Research in Dermatology

STIEFEL LABORATORIES. INC., OAK HILL, NY 12460 « TEL. 518-239-6901 »~ FAX. 518-239-6341

August 8, 2000

Jonathan K. Wilkin, M.D.

Director

Division of Dermatologic and Dental Drug Products

Center for Drug Evaluation and Research A AL T "M‘

Food and Drug Administration ad S |

9201 Corporate Blvd., HFD-540 L

2™ Floor North v

Rockville, MD 20850

RE: TELEPHONE AMENDMENT

NDA 50-741
Clindoxyl™ Gel (clindamycin
phosphate equivalent to 1% clindamycin
and 5% benzoyl peroxide) '

Dear Dr. Wilkin:

{ Reference is made to our New Drug Application for Clindoxyl™ Ge] (clindamycin phosphate

equivalent to 1% clindamycin and 5% benzoyl peroxide).

Reference is also made to FDA’s 29 June 2000 telephone request for additional stability data to
support the use of == ; Clindamycin Phosphate, USP drug substance in the finished product

Clindoxyl™ Gel.

We are here providing six {(6) month accelerated stability data generated on three (3) lots of

finished product produced with Clindamycin Phosphate supplied by 3 —— as
" requested.

*
We look forward to your review.

Sincerely,
STIEFEL LABORATORIES. INC.

- A~ s
ST Gag A L6
Mary Jane Carr
Senior Manager
Regulatory Affairs
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Research in Dermatology

STIEFEL LABORATORIES. INC.. OAK HILL, NY 12460 » TEL. 518-235-6901 « F

July 14,2000
Jonathan K. Wilkin, M.D.
Director
Division of Dermatologic and Dental Drug Products
Center for Drug Evaluation and Research

Food and Drug Administration

9201 Corporate Blvd., HFD-540

2™ Floor North

Rockville, MD 20850

RE: TELEPHONE AMENDMENT

NDA 50-741
Clindoxy!™ Gel (clindamycin
phosphate equivalent to 1% clindamycin
and 5% benzoy! peroxide)

Dear Dr. Wilkin:

( Reference is made to our New Drug Application for Clindoxyl™ Gel (clindamycin phosphate

equivalent to 1% clindamycin and 5% benzoyl peroxide).

Reference is also made to FDA's 7 July 2000 telephone request for draft mock-up labeling for the
individual container carton and tube.

We are here providing the requested draft mock-up labeling for the 45 gram trade size and the 5
gram professional sample.

- Please note that the individual tube may be screened or labeled. "Co‘iy presentation will not
change regardless of process.

Also please note that we have modified the format specific to the 5 gram professional sample
carton/packer to enhance readability.

We Jook forward to your review.

Sincerely,
STIEFEL LABORATORIES. INC.
=
T \ "\_‘ C\\U\'_*:if\-" . IR
Mary Jane Carr®
Senior Manager’
Regulatory Affairs
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Research in Dermatologv

STIEFEL LABORATORIES NC., OAK HILL., NY 12460 » TEL. 518-239-6%01 » FAX. ‘18 239-6341
.""‘

. July 14, 2000

Jonathan K. Wilkin, M.D.

Director

Division of Dermatologic and Dental Drug Products
Center for Drug Evaluation and Research

Food and Drug Administration
9201 Corporate Blvd., HFD-540
2™ Floor North
Rockwville, MD 20850
RE: TELEPHONE AMENDMENT
NDA 50-741
, Clindoxyl™ Gel (clindamycin
( phosphate equivalent to 1% clindamycin

and 5% benzoyl peroxide)
Dear Dr. Wilkin:

Reference is made to our New Drug Application for Clindoxyl™ Gel (clindamycin phosphate
equivalent to 1% clindamycin and 5% benzoyl peroxide).

Reference is also made 10 FDA’s 26 June 2000 telephone request for a financial disclosure

- certification for-designatec studies and for information specific to' th®assessment of safety and
effectiveness of Clindoxyi Gel in pediatric patients.
We are here providing the requested information specific to financial disclosure and the
assessment of safety and e:fectiveness in pediatric patients.

Following please find completed form FDA 3454 specific to Study No. 136: A Multicenter,
Double-Blind Clinical Comparison of the Efficacy and Safety of Clindoxyl Gel, Clindamycin
Gel, and Benzoyl Peroxide Gel in the Once Daily Treatment of Acne Vulgaris for 11 Weeks;
Study No. 158: A Multiceater, Double-Blind Clinical Comparison of the Efficacy and Safety
of Clindoxyl Gel, Clindamvcin Gel, Benzoyl Peroxide Gel, and Vehicle Gel in the Once Daily
Treatment of Acne Vulgars for 11 Weeks; as well as Study No. 157: A Clinical Evaluation of
the Potential of Clindoxy Gel for Inducing Contact Sensitization.

Also following please find pediatric use information in accordance with the provisions of 21 CFR
[ 314.55.
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Telephone Amendment July 14, 2000 o
NDA 50-741 Page 2 of 2

We are here requesting a partial waiver of the requirements of assessment for pediatric use with
respect to the specific pediatric age groups including bigh up to 12 years (neonates. infants and
children) in accordance with the provisions of 21 CFR 314.55(c)(3).

We look forward to your review.

Sincerely,
STIEFEL LABORATORIES. INC.

TG (ot
Mary JaneTarr
Senior Manager
Regulatory Affairs

APPEARS THIS WAY
- ON ORIGINAL -3
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Research in Dermatology

STIEFEL LABORATORIES, INC., OAK HiLL, NY 12460 « TEL. 518-239-6901 » F}

2 G@ﬁilﬂ,é‘ﬁé}

’D .%i
YLO.3 oo
42 4564 p0 :

NDA ORIG AMENDMENT

* June 29, 2000 R
LN
Jonathan K. Wilkin, M.D. e
Director
Division of Dermatologic and Dental Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration B M
9201 Corporate Blvd., HFD-540
2™ Floor North
Rockville, MD 20850
RE: TELEPHONE AMENDMENT
NDA 50-741
Clindoxyl™ Gel (clindamycin
phosphate equivalent to 1% clindamycin
and 5% benzoyl peroxide)
Dear Dr. Wilkin:

Reference is made to our New Drug Application specific to Clindoxyl™ Gel (clindamycin
phosphate equivalent to 1% clindamