(32.95) 
	0 7(1.53) 316(69.30) 133(29.17) 

	Pruritus 
	Pruritus 

	None (0) Mild (1) Moderate (2) Severe (3) 
	None (0) Mild (1) Moderate (2) Severe (3) 
	18(10.17) 50(28.25) 70(39.55) 39(22.03) 
	20(10.47) 42(21.99) 90(47.12) 39(20.42) 
	7(7.95) 22(25.00) 39(44.32) 20(22.73) 
	45(9.87) 114(25.00) 199(43.64) 98(21.49) 

	Burning/stinging None (0) Mild (1) Moderate (2) Severe (3) 
	Burning/stinging None (0) Mild (1) Moderate (2) Severe (3) 
	83(46.89) 52(29.38) 32(18.08) 10(5.65) 
	81(42.41) 48(25.13) 39(20.42) 23(12.04) 
	40(45.45) 21(23.86) 19(21.59) 8(9.09) 
	204(44.73) 121(26.54) 90(19.74) 41(8.99) 
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	Study Test Reference Vehicle Total p-value characteristics N=177 N=191 N=88 N=456 
	Total signs & symptoms score Mean ±SD Range 
	Total signs & symptoms score Mean ±SD Range 
	Total signs & symptoms score Mean ±SD Range 
	8.7±2.43 5-16 
	8.9±2.42 4-15 
	9.2±2.48 5-15 
	8.9±2.43 4-16 
	0.5413 

	3.1.5 
	3.1.5 
	Results and Conclusions 

	3.1.5.1 
	3.1.5.1 
	Sponsor’s Results 


	As shown in Table 9, the test and reference products were bioequivalent with regard to therapeutic cure rate at Visit 3/Day 42 in the PP population (57.9% and 49.5%, respectively; 90% CI of difference in rates: (-0.51%, 17.39%)).  The test (55.7%) and reference (48.3%) products were both superior over vehicle (14.6%) for therapeutic cure rate at Visit 3/Day 42 in the mITT population with p<0.0001. 
	Table 9: Summary of Sponsor’s Primary Efficacy Results 
	Figure
	Source: BioSummary Table for Study BTNF 1104, page 3 
	3.1.5.2 Reviewer’s Results 
	The findings from the reviewer’s analyses were consistent with those from the sponsor’s analyses. The discrepancies in numbers reflect the difference between sponsor’s and FDA’s analysis populations. 
	Equivalence testing 
	Equivalence testing 

	The test product (58.2%) was bioequivalent to the reference product (49.7%) for therapeutic cure rate at Visit 3/Day42 in the FDA’s PP population with the 90% CI on the difference between two rates being (0.61%, 17.52%). This is within the range of -20% to +20%, demonstrating equivalence. 
	-
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	Table 10: Proportion of Subjects with Therapeutic Cure at Visit3/Day 42 (±4 days) in the FDA’s PP Population 
	Table
	TR
	Treatment Group 
	90% CI for Bioequivalence

	TR
	Test 
	Reference 
	Vehicle 

	FPP Population 
	FPP Population 

	N 
	N 
	177 
	191 
	88 

	Cure 
	Cure 
	103 (58.19%) 
	95 (49.74%) 
	13 (14.77%) 
	(-0.61,17.52) 

	No cure 
	No cure 
	74 (41.81%) 
	96 (50.26%) 
	75 (85.23%) 


	The test (55.9%) and reference (48.56%) products were both superior to vehicle (14.14%) for the therapeutic cure rate at Visit 3/Day 42 in the FDA’s mITT population, with p<0.0001. 
	Superiority testing 

	Table 11: Proportion of Subjects with Therapeutic Cure at Visit3/Day 42 (±4 days) in the FDA’s mITT Population 
	Table
	TR
	Treatment Group 
	P-value for Superiority 

	TR
	Test 
	Reference 
	Vehicle 
	Test vs Vehicle 
	Reference vs. Vehicle 

	FITT Population 
	FITT Population 

	N 
	N 
	195 
	208 
	99 

	Cure 
	Cure 
	109(55.90%) 
	101(48.56%) 
	14(14.14%) 
	<.0001* 

	No cure 
	No cure 
	86(44.10%) 
	107(51.44%) 
	85(85.86%) 
	<.0001* 


	*results from both Fisher’s exact and approximate Z tests 
	17 subjects had missing data at Visit 3 (test: 5, reference: 7, vehicle: 5). Sensitivity analysis was performed on those subjects with complete data, i.e., no LOCF, to compare the results from primary mITT population using LOCF.  The results of sensitivity analysis (Table 12) were consistent with those using LOCF. The test (57.4%) and reference (50.25%) products were both superior to vehicle (14.89%) for therapeutic cure rate at Visit 3/Day 42, with p<0.0001. 
	Table 12: Proportion of Subjects with Therapeutic Cure at Visit3/Day 42 (±4 days) in Subjects with Complete Data, i.e., no LOCF 
	Table
	TR
	Treatment Group 
	P-value for Superiority 

	TR
	Test 
	Reference 
	Vehicle 
	Test vs Vehicle 
	Reference vs. Vehicle 

	FITT Population 
	FITT Population 

	N 
	N 
	190 
	201 
	94 

	Cure 
	Cure 
	109(57.37%) 
	101(50.25%) 
	14(14.89%) 
	<.0001* 

	No cure 
	No cure 
	81(42.63%) 
	100(49.75%) 
	80(85.11%) 
	<.0001* 


	*results from both Fisher’s exact and approximate Z tests 
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	3.2 Evaluation of Safety 
	Adverse events (AE) were coded using Medical Dictionary for Regulatory Activities (MedDRA), version 
	14.1. 36 subjects reported treatment-emergent AEs in the study. The event rates were not significantly different among three treatment groups (test: 4.26%, reference: 5.71%, vehicle: 5.80%), and also were not significantly different between test and reference groups, with p-value > 0.05. 
	Table 13: Number and Percent of Treatment-Emergent AE by Treatment Group 
	Table
	TR
	Test 
	Reference 
	Vehicle 

	TR
	(N=282) 
	(N=280) 
	(N=138) 

	TEAE 
	TEAE 

	Yes 
	Yes 
	12 (4.26%) 
	16 (5.71%) 
	8 (5.80%) 

	No 
	No 
	270 (95.74%) 
	264 (94.29%) 
	130 (94.20%) 


	4 SUMMARY AND CONCLUSIONS 
	4.1 Statistical Issues 
	There was no major statistical issue in this application. 
	4.2 Conclusions and Recommendations 
	The findings from reviewer’s analyses were consistent with those from sponsor’s analyses. For the primary efficacy endpoint – therapeutic cure rate at Visit 3/Day 42 (±4 days), the test product (58.2%) was bioequivalent to the reference product (49.7%) in the FDA’s PP population with the 90% CI on the difference between two rates being (-0.61%, 17.52%). This is within the range of -20% to +20%, demonstrating equivalence. The test (55.9%) and reference (48.56%) products were both superior over vehicle (14.14
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	This memo is an addendum to the original statistical review completed on 6/12/2014 by the statistical reviewer, Yu-te Wu. Based on the findings from FDA OSI's (Office of Scientific Investigation) 
	>H
	>H
	5

	inspection repo1i, subject (test group) should be removed from both PP and mITT populations for the reason ofmissing case repo1t fo1m. Tables were updated to reflect this change. 
	Table 1: Subject Emollment and Final Study Disposition 
	Table
	TR
	Test 
	Reference 
	Vehicle 
	Total 

	TR
	Sponsor 
	Agency 
	Sponsor 
	Agency 
	Sponsor 
	Agency 
	Sponsor 
	Agency 

	Patients Enrolled 
	Patients Enrolled 
	283 
	283 
	283 
	283 
	141 
	141 
	707 
	707 

	Patients Randomized 
	Patients Randomized 
	283 
	283 
	283 
	283 
	141 
	141 
	707 
	707 

	Patients Included in mITT Analvsis 
	Patients Included in mITT Analvsis 
	201 
	194 
	211 
	208 
	103 
	99 
	515 
	501 

	Patients Excluded from the mITT 
	Patients Excluded from the mITT 
	82 
	89 
	72 
	75 
	38 
	42 
	192 
	206 

	Patients Included in PP Analvsis 
	Patients Included in PP Analvsis 
	183 
	176 
	194 
	191 
	92 
	88 
	469 
	455 

	Patients Excluded from PP analysis 
	Patients Excluded from PP analysis 
	100 
	107 
	89 
	92 
	49 
	53 
	238 
	252 


	Equivalence testing 
	The test product (57.95%) was bioequivalent to the reference product (49.74%) for therapeutic cure rate at Visit 3/Day42 in the FDA's PP population with the 90% CI on the difference between two rates being (-0.87%, 17.30%). This is within the range of-20% to +20%, demonstrating equivalence. 
	Table 2: Proportion ofSubjects with Therapeutic Cure at Visit3/Day 42 (±4 days) in the FDA's PP Population 
	Treatment Group Test Reference Vehicle FPP Population N 176 191 88 Cure 102 (57.95%) 95 (49.74%) 13 (14.77%) No cure 74 (42.05%) 96 (50.26%) 75 (85.23%) 
	Treatment Group Test Reference Vehicle FPP Population N 176 191 88 Cure 102 (57.95%) 95 (49.74%) 13 (14.77%) No cure 74 (42.05%) 96 (50.26%) 75 (85.23%) 
	Treatment Group Test Reference Vehicle FPP Population N 176 191 88 Cure 102 (57.95%) 95 (49.74%) 13 (14.77%) No cure 74 (42.05%) 96 (50.26%) 75 (85.23%) 
	90% CI for Bioequivalence (-0.87,17.30) 


	Superiority testing 
	The test (55.67%) and reference (48.56%) products were both superior to vehicle (14. 14%) for the therapeutic cure rate at Visit 3/Day 42 in the FDA's mITT population, with p<0.0001. 
	Table 3: Proportion ofSubjects with Therapeutic Cure at Visit3/Day 42 (±4 days) in the FDA's mITT Population 
	FI TT Povulation N Cure No cure 
	FI TT Povulation N Cure No cure 
	FI TT Povulation N Cure No cure 
	Treatment Grouo Test Reference Vehicle 194 208 99 108(55.67%) 101(48.56%) 14(14.14%) 86(44.33%) 107(51.44%) 85(85.86%) 
	P-value for Supeiiority Test VS Reference vs. Vehicle Vehicle <.0001 * <.0001 * 


	*results from both Fisher's exact and approxunate Z tests 
	Reference ID: 3632402 
	Conclusion 
	Conclusion 

	This re-analysis was performed using updated FDA’s mITT and PP populations, and the results show slight numerical differences from the original FDA’s analyses. The overall conclusions remain the same as those of the original review completed in June 2014. 
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	M E M O R A N D U M. DEPARTMENT OF HEALTH AND HUMAN SERVICES 
	PUBLIC HEALTH SERVICE. FOOD AND DRUG ADMINISTRATION. CENTER FOR DRUG EVALUATION AND RESEARCH. 
	DATE: .September 8, 2014 
	TO:. Lesley-Anne Furlong, MD. Director (Acting). Division of Clinical Review. Office of Generic Drugs. 
	FROM: .Gajendiran Mahadevan, Ph.D. GLP Branch Division of Bioequivalence and GLP Compliance Office of Scientific Investigations 
	THROUGH: .Charles Bonapace, Pharm.D. Chief, GLP Branch Division of Bioequivalence and GLP Compliance Office of Scientific Investigations 
	and 
	William H. Taylor, Ph.D. Director Division of Bioequivalence and GLP Compliance Office of Scientific Investigations 
	SUBJECT: .Review of EIR Covering ANDA 205-181, Butenafine HCl Cream 1% 
	At the request of the Division of Clinical Review (DCR), the Division of Bioequivalence and GLP Compliance (DBGLPC) arranged inspections of the clinical portion of the following bioequivalence study: 
	Study Number: BTNF 1104 
	Study Title: .“A double-blind, randomized, parallel-group vehicle-controlled, multicenter study to evaluate the safety and bioequivalence of a generic Butenafine HCl cream, 1% and reference listed Lotrimin Ultra(Butenafine HCL cream, 1%) and compare both active treatments to a vehicle control in the treatment of interdigital Tinea Pedis" 
	® 

	Reference ID: 3623059 
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	: 
	Clinical Inspections

	Clinical site inspections for study BTNF 1104 were performed at the following sites: 
	1. 
	1. 
	1. 
	Radiant Research, Pinellas Park, FL 

	2. 
	2. 
	Endeavor Clinical Trials, PA, San Antonio, TX 

	3. 
	3. 
	Lower Extremity Research, LLC, Melbourne, FL 


	The inspection at each clinical site included a thorough examination of the protocol, protocol amendments, protocol deviations, study records, informed consent forms, SOPs, IRB approvals, case report forms, and interviews/discussions with the 
	firm’s management and staff. 
	Radiant Research, Pinellas Park, FL 
	The clinical site inspection at Radiant Research, Pinellas Park, FL was conducted by Gene Gunn (ORA) and Mizanne Lewis (ORA) during February 3-5, 2014. Following the inspection of Radiant Research, no significant issues were observed and no Form FDA 483 was issued. 
	Endeavor Clinical Trials, PA, San Antonio, TX 
	The clinical site inspection at Endeavor Clinical Trials, PA, San Antonio, TX was conducted by Joel Martinez (ORA) during March 26­28, 2014. Following the inspection of Endeavor Clinical Trials, no significant issues were observed and no Form FDA 483 was issued. 
	Lower Extremity Research, LLC, Melbourne, FL 
	The clinical site inspection at Lower Extremity Research, LLC, Melbourne, FL was conducted by the ORA investigator, Brunilda Torres during March 24-27, 2014. At the conclusion of the inspection at Lower Extremity Research, Form FDA 483 was issued to the clinical investigator, Dr. Robert Dunne (Attachment-1). The firm responded to Form FDA 483 by letters dated April 4, 2014 and May 8, 2014 (Attachment-2). The Form FDA 483 observations, the firm’s responses to Form FDA 483, and our evaluation follow: 
	1) An investigation was not conducted in accordance with the 
	investigational plan. Specifically, per protocol 
	inclusion criteria # 5, clinical assessment scores at the 
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	target site must include 2 for erythema and at least 2 for scaling or pruritus. Clinical assessment completed 
	for Subject # 
	and documented on source document 
	Figure

	form at study baseline visit dated 6/19/2012, shows a score of 1 for both pruritus and scaling. This subject was initially reported and subsequently confirmed on a data correction form dates 10/11/2012 as meeting inclusion criterion # 5. 
	The investigator acknowledged the observation and stated that he 
	has been treating subject 
	 for well over 10 years. He 
	Figure

	claims that he scored the subject with “2” for erythema and “2” for scaling and pruritus and incorrectly documented the assessment for scaling as “1” in the source data. The 
	investigator changed the “scaling” score of subject 
	from 
	Figure

	“1” to “2” on the clinical assessment source document form on October 11, 2012 (112 days after the initial clinical assessment), even though the monitor advised him not to change the information in the source document. 
	DBGLPC Assessment: 
	During the inspection, the ORA investigator collected copies of source documents for clinical assessment(Attachment 3) that 
	indicated that subject 
	had a score of “2” for erythema 
	Figure

	and “1” for both scaling & pruritus. Based on these recorded 
	scores in the source documents, subject 
	would not have 
	Figure

	met the inclusion criteria #5 (at least a score of 2 for scaling or pruritus)for the study. In this reviewer’s opinion, the “scaling” score was changed from “1” to “2” to meet the inclusion 
	criteria for subject 
	. 
	Recording of source data should be contemporaneous and altering source records without supporting documentation is not an acceptable practice. Because this was the only known instance where source data were changed, it is unlikely to impact the data obtained from other subjects at the site. 
	In the opinion of this reviewer, the data generated from subject 
	Figure
	are unreliable and should be excluded from the 
	bioequivalence assessment. 
	bioequivalence assessment. 
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	Recommendations: 
	 at Lower Extremity Research, LLC, Melbourne, FL.  The remaining subjects from Lower Extremity Research, LLC, Melbourne, FL and all subjects from Radiant Research, Pinellas Park, FL and Endeavor Clinical Trials, PA, San Antonio, TX are acceptable for Agency review.  
	Following the evaluation of the inspectional findings, this DBGLPC reviewer recommends excluding the data from subject 
	Gajendiran Mahadevan, Ph.D. GLP Branch, DBGLPC, OSI 
	Final Classification: 
	VAI: Lower Extremity Research, LLC, Melbourne, FL 
	FEI: 3010453000 
	NAI: Radiant Research, Inc., Pinellas Park, FL 
	FEI: 3006424172 
	NAI: Endeavor Clinical Trials, PA, San Antonio, TX 
	FEI: 3006115807 
	CC: OSI/DBGLPC/Taylor/Bonapace/Dasgupta/Mahadevan/Dejernett/Fenty-Stewart/Nkha/Johnson OSI/DBGLPC/Haidar/Skelly/Choi CDER/OGD/DCR/Furlong/Patel 
	ORA/FLA-DO/Sinninger/Torres/Gunn/Lewis ORA/DAL-DO/Turcovski/Martinez 
	Draft: GM 07/23/2014; 09/04/2014 Edit: AD 08/15/2014; 09/05/2014; CB 08/19/2014; 09/05/2014 
	OSI File: BE6513; 
	O:\BE\EIRCOVER\205181.bio.bu 

	ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good Laboratory Practice Compliance/INSPECTIONS/BE Program/Clinical Sites/Lower Extremity Research, LLC, Melbourne, FL/ANDA 205­181_Butenafine 
	FACTS: 8710678 .
	ATTACHMENT 1 .
	Figure
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	GAJENDIRAN MAHADEVAN 09/08/2014 
	ARINDAM DASGUPTA 09/08/2014 
	CHARLES R BONAPACE 09/08/2014 
	WILLIAM H TAYLOR 09/09/2014 
	M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES PUBLIC HEALTH SERVICE FOOD AND DRUG ADMINISTRATION CENTER FOR DRUG EVALUATION AND RESEARCH 
	DATE: .October 8, 2013 
	TO:. Director, Investigations Branch. Florida District Office. 555 Winderley Place, Suite 200. Maitland, FL 32751. 
	Director, Investigations Branch Dallas District Office 4040 N. Central Expressway Dallas, TX 75204 
	FROM: .Sam H. Haidar, Ph.D., R.Ph. Chief, Bioequivalence Branch Division of Bioequivalence and GLP Compliance Office of Scientific Investigations 
	SUBJECT: .FY 2014, CDER High Priority Pre-Approval Data Validation Inspection, Bioresearch Monitoring, Human Drugs, CP 7348.001
	                RE: ANDA 205-181              DRUG: Butenafine Hydrochloride Cream, 1%           SPONSOR: Taro Pharmaceuticals, Inc., USA 
	This memo requests that you arrange for inspections of the clinical portions of the following bioequivalence study. Please provide the name of the ORA investigator, once identified, to the DBGLPC point of contact (POC) listed at the end of the assignment. The background material for the assignment will be available in ECMS under the ORA folder. Please complete the inspections prior to March 01, 2014. 
	 reveal the applicant, application number, study to be inspected, drug name, or the study investigators to the sites prior to the start of the inspections. The sites will receive this information during the inspection opening meetings. Please note that these inspections will be conducted under Bioresearch Monitoring Compliance Program CP 7348.001, and not under CP 7348.811 (Clinical Investigators). 
	Do not
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	At the completion of the inspections, please send a scanned copy of the completed sections A, B & C of this memo to the DBGLPC POC listed at the end of this memo. 
	Study Number: 
	Study Number: 
	Study Number: 
	BTNF 1104 

	Study Title: 
	Study Title: 
	“A Double-Blind, Randomized, Parallel-Group, 

	TR
	Vehicle-Controlled, Multicenter Study to Evaluate 

	TR
	the Safety and Bioequivalence of a Generic 

	TR
	Butenafine HCl Cream, 1% and Reference Listed 

	TR
	Lotrimin Ultra® (Butenafine HCl Cream, 1%) and 

	TR
	Compare Both Active Treatments to a Vehicle 

	TR
	Control in the Treatment of Interdigital Tinea 

	TR
	Pedis” 


	Clinical Site-1:. Lower Extremity Research, LLC 2717 N. Wickham Road, Suite 4 Melbourne, FL 32935 Tel: 321-253-6191 
	:. Robert P. Dunne, DPM 
	Investigator

	Clinical Site-2:. Radiant Research, Inc. 6010 Park Boulevard Pinellas Park, FL 33781 Tel: 727-544-6367 
	:. Linda Murray, DO 
	Investigator

	Clinical Site-3:. Endeavor Clinical Trials, PA 8042 Wurzbach, Suite 420 San Antonio, TX 78229 Tel: 210-949-0807 
	:. Richard A. Pollak, DPM, MS 
	Investigator

	Please confirm documented informed consent for 100% of subjects enrolled at all the sites. Please audit the subject records at each site and compare the records with the results reported in the ANDA submission. Include a description of your findings in the EIR. 
	SECTION A 
	RANDOMIZATION OR BLINDING: Because this is a randomized and blinded bioequivalence study, it is necessary to break the blind and use the treatment codes to verify and confirm that the subjects were dosed according to the treatment randomization schedule. Please verify the following during the inspection: 
	Page 3 -BIMO Assignment, ANDA 205-181 Butenafine Hydrochloride 
	Cream, 1% 
	Collect a complete copy of the study randomization schedule and blinding code for the site and the dosing logs from the firm/clinical investigator. Unseal the blinding code and note the date and your initials on the envelope. Exhibit a photocopy of the complete randomization schedule and blinding code in the EIR, and include a photocopy with the reserve samples sent to DPA. If the blinding code was already unsealed, determine the reasons why. If a sealed blinding code is not available, please notify the POC
	Unblind the treatment codes (e.g., test or reference 
	Figure

	article) on the Case Report Forms, and use the treatment codes to verify that 100% of the subjects were dosed according to the study randomization schedule. Please scratch off the label covers on the CRF, if needed, to reveal the codes. Document the date and time that you unblind the treatment codes, if applicable. 
	Collect a written statement or affidavit to confirm that 
	Figure

	the blinding code remained in the possession of the clinical site prior to dosing the initial subject until the FDA inspection, and that the blinding code remained blinded throughout the study. In the event the study related documentation is stored at an alternate site, verify by affidavit that the alternate site is independent of the sponsor, packager and manufacturer. 
	SECTION B 
	RESERVE SAMPLES: Because this bioequivalence study is subject to 21 CFR 320.38 and 320.63, the site conducting the study (i.e., each investigator site) is responsible for randomly selecting and retaining reserve samples from the shipments of drug product provided by the sponsor for subject dosing. 
	Please note that the final rule for "Retention of Bioavailability and Bioequivalence Testing Samples" (Federal Register, Vol. 58, No. 80, pp. 25918-25928, April 28, 1993) specifically addresses the requirements for bioequivalence studies 
	(). Please refer to CDER's "Guidance for Industry, Handling and Retention of BA and BE Testing Samples" (May 2004), which clarifies the requirements for reserve samples 
	http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/ucm120265.htm
	http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/ucm120265.htm


	(. 
	)
	http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM126836.pdf
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	Please follow the instructions below: 
	Verify if reserve samples were retained according to regulations. 
	If the reserve samples were stored at a third party site,
	Figure

	 please verify and collect an affidavit to confirm that the third party is independent from the sponsor, manufacturer, and packager, and that the sponsor was notified in writing of the location. In an event the reserve samples were not retained or are not adequate in quantity, please notify the POC immediately. 
	Please obtain a written assurance from the clinical investigator or the responsible person at the clinical site that the reserve samples are representative of those used in the specific bioequivalence study, and that they were stored under conditions specified in accompanying records. Document the signed and dated assurance [21 CFR 320.38(d, e, g)] on the facility's letterhead, or Form FDA 463a, Affidavit. 
	Figure

	Samples of the test and reference products in their original containers should be collected and shipped to the Division of Pharmaceutical Analysis, St. Louis, MO, for screening, at the following address: 
	Figure

	John Kauffman, Ph.D. Center for Drug Evaluation and Research Division of Pharmaceutical Analysis (DPA) Center for Drug Analysis (HFH-300) 645 S. Newstead Ave St. Louis, MO 63110 TEL: (314) 539-2135 
	SECTION C 
	Data Audit Checklist: 
	. Confirm the informed consent forms and study records for 100% of subjects enrolled at the site. 
	. Compare the study records in the ANDA submission to the original documents at the site. 
	. Check for evidence of under-reporting of adverse events (AEs). 
	Page 5 -BIMO Assignment, ANDA 205-181 Butenafine Hydrochloride 
	Cream, 1% 
	. Check for evidence of inaccuracy in the electronic data capture system. 
	. Check reports for the subjects audited. 
	o. Number of subject records reviewed during the. inspection:______. 
	o. Number of subject records reviewed during the. inspection:______. 
	o. Number of subject records reviewed during the. inspection:______. 

	o. Number of subjects screened at the site:______ 
	o. Number of subjects screened at the site:______ 

	o. Number of subjects enrolled at the site:______ 
	o. Number of subjects enrolled at the site:______ 

	o. Number of subjects completing the study:______ 
	o. Number of subjects completing the study:______ 


	. Verify from source documents that evaluations related to the primary endpoint were accurately reported in the study report. 
	. Confirm that site personnel conducted clinical assessments in a consistent manner and in accordance with the study protocols. 
	. Confirm that site personnel followed SOPs during study. conduct.. 
	. Examine correspondence files for any applicant-or monitor requested changes to study data or reports. 
	. Include a brief statement summarizing your findings including IRB approvals, study protocol and SOPs, protocol deviations, AEs, concomitant medications, adequacy of records, inclusion/exclusion criteria, drug accountability documents, and case report forms for dosing of subjects, etc. 
	. Other Comments: 
	Collect relevant exhibits for all findings, including discussion items at closeout, as evidence of the findings. 
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	Cream, 1% 
	Additional instructions to ORA Investigator: 
	Additional instructions to ORA Investigator: 

	In addition to the compliance program elements, other study specific instructions may be provided by the DBGLPC POC prior to the inspection. Therefore, we request that the DBGLPC POC be contacted for further instructions before the inspection, and also regarding data anomalies or questions noted during review of study records. The ORA investigator should contact the DBGLPC POC for inspection-related questions or clarifications. 
	Please fax/email a copy of Form FDA 483 if issued, as soon as possible.  If at close-out of the inspection, it appears that the violations may warrant an OAI classification, please notify the POC as soon as possible. At completion of the inspection, please remind the inspected entity of the 15 business-day timeframe for submission of a written response to observations listed on Form FDA 483. Please forward written response as soon as you receive it to Dr. Sam H. Haidar and POC (Fax: 1-301-847-8748 or Email:
	sam.haidar@fda.hhs.gov). 
	sam.haidar@fda.hhs.gov). 
	sam.haidar@fda.hhs.gov). 

	DBGLPC POC: 
	DBGLPC POC: 
	Chase H. Bourke, Ph.D. chase.bourke@fda.hhs.gov Tel: (240)-402-4129 FAX: (301)-847-8748 

	cc: CDER OSI PM TRACK 
	cc: CDER OSI PM TRACK 


	OSI/DBGLPC/Taylor/Haidar/Bonapace/Mada/Bourke/Dejernett OGD/DCR/Patel/Peters HFR-SW150/Turcovski (DIB) HFR-SW1540/Martinez (BIMO) HFR-SE250/Sinninger (DIB) / Torres (BIMO) Draft: CHB 9/30/2013 Edit: SRM 10/3/2013; SHH 10/4/2013 OSI file BE6513 ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good Laboratory Practice Compliance/INSPECTIONS/BE Program/CLINICAL SITES/ FACTS: 8710678 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	CHASE H BOURKE 10/09/2013 
	CHARLES R BONAPACE 10/10/2013 
	REGULATORY PROJECT MANAGER'S CLINICAL SITE SELECTION REVIEW FOR OFFICE OF .SCIENTIFIC INVESTIGATIONS (OSI) INSPECTION .
	ANDA# 
	ANDA# 
	ANDA# 
	205181 

	Product 
	Product 
	Butenafine Hydrochloride Cream, 1 % 

	Sponsor 
	Sponsor 
	Taro Phannaceuticals USA, fuc. 

	Study Number and Title 
	Study Number and Title 
	BTNF 1104 A Double-Blind, Randomized, Parallel-Group, Vehicle-Controlled, Multicenter Study to Evaluate the Safety and Bioequivalence ofa Generic Butenafine HCl Cream, 1 % and Reference Listed Loti·imin Ultl'a® (Butenafine HCl Cream, 1 %) and Compare Both Active Treatments to a Vehicle Control in the Treatinent offuterdigital Tinea Pedis 

	Study Dates 
	Study Dates 
	First Patient Enrolled: Januaiy 12, 2012 Last Patient Completed: August 22, 2012 

	Submission Date 
	Submission Date 
	Febrnaiy 4, 2013 

	DCR ANDA Reviewer 
	DCR ANDA Reviewer 
	TBD 

	fuspection Requester 
	fuspection Requester 
	Nitin K. Patel, Phaim.D. Medical Affairs Coordinator, Division ofClinical Review (DCR) Office ofGeneric Drngs 

	Date of ReQuest/Review 
	Date of ReQuest/Review 
	September 4, 2013 

	Approving Official 
	Approving Official 
	John R. Peters, M.D. Director, Division ofClinical Review Office ofGeneric Drngs 


	See Attachment for List offuvestigators and Sites 
	SITE NUMBER 
	SITE NUMBER 
	SITE NUMBER 
	HIGH ENROLLMENT PER PROTOCOL POPULATION 
	HIGH DROPOUTS and EXCLUSIONS 
	NO INSPECTION HISTORY 
	LAST INSPECTION VAl &>SYR 
	HAS PRIOR INSPECTION IDSTORY 
	DATA UNACCEPTABLE IN PRIOR INSPECTION 

	1 
	1 
	32 
	12/2009 VAI at different address in Plano, TX 483 issued 

	2 
	2 
	19 
	,/ Pending 9/2012 

	3 
	3 
	17 
	17/44 ,/ 
	3/2011 NAI 

	4 
	4 
	19 
	6/2011 NAI 

	5 
	5 
	18 
	,/ Pending 8/2012 
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	Reference ID: 3367821 
	6 
	6 
	6 
	64 ,/ 
	,/ 

	7 
	7 
	38 
	6/2011 NAI 

	8 
	8 
	42 ,/ 
	4/2011 VAi 483 issued 

	9 
	9 
	14 
	14/26 ,/ 
	4/2011 NAI 

	10 
	10 
	10 
	2/2008 NAI 

	11 
	11 
	2 
	217 ,/ 
	,/ 

	12 
	12 
	41 ,/ 
	,/ 

	13 
	13 
	4 
	4/13 ,/ 
	,/ Pending 2/2013 

	14 
	14 
	30 
	,/ Pending 8/2013 

	15 
	15 
	48 ,/ 
	,/ 

	16 
	16 
	8 
	,/ Pending For-Cause 9/2012 ANDA 203792 
	Robert T. Matheson, MD. 7/2011: OSI recommended excluding data from BE evaluations. The blinding code was not maintained at the site. 

	17 
	17 
	15 
	15/35 ,/ 
	112013 VAi for different investigator (Michelle Chambers) at same address 483 issued 

	18 
	18 
	34 
	1/2013 NAI 

	19 
	19 
	1 
	117 ,/ 
	2/2010NAI 

	20 
	20 
	15 
	3/2012 VAi 483 issued 
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	RECOMMENDATION: 
	RECOMMENDATION: 

	The following clinical investigators have no prior inspectional history and will be included in the Request for Biopharmaceutical Inspections Consult Form to OSI: 
	SITE NUMBER 
	SITE NUMBER 
	SITE NUMBER 
	Investigator 
	Per Protocol Population 

	6 
	6 
	Robert P. Dunne, DPM Lower Extremity Research, LLC 2717 N. Wickham Road, Suite 4 Melbourne, FL 32935 
	64 

	12 
	12 
	Linda Murray, DO Radiant Research, Inc. 6010 Park Boulevard Pinellas Park, FL 33781 
	41 

	15 
	15 
	Richard A. Pollak, DPM, MS Endeavor Clinical Trials, PA 8042 Wurzbach, Suite 420 San Antonio, TX 78229 
	48 


	ANDA # 205181 .Page 3 of 5 .
	ATTACHMENT 
	List ofInvestigators and Sites 
	Sit.e No. 
	Sit.e No. 
	Sit.e No. 
	P1incipal Investigato1· Site Address 
	Per Protocol Population 

	01 
	01 
	Jeffrey M. Adelglass, MD Research Across America 9 Medical Parkway Plaza 4, Suite 202 Dallas, TX 75234 
	32 

	02 
	02 
	Joe Blwnenau, MD Research Across America 9 Medical Parkway Professional Plaza 4, Suite 202 Dallas, TX 75234 
	19 

	03 
	03 
	Suzanne Bruce, MD Suzanne Bruce and Associates The Center for Skin Research 1900 St. James Place, Suite 650 Houston, TX 77056 
	17 

	04 
	04 
	Eduardo Tschen, MD, MBA Academic De1matology Associates 1203 Coal SE Albuquerque, NM 87106 
	19 

	05 
	05 
	Scott D. Clark, MD Longmont Clinic, PC 1925 W. Mountain View Avenue Longmont, CO 80501 
	18 

	06 
	06 
	Robe1t P. Dunne, DPM Lower Extremity Reseru·ch, LLC 2717 N . Wickham Road, Suite 4 Melbourne, FL 32935 
	64 

	07 
	07 
	Frru1cisco Flores, MD FXM Research Miramru· 3000 SW 148th Ave. Suite 216 Miramar, FL 33027 
	38 

	08 
	08 
	Michael T. Ja1rntt, MD De1mResearch, Inc. 8140 N . Mopac, Bldg 3, Suite 120 Austin, TX 78759 
	42 

	09 
	09 
	Teny M. Jones, MD J&S Studies, Inc. 1710 Crescent Pointe Pkwy College Station, TX 77845 
	14 

	10 
	10 
	Steven E. Kempers, MD Minnesota Clinical Study Center 7205 University A venue NE Fridley, MN 55432 
	10 
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	Site No. 
	Site No. 
	Site No. 
	Principal Investigator· Site Address 
	Per Protocol Population 

	11 
	11 
	Samuel N. Lederman, MD Altus Research, Inc. 4671 S. Congress Avenue, Suite lOOB Lake Worth, FL 33461 
	2 

	12 
	12 
	Linda Mturay, DO Radiant Research, Inc. 6010 Park Boulevard Pinellas Park, FL 33781 
	41 

	13 
	13 
	Adnan Nasir, MD, PhD Wake Research Associates 3100 Duraleigh Road, Suite 304 Raleigh, NC 27612 
	4 

	14 
	14 
	Michael J. Noss, MD Radiant Research, Inc. 11500 No1ihlake Drive, Suite 320 Cincinnati, OH 45249 
	30 

	15 
	15 
	Richard A. Pollak, DPM, MS Endeavor Clinical Trials, PA 8042 Wurzbach, Suite 420 San Antonio, TX 78229 
	48 

	16 
	16 
	Robe1t T. Matheson, MD Oregon Medical Research Center, PC 9495 SW Locust Street, Suite G Portland, OR 97223 
	8 

	17 
	17 
	Douglas R. Schmnacher, MD Radiant Research, Inc. 1275 Olentangy River Road, Suite 202 Columbus, OH 43212 
	15 

	18 
	18 
	Heather Woolery-Lloyd, MD1 To1y Sullivan, MD, PA 16100 NE 16th A venue, Suite A N. Miami Beach, FL 33162 
	34 

	19 
	19 
	Zoe Diana Draelos, MD De1matology Consulting Services 2444 North Main Street High Point, NC 27262 
	1 

	20 
	20 
	David C. Wilson, MD The Education and Research Foundation, Inc. 2095 Langhome Road Lynchburg, VA 24501 
	15 


	1 (Site # l8)To1y Sullivan, MD was the principal investigator initially; obligations were transfell'ed to Dr. Woole1y-Lloyd when Dr. 
	Sullivan was on a leave ofabsence. 
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	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	NITIN K PATEL 09/04/2013 
	JOHN R PETERS 09/04/2013 
	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 205181. 
	ADMINISTRATIVE and CORRESPONDENCE .DOCUMENTS. 
	ADMINISTRATIVE and CORRESPONDENCE .DOCUMENTS. 

	ANDA FILING CHECKLIST 
	(CTD or eCTD FORMAT) .FOR COMPLETENESS AND ACCEPTABILITY of an APPLICATION .
	ANDA: 205181 .APPLICANT: Taro Phannaceuticals USA, Inc. .RELATED APPLICATION(S): .
	DRUG NAME: Butenafine Hydrochloride .DOSAGE FORM: Cream, 1 % .
	LETTER DATE: 2/4/2013 .RECEIVED DATE: 2/4/2013 .
	D P-IV .[gl FIRST GENERJC .0 EXPEDITED REVIEW REQUEST: MaPP 5240.1 or MaPP 5240.3 or GDUF A (Approved/Denied) .0PEPFAR .O PET .
	Electronic or Paoer Submission: Gateway Tvoe II DMF# 019551 
	BASIS OF SUBMISSION: NDA: 021307 FIRM: SCHERING PLOUGH HEALTHCARE PRODUCTS INC RLD: LOTRIMIN ULTRA 
	**Doc.ument Room Note: for New Strength amendments and supplements, if specific reviewer(s) have already been assigned for the original, please assign to those reviewer(s) instead of the default random team(s). 
	Review T earn: CHEM Team: DCl Team 13 [gl Activity RPM: Trang Tran 
	[gl FYI 
	CHEM PQRPM: Tania Mazza 
	[gl FYI 
	CHEM Team Leader: James Fan No Assignment Needed in DARRTS Labeling Reviewer: Beverly Weitzman 
	~Activity 
	Bio Team: DBE Team 10, Utpal Munshi [gl Activity Bio PM: Diana Solana-Sodeinde 
	[gl FYI 
	Division ofClinical Review: DCR 
	[gl Activity DMF Review Team Leader: [gl FYI Dave Skanchy 
	Micro Review: D Activity 
	SPECIAL INSTRUCTIONS FOR DOCUMENT ROOM (applicable only for a response to a refuse to receive): 
	Regulato1y Reviewer: Shannon Hill Date: August 22, 2013 
	Regulato1y Reviewer: Shannon Hill Date: August 22, 2013 
	Regulato1y Reviewer: Shannon Hill Date: August 22, 2013 
	Recommendat~FILE 
	ion: D REFUSE to RECEIVE 


	Comments: EC-1 Therapeutic Code: 4020120 (Fungicides/Antidennatophyte Agents (Topical)) On Cards: Yes Archival copy: Gateway Sections: I 
	 
	 
	 
	For More Information on Submission of an ANDA in Electronic Common Technical Document (eCTD) Format please go to:   

	TR
	http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/ElectronicSubmissions/ucm153574.htm 

	 
	 
	For a Comprehensive Table of Contents Headings and Hierarchy please go to:  http://www.fda.gov/cder/regulatory/ersr/5640CTOC-v1.2.pdf 

	 
	 
	For more CTD and eCTD informational links see the final page of the ANDA Checklist 


	1. Edit Application Property Type in DARRTS where applicable for  
	a. First Generic Received Yes 
	No 
	b. 
	b. 
	b. 
	Market Availability 

	d.
	d.
	 Product Type Small Molecule Drug  

	e.
	e.
	 USP Drug Product (at time of filing review) Yes 


	Rx 
	Rx 
	Rx 
	OTC 

	c. Pepfar
	c. Pepfar

	 Yes 
	 Yes 
	No 


	No
	 2. Edit Submission Patent Records in DAARTS 
	Yes 
	Figure

	 3. Edit Contacts Database with Bioequivalence Recordation where applicable 
	Yes 
	Figure

	 4. EER (internal notation: RSB to submit at time of filing)
	 Yes 
	Figure

	 5. GDUFA Obligation Met (Filing Fee, Type II DMF Fee, and Facility Fee) 
	 Yes - (internal notation-if not met contact: ) 
	Figure
	cder-om-collection@fda hhs.gov

	6. DMF Complete Assessment 
	Yes 
	Figure

	ADDITIONAL COMMENTS REGARDING THE ANDA: 
	1.. 
	1.. 
	1.. 
	Ask applicant to confirm the selection of option C on FDA form 3674; received 8/15/2013 (changed to option B) 

	2.. 
	2.. 
	Ask applicant to resubmit the exclusivity statement to remove qualifier, “in the opinion and to the best of its knowledge”; received 8/15/2013 

	3.. 
	3.. 
	Remind applicant to submit the annotated side by side labeling comparison of container(s) and carton(s) in appropriate section of the checklist (1.14.1.2 versus 1.14.1.3) in future submissions; acknowledged 8/15/2013 

	4.. 
	4.. 
	Remind applicant to submit module 2.3 in the specified order outlined on the checklist in future submissions; 


	acknowledged 8/15/2013 
	5.. 
	5.. 
	5.. 
	Ask applicant to submit the Validation of Analytical Procedures for the following excipients: polyoxyethylene (23) cetyl  ether & propylene glycol dicaprylate; received 8/15/2013 

	6.. 
	6.. 
	Ask applicant to resubmit accelerated stability data to include the initiation dates and the pull dates from the stability chamber for each testing time point; received 8/15/2013 

	7.. 
	7.. 
	7.. 
	Ask applicant to explain their justification for the level of polyoxyethylene (23) cetyl ether in the proposed 

	composition; the ANDA indicates 

	8. 
	8. 
	Spoke with Kavita Srivastava on 8/8/2013 


	received 8/15/2013 
	Figure
	MODULE 1: ADMINISTRATIVE 
	Reference ID: 3363110 
	Table
	TR
	COMMENT (S) 

	1.1 
	1.1 
	1.1.2 Signed and Completed Application Form (356h)  (Rx/OTC Status) OTC (original signature) Refer to the links provided for the newly revised form 356h and updated instructions. http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM321897.pdf http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/ucm082348.pdf ** PLACE ESTABLISHMENT CONTACT INFORMATION IN SECTION 29:  MANUFACTURING STEPS AND/OR TYPE OF TESTING** 

	1.2 
	1.2 
	Cover Letter Yes 

	1.2.1 
	1.2.1 
	Form FDA 3674  (PDF) B 

	* 
	* 
	Table of Contents (paper submission only) N/A 

	1.3.2 
	1.3.2 
	Field Copy Certification 21CFR 314.94(d)( 5) (original signature) N/A 

	1.3.3 
	1.3.3 
	Debarment Certification-GDEA (Generic Drug Enforcement Act)/Other: (no qualifying statement) 1. Debarment Certification (original signature)  Yes 2. List of Convictions statement (original signature)  Yes 

	1.3.4 
	1.3.4 
	Financial Certifications Bioavailability/Bioequivalence Financial Certification (Form FDA 3454)  Yes Disclosure Statement (Form FDA 3455) N/A 

	1.3.5 
	1.3.5 
	Patent Information Patents listed for the RLD in the Electronic Orange Book Approved Drug Products with Therapeutic Equivalence Evaluations Patent Certification [21 CFR 314.94 (a)(12)/505(j)(2)(A)(vii)] 1. Patent number(s)  N/A 2. Paragraph: (Check all certifications that apply) MOU PI PII PIII PIV Statement of Notification (21 CFR 314.95/505(j)(B)(i)) 3. Expiration of Patent(s):    a. Pediatric exclusivity submitted?  N/A b.   Expiration of Pediatric Exclusivity? N/A 4. Exclusivity Statement: State marketi

	TR
	Patent and Exclusivity Search Results from query on Appl No 021307 Product 001 in the OB_OTC list. Patent Data There are no unexpired patents for this product in the Orange Book Database. Exclusivity Data There is no unexpired exclusivity for this product. 

	1.4.1 
	1.4.1 
	References Letters of Authorization 1. DMF letters of authorization a. Type II DMF authorization letter(s) or synthesis for Active Pharmaceutical Ingredient Yes b. Type II DMF# 019551 c. Type III DMF authorization letter(s) for container closure  Yes; d. Type III or IV DMF authorization letter(s) for sterile product sterilization process  N/A 2. US Agent Letter of Authorization (U.S. Agent [if needed, countersignature  on 356h])  N/A 


	Table
	TR
	TH
	Figure


	1.12.4 
	1.12.4 
	Request for Comments and Advice - Proprietary name requested  No If Yes, did the firm provide the request as a separate electronic amendment labeled “Proprietary Name Request” at initial time of filing 1. Yes N/A 2. No - contact the firm to submit the request as a separate electronic amendment. 

	1.12.11 
	1.12.11 
	Basis for Submission NDA#: 021307 Ref Listed Drug: LOTRIMIN ULTRA Firm:  SCHERING PLOUGH HEALTHCARE PRODUCTS INC  ANDA suitability petition required? N/A If Yes, provide petition number and copy of approved petition ANDA Citizen’s Petition Required?  N/A If Yes, provide petition number and copy of petition 

	1.12.12 
	1.12.12 
	Comparison between Generic Drug and RLD-505(j)(2)(A) 

	TR
	1. Conditions of use  Same as RLD 

	TR
	2. Active ingredients Same as RLD 

	TR
	3. Inactive ingredients Justified 

	TR
	4. Route of administration  Same as RLD 

	TR
	5. Dosage Form Same as RLD 

	TR
	6. Strength Same as RLD 

	1.12.14 
	1.12.14 
	Environmental Impact Analysis Statement (cite 21CFR 25.31 and 25.15(d), if applicable) Yes 

	1.12.15 
	1.12.15 
	Request for Waiver (cite 21 CFR 320.22 or 320.24(b)(6)) Request for Waiver of In-Vivo BA/BE Study(ies)  N/A 

	1.14.1 
	1.14.1 
	Draft Labeling (Multi Copies N/A for E-Submissions) 1.14.1.1  4 copies of draft for paper submission only (each strength and    container) Yes 1.14.1.2  Side by side labeling comparison of container(s) and carton(s)   for each strength with all differences visually highlighted and annotated    1 package insert (content of labeling) in PDF and WORD format, and SPL    submitted electronically Yes 1.14.1.4 Labeling Comprehension Studies  Refer to Pharmacy Bulk Package Sterility Assurance Table (for PBP’s only)

	TR
	Listed Drug Labeling 1.14.3.1 1 side by side labeling (package and patient insert) comparison with all differences visually highlighted and annotated  N/A 1.14.3.3 RLD package insert, 1 RLD container label, and if applicable, 1 RLD outer container label Yes 


	MODULE 2: Quality Overall Summary 
	Table
	TR
	COMMENT (S) 

	2.3 
	2.3 
	Quality Overall Summary (QOS)   E-Submission:  PDF Yes Word Processed e.g., MS Word Yes A model Quality Overall Summary for an immediate release tablet and an extended release capsule can be found on the OGD webpage http://www.fda.gov/cder/ogd/ Question based Review (QbR) Yes 2.3.S Drug Substance (Active Pharmaceutical Ingredient) Yes 2.3.S.1 General Information 2.3.S.2 Manufacture 2.3.S.3 Characterization 2.3.S.4 Control of Drug Substance 2.3.S.5 Reference Standards or Materials 2.3.S.6 Container Closure S


	. .
	MODULE 2.7: Clinical Summary 
	MODULE 2.7: Clinical Summary 
	MODULE 2.7: Clinical Summary 

	TR
	COMMENT (S) 

	2.7 
	2.7 
	Clinical Summary (Bioequivalence)Model BE Data Summary Tables http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/HowDru gsareDevelopedandApproved/ApprovalApplications/AbbreviatedNewDrugAp plicationANDAGenerics/UCM120957.pdf E-Submission:  PDF Yes Word Processed: e.g., MS Word  Yes 2.7.1 Summary of Biopharmaceutic Studies and Associated Analytical Methods 2.7.1.1 Background and Overview Table 1. Submission Summary Yes Table 4. Bioanalytical Method Validation N/A Table 6. Formulation Data Yes Table


	MODULE 3: 3.2.S DRUG SUBSTANCE                                                                                    .
	Table
	TR
	COMMENT (S) 

	3.2.S.1 
	3.2.S.1 
	General Information ) Yes (Do not refer to DMF) 3.2.S.1.1 Nomenclature 3.2.S.1.2 Structure 3.2.S.1.3 General Properties 


	3.2.S.2 
	3.2.S.2 
	3.2.S.2 
	Manufacturer Drug Substance (Active Pharmaceutical Ingredient) Must conelate to the establishment info1mation submitted in annex to Fo1m FDA 356h. 1. Name and Full Address(es)ofthe Facility(ies) Yes 2. Contact name, phone and fax numbers, email address Yes 3. U.S Agent's name (if applicable) Yes 4. Specify Function or Responsibility Yes 5. Type II DMF number for API Yes 6. CFN, FEI or DUNS numbers (if available) Yes ~ame and Address R esponsibility (b)(4J 

	TR
	Taro Pharmaceuticals Inc. 130 East Drive Brampton. Ontario Canada. L6T 1 CI FDA Dm g Establishment Registration Number: 30028083 18 Contact: Lul Ogba-Ghebriel, Director Regulatory Affairs Tel: I lDH6! Fax: 905-791-0236 E-mail: Lul.02ba-Ghebriel'iltaro.ca US Contact Person: Kavita Srivastava. Executive Director. Regulatory Affairs Phone: 914-345 -9001 ext.l lbll6] Fax: 905-791-0236 E-mail: KaYita.Srivastan(a).taro.com 

	3.2.S.3 
	3.2.S.3 
	Characterization Yes Provide the following in tabular foimat: 1. Name oflmpmity(ies) 2. Strncture oflmpurity(ies) 3. Origin ofImpuritv(ies) 


	3.2.S.4 
	Control of Drug Substance (Active Pharmaceutical Ingredient) 
	3.2.S.4.1 Specification Testing specifications and data from drng substance manufacturer(s) Yes 
	3.2.S.4.2 Analytical Procedures Yes 
	3.2.S.4.3 Validation of Analytical Procedures 
	(API that is USP or reference made to DMF, must provide verification ofUSP or DMF procedures) Yes 
	1. 
	1. 
	1. 
	Spectra and chromatograms for reference standards and test samples Yes; refer to 

	2. 
	2. 
	2. 
	Samples-Statement of Availability and Identification of: 

	a. 
	a. 
	a. 
	Drng Substance Yes 

	b. 
	b. 
	API lot nlllllbers 




	3.2.S.4.4 
	Samples Statement (21 CFR314.SO(e)(l)] 
	Upon request, samples of the following lots of drug substance, Butenafine Hydrochloride and 
	applicable reference standards with appropriate identification, will be made available. 
	Butenafine Hydrochloride; Lot # RD-RM11020 
	Figure
	(6ff4 
	3.2.S.4.4 Batch Analysis 
	1. 
	1. 
	1. 
	COAs specifications and test results from chug substance mfgr(s) Yes 

	2. 
	2. 
	Drng Product manufacturer's Ce1tificates ofanalysis Yes 


	3.2.S.4.5 Justification of Specification Yes 
	3.2.S.5 
	Reference Standards or Materials (Do not refer to DMF) Yes 
	3.2.S.6 
	Container Closure Systems NIA; refer to DMF# 1955 1 
	3.2.S.7 
	Stability 
	1. Retest date or expiration date ofAPI NI A; refer to DMF# 19551 
	MODULE 3: 3.2.P DRUG PRODUCT .
	3.2.P.1 
	3.2.P.2 
	lr'I·
	Re 
	Description and Composition of the Drug Product 
	1. .
	1. .
	1. .
	Unit composition with indication of the function ofthe inactive ingredient(s) Yes 

	2. .
	2. .
	Inactive ingredients and amounts are approp1iate per IIG (per/dose justification) Yes 

	3. .
	3. .
	Conversion from % to mg/dose values for inactive ingredients (if applicable) Yes 

	4. .
	4. .
	Elemental iron: provide daily elemental iron calculation or statement of adherence to 21 CFR73 .1200 (calculation of elemental iron intake based on maximum daily dose (MDD) of the ch11g product is prefeITed ifthis section is applicable) NIA 

	5. .
	5. .
	Injections: Ifthe reference listed chug is packaged with a chug specific .diluent then the diluent must be Q l/Q2 and must be provided in the .package configuration N/ A .


	Pharmaceutical Development 
	1. .
	1. .
	1. .
	Phannaceutical Development Rep01t Yes 

	2. 
	2. 
	Microbial Attdbutes ~~l=:'H 11'\ a. Container/Closure Integritv Testing Reoo1t for Ste1ile Products 


	COMMENT(S) .
	Table
	TR
	b. Antimicrobial Effectiveness Testing for Multi-dose sterile products 

	3.2.P.3 
	3.2.P.3 
	Manufacture 3.2.P.3.1 Dmg Product Must conelate to tl1e establishment infonnation submitted in annex to From FDA 356h for tl1e finished dosage manufacturer and all outside contract testing laborato1ies. 1. Name and Full Address(es)of the Facility(ies) Yes 2. Contact name, phone and fax numbers, email address Yes 3. U.S Agent's name (ifapplicable) NIA ; applicant contact is in the U.S. 4. Specify Function or Responsibility Yes 5 CGMP Ce1t ification (from both applicant and dmg product manufacturer if differe

	TR
	Taro Phannaceuticals U.S.A Inc. One Commerce Drive Storage and distribution site in U.S.A. of the Dmg Product Butenafine Hydrochloride Cream. 1 %. Cranbury. NJ 08152 Contact : Kavita Srivastava. Executive Director. Re2µl~o1~1Affairs Tel: 914-345-9001. ext~I (b)(&• Fax: 914-593-0078 Email: kavita.srivastan'l'i'tarn.com Taro Phru1113ceuticals Inc. is identified and known to the FDAras "Sitft or Finn Establisluuent Registration Ko. 3002808318. and has Labeler Code (bl (41Taro's dmg product mrumfacturing facili


	(Dh" I 
	3.2.P.3.2 Batch Formula Yes 
	3.2.P.3.3 Description of Manufacturing Process and Process Controls 
	1. 
	1. 
	1. 
	1. 
	Desc1iption of the Manufactming Process and (for aseptic fill products) Facility Yes 


	2. 
	2. 
	Master Production Batch Record(s) for largest intended production mns (no more than 1Ox pilot batch) with equipment specified Yes 

	3. 
	3. 
	Master packaging records for intended marketing container(s) Yes 

	4. 
	4. 
	Ifsterile product NI A 

	5. 
	5. 
	Reprocessing Statement (cite 21 CFR 211. 115, submitted by the drng .product manufacturer and the applicant, if different entities) Yes .


	3.2.P.3.4 Controls of Critical Steps and Intermediates Yes 
	3.2.P.3.5 Process Validation and/or Evaluation 
	1. 
	1. 
	1. 
	Microbiological sterilization validation NI A 

	2. 
	2. 
	Filter validation (if aseptic fill) NI A 


	PROPOSED COMMERCIAL BATCH SIZE: 
	B320160B.01X 
	B321 600SY.01X 
	Version 1 
	Version 1 .June 21. 2011 .
	Nowmber 22. 2012 
	(bllill 
	Quantiry· pe1· 
	Quantity pH .Ai~A batch .
	Scale-up batch 
	3.2.P.4 Controls of Excipients (Inactive Ingredients) Source of inactive ingredients identified Yes 
	3.2.P.4.1 Specifications 
	1. 
	1. 
	1. 
	Testing specifications (including identification and characterization) Yes 

	2. 
	2. 
	Suppliers' COA (specifications and test results) Yes 


	3.2.P .4.2 Analytical Procedures USP/NF 
	3.2.P.4.3 Validation ofAnalytical Procedures NIA 
	3.2.P.4.4 Justification of Specifications: 
	1. Annlicant COA Yes 
	MODULE 3: 3.2.P DRUG PRODUCT (Continued) 
	Table
	TR
	COMMENT (S) 

	3.2.P.5 
	3.2.P.5 
	Controls of Drug Product 3.2.P.5.1 Specification(s) Yes 3.2.P.5.2 Analytical Procedures Yes 3.2.P.5.3 Validation of Analytical Procedures (if using USP procedure, must provide verification ofUSP procedure) Yes Samples -Statement of Availability and Identification of: 1. Finished Dosage F onn Yes 2. Lot numbers and strength of Dmg Products Samples Statement [21 CFR 314.SO(e)(l)) 

	TR
	Upon request, samples of the following lots of finished drug product, Butenafine Hydrochloride Cream, 1%, and applicable reference standards with appropriate identification will be made available. 

	TR
	Butenafine Hydrochloride Cream, I% Lot: 8229-60052 Pack Sizes: 12 g, 15 g, 24 g, and 30 g tubes (tiJ14 


	Table
	TR
	3.2.P.5.4 Batch Analysis Certificates of Analysis for Finished Dosage Form Yes 3.2.P.5.5 Characterization of Impurities  N/A; refer to 3.2.S.3.2 3.2.P.5.6 Justification of Specifications Yes 

	3.2.P.7 
	3.2.P.7 
	Container Closure System 1. Summary of Container/Closure System (if new resin, provide data)  Yes 2. Components Specification and Test Data  Yes 3. Packaging Configuration and Sizes Yes 4. Container/Closure Testing (recommended additional testing for all plastic)N/A a. Solid Orals: water permeation, light transmissionN/A b. Liquids: leachables, extractables, light transmissionN/A 5. Source of supply and suppliers address  Yes 

	3.2.P.8 
	3.2.P.8 
	3.2.P.8.1 3.2.P.8.1 Stability and Conclusions (Finished Dosage Form) 1. Stability Protocol submitted  Yes 2. Expiration Dating Period for Marketed Packaging 24 months 3. Expiration Dating Period for Bulk Packaging (if applicable) N/A 3.2.P.8.2 Post-approval Stability Protocol and Stability Commitment  (From Applicant and Drug Product Manufacturer, if different entities)  Post Approval Stability Protocol and Commitments Yes 3.2.P.8.3 Stability Data 1. Accelerated stability data         a. Four (4) time point


	Table below contains the information on the accelerated stability data (40±2°C, 75:!:5% RT) for the batch of Butenafine Hydrochloride Cream, I% Lot # S229­60052, from the original ANDA submission. The information includes the requested initiation dates and the pull dates from the stability chamber for each testing time point. 
	Testing Point 
	Testing Point 
	Testing Point 
	Batch Manufacturi neDate 
	Packaging Date 
	Initiation Date 
	Due Date 
	Pull Date 
	Test Date 

	Initial 
	Initial 
	Jul 18, 
	Jul 18, 
	Jul 18, 
	Jul 23, 

	Analysis 
	Analysis 
	201 1 
	20 11 
	201 1 
	2011 

	I-Month 
	I-Month 
	Jul l 8, 201 1 
	Aug 18, 201 1 
	Aug 18, 201 1 
	Aug22, 201 1 

	2-Month 
	2-Month 
	July 4, 2011 
	July 15, 201 1 
	Jul 18, 2011 
	Sep 18, 2011 
	Sep 20, 2011 
	Sep 28, 2011 

	3-Month 
	3-Month 
	Jul 18, 2011 
	Oct 18, 2011 
	Oct 18, 201 1 
	Oct 26, 2011 

	6-Month 
	6-Month 
	Jul 18, 2011 
	Jan 18, 2012 
	Jan l 8, 201 2 
	Jan26, 20 12 


	Please note that the st.ability data for accelerated condition is not updated to include the 'Pull date'. This is due to the fact that the Accelerated (4o·q samples are pulled on the ' Due date' or within 3 days after due date, in accordance with SOP. 
	MODULE 3: 3.2.R REGIONAL INFORMATION IDru2 Substance) 
	Table
	TR
	COMMENT(S) 

	3.2.R Drug Substance 
	3.2.R Drug Substance 
	3.2.R.1.S Executed Batch Records for drug substance (if available) NIA 3.2.R.2.S Comparability Protocols NIA 3.2.R.3.S Methods Validation Package Yes Methods Validation Package (3 copies for paper and NIA for E-Submissions) (Required for Non-USP dmgs) 


	MODULE 3: 3.2.R REGIONAL INFORMATION IDru2 Product) 
	3.2.R Drug Product 
	3.2.R Drug Product 
	COMMENT (S) 

	3.2.R.1.P.1 Executed Batch Records Copy ofExecuted Batch Record with Equipment Specified, including Packaging Records (Packaging and Labeling Procedm·es) Batch Reconciliation and Label Reconciliation Yes 
	Bulle Package Reconciliation required ifbulle packaging is used to achieve the minimum package requirement. Provide the following info1mation in their respective sections: 
	a. Bulle Package Label (1.14.1) NIA .,~. ___b Bulle Package Stabilitv (3.2.P.8) .
	Table
	TR
	1. Ifbulk is to be shipped, provide accelerated stability data at 0,3,6 months NIA 2. Ifbulk is only warehoused for repackaging, provide RT stability data at 0,3,6 months NIA c. Bulk Package Container and Closure info1mation (3.2.P.7) NIA 3.2.R.1.P.2 Information on Components Yes 3.2.R.2.P Comparability Protocols NIA 3.2.R.3.P Methods Validation Package Yes Methods Validation Package (3 copies for paper and NIA for E-Submissions) ffie.quire.d for Non-USP dmgs) 


	MODULE 5: CLINICAL STUDY REPORTS .
	Table
	TR
	COMMENT(S) 

	5.2 
	5.2 
	Tabular Listing of Clinical Studies Yes 

	5.3.1 
	5.3.1 
	Bioavailability/Bioequivalence 

	(complete 
	(complete 
	1. Formulation data same? 

	study data) 
	study data) 
	a. Comparison of all Strengtl1s (propo1tionality ofmultiple strengths) NI A b. Parenterals, Ophthalmics, Otics and Topicals (21CFR314.94 (a)(9)(iii)-(v) Yes 2. Lot Numbers and strength of Products used in BE Study(ies) ANDA: S229-60052 RLD: 1H02DA 3. Study Type: IN-VIVO PK STUDY(IES) (Continue witl1 the appropriate studv tvoe box below) 

	TR
	See Module 2.7 Clinical Summary for placement of BA/BE Summary for tables 9 -16. The study data that support the BA/BE summary tables should be provided in the corresponding sections below: 5.3.1.2 Comparative BA/BE Study Reports 5.3.1.3 In Vitro-In-Vivo Correlation Study Reports (exception: all dissolution data should be placed in 2. 7) 5.3.1.4 Reports of Bioanalytical and Analytical Methods for Human Studies Case Report Forms should be placed under the study to which they pe1iain, and appropriately tagged

	5.4 
	5.4 
	Literature References 

	TR
	Possible Study Types: 

	Study Type 
	Study Type 
	IN-VIVO BE STUDY(IES) with PK ENDPOINTS (i.e., fasting/fed/sprinkle) 1. Study(ies) meets BE criteria (90% CI of 80-125, C max, AUC) Select 2. EDR Email: Data Files Submitted Select 3. In-Vitro Dissolution Select 

	StudyTvve 
	StudyTvve 
	IN-VIVO BE STUDY with CLINICAL ENDPOINTS Division ofClinical Review Consult Complete D Yes D No 


	Study Type 
	Study Type 
	Study Type 
	IN-VITRO BE STUDY(IES) (i.e., in vitro binding assays) Select 1. Study(ies) meets BE criteria (90% CI of80-125) Select 2. EDR Email: Data Files Submitted Select 3. In-Vitro Dissolution Select 

	Study Type 
	Study Type 
	NASALLY ADMINISTERED DRUG PRODUCTS Refer to the attached links for Nasal Product BE Tables: htt12://www.fda.gov/downloads/Drugs/Develo12mentA1212rovalProcess/HowDrugsareDevelo12 edandA1212roved/A1212rovalAQQlications/AbbreviatedNewDrugAoQlicationANDAGenerics/UC M209446.Qdf AND htt12://www.fda.gov/downloads/Drugs/Develo12mentA1212rovalProcess/HowDrugsareDevelo12 edandA1212roved/A1212rovalAQQlications/AbbreviatedNewDrugAoQlicationANDAGenerics/UC M271017.Qdf Division ofBioequivalence Consult Complete D Yes D N

	Study Type 
	Study Type 
	IN-VIVO BE STUDY(IES) with PD El\1DPOINTS (e.g., topical corticosteroid vasoconstrictor studies) Division ofBioequivalence Consult Complete D Yes D No 

	Study Type 
	Study Type 
	TRANSDERMAL DELIVERY SYSTEMS Division ofClinical Review Consult Complete D Yes D No 


	Updated 7/8/2013 
	I~ 
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	Orange Book: Approved Drug Products with Therapeutic Equivalence Evaluations 0 FDA Home 0 Drug Databases 0 Orange Book 
	Orange Book: Approved Drug Products with Therapeutic Equivalence Evaluations 0 FDA Home 0 Drug Databases 0 Orange Book 
	Orange Book: Approved Drug Products with Therapeutic Equivalence Evaluations 0 FDA Home 0 Drug Databases 0 Orange Book 

	StartOVerlBacktoSearchPage Active Ingredient Search Results from " OB_OTC" table for query on "butenafine." D1splay1ng records 1to1 of 1 
	StartOVerlBacktoSearchPage Active Ingredient Search Results from " OB_OTC" table for query on "butenafine." D1splay1ng records 1to1 of 1 
	D Download da ta 

	Appl No N021307 
	Appl No N021307 
	RLO Active Ingredient Yes BUTENAFINE HYDROCHLORIDE 
	Dosage f orm; Route CREAM;TOPICAL 
	Strength 1% 
	Proprietary Name LOTRIMIN ULTRA 
	Applicant SCHERING PLOUGH 

	Return to Electronic Orange Book Home Page 
	Return to Electronic Orange Book Home Page 


	FDA/Centerior Drug Evaluation and Research Office of GenericDrugs Division of l abeling and Program Support Update Frequency: 
	Orange Book Data -Monthly Generic Drug Product Information &Patentlnformation ·Daily Orange Book Data Updated Through June 01, 201 3 Patentand Gen enc Drug Product Data Last Updated August 05,2013 
	Note: ~you need help aceessing information in different file Formats,see lnstruct1onsfor Downloading Viewers andPlayers. 
	Accessibility Co11Jac1 FDA Ca1eeno F4>A Basics FOlA~oFe111 Act Site lAap T1ansparp11cy \Neb~lle Poll~es I I 
	~ 

	~lo:a!Ob'a-E.t S-i_ t2S% ..
	Refe~'e~·m: 336311 0 
	Table 1: Composition ofButenafine Hydrochloride Cream. 1% 
	Strength (Label claim) 
	Strength (Label claim) 
	Strength (Label claim) 
	l o/o 

	Ingredient 
	Ingredient 
	Quality Standard 
	Quantity (% w/w) 
	mg/g 
	Function 

	Butenafine Hydrochlo1~de 
	Butenafine Hydrochlo1~de 
	Taro 
	1.000 
	10.00 
	Active Pharmaceutical Ingredient 

	\Vhite Petrolattun 
	\Vhite Petrolattun 
	USP 
	{D)\4 

	Cetyl Alcohol 
	Cetyl Alcohol 
	NF 

	Steru:ic Acid 
	Steru:ic Acid 
	NF 

	Glyce1y l Monostearate SE 
	Glyce1y l Monostearate SE 
	Taro 

	Propylene Glycol Dicap1y late 
	Propylene Glycol Dicap1y late 
	Taro 

	Purified \Vater 
	Purified \Vater 
	USP 

	Glycerin 
	Glycerin 
	USP 

	Polyoxyethylene (23) Cetyl Ether 
	Polyoxyethylene (23) Cetyl Ether 
	Taro 

	Trolamine 
	Trolamine 
	NF 

	Sodium Benzoate 
	Sodium Benzoate 
	NF 

	Benzyl Alcohol 
	Benzyl Alcohol 
	NF 

	Total theoretical ·weight 
	Total theoretical ·weight 
	-­
	100.00 
	1000.0 
	--­


	JUSTIFICATION OF INACTIVE INGREDIENTS: 
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	Figure
	Figure
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	Address 1: 
	Address 1: 
	Address 1: 
	3 Skyline Drive 

	Address 2: 
	Address 2: 

	Address 3: City. Country. 
	Address 3: City. Country. 
	!"-~ UNITED STATES 
	Stare: NY 
	Zip-Code ~] 

	Phone: 
	Phone: 
	914·345·9001 
	Phone Alternate: 
	Fa.-..: 914·593-0078 


	Figure
	Changd)dctcContact Sr~·astoYa Km:to (914) 345-9001 (914)593-00iS 3Skylioc Dm·c Hawthorne 'NY 10532 Pri:uory .,.. Add Produc.t Desniprion •** 
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	BU!enafine Hydrochloride 
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	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	SHANNON L HILL 08/26/2013 
	MARTIN H Shimer 08/27/2013 
	CHECKLIST FOR THE CHEMISTRY REVIEW: ANDA 205181, Butenafine Hydrochloride Cream, 1 % 
	Function Is this package for new strength PAS? DMF adequate? 019551, Butenafine Hydrochloride Any outstanding consults? Final reconunended dissolution method/specification acknowledged by Film? Are all facility inspections acceptable? Is microbiology recommendation adequate for sterile products? Are there comparability protocols provided? Ifyes, how many? IfUSP monograph exists, do the specifications confo1m to the cmTent USP? Is the final review uploaded into the cmTent IT platfonn? (Initial and Date) RBPM
	Function Is this package for new strength PAS? DMF adequate? 019551, Butenafine Hydrochloride Any outstanding consults? Final reconunended dissolution method/specification acknowledged by Film? Are all facility inspections acceptable? Is microbiology recommendation adequate for sterile products? Are there comparability protocols provided? Ifyes, how many? IfUSP monograph exists, do the specifications confo1m to the cmTent USP? Is the final review uploaded into the cmTent IT platfonn? (Initial and Date) RBPM
	Function Is this package for new strength PAS? DMF adequate? 019551, Butenafine Hydrochloride Any outstanding consults? Final reconunended dissolution method/specification acknowledged by Film? Are all facility inspections acceptable? Is microbiology recommendation adequate for sterile products? Are there comparability protocols provided? Ifyes, how many? IfUSP monograph exists, do the specifications confo1m to the cmTent USP? Is the final review uploaded into the cmTent IT platfonn? (Initial and Date) RBPM
	Check appropriate box 0 Yes ~No ~Yes D No *(see comments) D Yes *(see comments) ~No 0 Yes 0 No ~NIA ~Yes 0 No LJ Yes 0 No ~NIA 0 Yes How many: ~No 0 Yes D No *(see comments) ~NIA ~Yes 0 No 
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	DEPARTMENT OF HEALTH AND HUMAN SERVICES 
	Food and Drug Administration Silver Spring MD 20993 
	ANDA 205181 
	INFORMATION REQUEST 
	Taro Pharmaceuticals U.S.A., Inc. Attention: Kavita Srivastava Executive Director, Regulatory Affairs 3 Skyline Drive Hawthorne, NY 10532 
	kavita.srivastava@taro.com 

	Dear Madam: 
	Please refer to your Abbreviated New Drug Application (ANDA) dated February 04, 2013, submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (the Act) for Butenafine Hydrochloride Cream, 1%. 
	We are reviewing the Chemistry section of your submission and have the following comments and information requests.  We request a prompt written response, no later than 7 days in order to continue our evaluation of your ANDA. 
	List of the deficiencies: 
	A.. Deficencies: 
	Drug Substance 
	1.. DMF# 19551 for Butenafine Hydrochloride is being reviewed (including newly submitted amendments by the DMF holder) and the DMF holder Taro Pharmaceutical Industries Ltd, will be notified of any deficiencies. We will work with the DMF holder to resolve any issues if the DMF holder responds in a timely manner. Please be aware that the quality review of the ANDA cannot be fully completed until all DMF deficiencies are adequately resolved. Therefore, additional ANDA deficiency comments may be issued based o
	Drug Product: 
	1.. We note that you have separated in-process specification and DP release specification. In order to avoid any confusion, please delete the following sentence from Section 3.2.P.3.4, 
	ANDA 205181 Page 2 
	control of critical steps and intermediates: “The in-process specification for Butenafine Hydrochloride Cream, 1% is provided in Module 3.2.P.5.1 Specifications”. 
	2.. In post-approval stability protocol (ref Section 3.2.P.8.2), you have referred to an older version of stability specification submitted in eCTD0002, 07/30/2015 (ref Section 3.2.P.8.1, stability summary and conclusion). Instead please refer to the updated DP stability specification submitted in eCTD 0003, 06/03/2016 (ref Section 3.2.P.8.1, Finished product stability specification). 
	B.. Comment: 
	We expect you to comply with ICH Q3D as of January 1, 2018. 
	If you do not submit a complete response by May 26, 2017, the review will be closed and the listed deficiencies will be incorporated in a COMPLETE RESPONSE correspondence. 
	All items listed on this Information Request shall be addressed in its entirety, any partial or incomplete response will not be reviewed and the same deficiency list will be issued to you again as part of the Complete Response Letter issued by OGD. Please note that a commitment to address an item in the future is not considered satisfying the Information Request. 
	Send your submission through the Electronic Submission Gateway . Prominently identify the submission with the following wording in bold capital letters at the top of the first page of the submission: 
	http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/default.htm

	INFORMATION REQUEST CHEMISTRY REFERENCE # 15114065 
	If you have any questions, please contact Robert Hallenberg, Regulatory Business Process 
	Manager, at (240) 402-8646 or email at robert.hallenberg@fda.hhs.gov. 

	Sincerely, 
	Robert Hallenberg, Ph.D. Regulatory Business Process Manager Office of Program and Regulatory Operations Office of Pharmaceutical Quality Center for Drug Evaluation and Research 
	DEPARTMENT OF HEALTH AND HUMAN SERVICES 
	Food and Drug Administration Silver Spring MD 20993 
	ANDA 205181 
	INFORMATION REQUEST 
	Taro Pharmaceuticals U.S.A., Inc. Attention: Kavita Srivastava Executive Director, Regulatory Affairs 3 Skyline Drive Hawthorne, NY 10532 
	kavita.srivastava@taro.com 

	Dear Madam: 
	Please refer to your Abbreviated New Drug Application (ANDA) dated February 04, 2013, submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (the Act) for Butenafine Hydrochloride Cream, 1%. 
	We are reviewing the Chemistry section of your submission and have the following comments and information requests.  We request a prompt written response, no later than 30 days in order to continue our evaluation of your ANDA. 
	DMF# 19551 for Butenafine Hydrochloride is being reviewed (including newly submitted amendments by the DMF holder) and the DMF holder Taro Pharmaceutical Industries Ltd, will be notified of any deficiencies. We will work with the DMF holder to resolve any issues if the DMF holder responds in a timely manner. Please be aware that the quality review of the ANDA cannot be fully completed until all DMF deficiencies are adequately resolved. Therefore, additional ANDA deficiency comments may be issued based on th
	List of the deficiencies: 
	Deficencies: 
	1. 
	ANDA 205181 Page 2 
	2. 3. 
	If you do not submit a complete response by March 12, 2017, the review will be closed and the listed deficiencies will be incorporated in a COMPLETE RESPONSE correspondence. 
	All items listed on this Information Request shall be addressed in its entirety, any partial or incomplete response will not be reviewed and the same deficiency list will be issued to you again as part of the Complete Response Letter issued by OGD. Please note that a commitment to address an item in the future is not considered satisfying the Information Request. 
	Send your submission through the Electronic Submission Gateway . Prominently identify the submission with the following wording in bold capital letters at the top of the first page of the submission: 
	http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/default.htm

	INFORMATION REQUEST CHEMISTRY REFERENCE # 13098972 
	ANDA 205181 
	Page 3 
	If you have any questions, please contact Robert Hallenberg, Regulatory Business Process 
	Manager, at (240) 402-8646 or email at robert.hallenberg@fda.hhs.gov. 

	Sincerely, 
	Robert Hallenberg, Ph.D. Regulatory Business Process Manager Office of Program and Regulatory Operations Office of Pharmaceutical Quality Center for Drug Evaluation and Research 
	OFFICE OF GENERIC DRUGS EXPEDITED REVIEW REQUESTED..
	ANDA#/SUPPLEMENT#: 205181 APPLICANT: Taro Pharmaceuticals..DRUG: Butenafine HCL Cream 1% DATE OF SUBMISSION:2-4-13..
	The Office of Generic Drugs may grant expedited review status to either an .Original or Supplemental abbreviated new drug application for the following .reasons (MaPP 5240.1,MaPP 5240.3 & GDUFA). At least one of the criteria must .be met to receive Expedited Review Status:..
	1...
	PUBLIC HEALTH NEED. Events that affect the availability of a drug.for which there is no alternative..
	Figure

	2...
	EXTRAORDINARY HARDSHIP ON THE APPLICANT...
	Figure

	a) Catastrophic events such as explosion, fire storms damage...
	b) Events that could not have been reasonably foreseen and for which the .applicant could not plan. Examples include:..
	 Abrupt discontinuation of supply of active ingredient,packaging material, or container closure; and  Relocation of a facility or change in an existing facilitybecause of a catastrophic event(see item 2.a) 
	3. AGENCY NEED...
	a)..
	Matters regarding the government's drug purchase program, upon.request from the appropriate FDA office..b)..
	Figure

	Federal or state legal/regulatory actions, including mandated.formation changes or labeling changes if it is in the Agency's.best interest...
	c)..
	Expiration-date extension or packaging change when the drug.product is the subject of a government contract award..d)..
	Request for approval of a strength that was previously tentatively.approved (To be used in those cases where l8O-day generic.drug exclusivity prevented full approval of all strengths)..
	e)..
	MaPP 5240.3 conditions...
	4...
	GDUFA. Year one and year two cohort PIV 180-day eligibility (First.Generic)..
	Figure

	RECOMMENDATIONS:..
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	STATUS 
	SIGNATURE/DATE 

	Team Project Manager(PM must Endorse) 
	Team Project Manager(PM must Endorse) 
	Grant 
	Deny 
	MK/ 3-6-14 

	Chemistry Team Leader(sign as needed) 
	Chemistry Team Leader(sign as needed) 
	Grant 
	Deny 

	Micro Team Leader (sign as needed) 
	Micro Team Leader (sign as needed) 
	Grant 
	Deny 

	Labeling Team Leader(sign as needed) 
	Labeling Team Leader(sign as needed) 
	Grant 
	Deny 

	Chem. Div./Deputy Director (DO must Endorse)
	Chem. Div./Deputy Director (DO must Endorse)
	Grant 
	Deny 

	Office Director/DeputyDirector (email concurrence)(Original ANDAs) 
	Office Director/DeputyDirector (email concurrence)(Original ANDAs) 
	Grant 
	Deny 


	RETURN TO PROJECT MANAGER CHEMISTRY TEAM: ENTER FORM INTO DAARTS DATE 3-7-14..
	SELECT TEAM #13..

	Paste Email Copy Below: .
	From: West, Robert L Sent: Thursday, March 06, 2014 12:02 PM To: Kwong, Mandy Subject: RE: Taro Pharmceutical's ANDA 205181 for Butenafine HCL Cream-Expedited Review Request 
	Yes, it appears to meet the criteria. 
	Bob 
	From: Kwong, Mandy Sent: Thursday, March 06, 2014 11:23 AM To: West, Robert L Subject: Taro Pharmceutical's ANDA 205181 for Butenafine HCL Cream-Expedited Review Request 
	Hi Bob, 
	ANDA 205181, Butenafine HCL Cream, appears to be a first generic product for which there are no blocking patents or exclusivities. This is a PII patent, OTC product. RLD is Lotrimin Ultra. Should we expedite the review based on MaPP5240.3? 
	Orange Book OTC search for Butenafine: 
	Figure
	DARRTS search for Butenafine cream: .
	Figure
	Mandy 
	Mandy C Kwong, Pharm.D. Lieutenant, U.S. Public Health Service Regulatory Project Manager FDA/CDER/Office of Generic Drugs MPN1, Room 1357 7520 Standish Place Rockville, MD 20855 240-276-8801 (office) 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	MANDY C KWONG 03/07/2014 
	ROBERT L WEST 03/07/2014 Deputy Director, Office of Generic Drugs 
	M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES PUBLIC HEALTH SERVICE      FOOD AND DRUG ADMINISTRATION      CENTER FOR DRUG EVALUATION AND RESEARCH 
	DATE : .February 12, 2013 
	TO : .Director Division of Bioequivalence (HFD-650) 
	FROM : .Chief, Regulatory Support Branch Office of Generic Drugs (HFD-615) 
	SUBJECT: .Examination of the bioequivalence study submitted with an ANDA 205181 for Butenafine Hydrochloride Cream, 1% (OTC) to determine if the application is substantially complete for filing. 
	Taro Pharmaceuticals USA Inc. has submitted ANDA 205181 for Butenafine Hydrochloride Cream, 1% (OTC).  It is a . In order to accept an ANDA that contains a first generic, the Agency must formally review and make a determination that the application is substantially complete.  Included in this review is a determination that the bioequivalence study is complete, and could establish that the product is bioequivalent. 
	first generic

	Please evaluate whether the request for study submitted by Taro Pharmaceuticals USA Inc. on February 4, 2013 for its Butenafine Hydrochloride  product satisfies the statutory requirements of "completeness" so that the ANDA may be filed. 
	A "complete" bioavailability or bioequivalence study is defined as one that conforms with an appropriate FDA guidance or is reasonable in design and purports to demonstrate that the proposed drug is bioequivalent to the "listed drug". 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	EDWARD WASHINGTON 02/14/2013 
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	http://www.fda.gov/Drugs/Guidan
	ceComplianceRegulatoryInformation/Guidances/ucm081288.htm 








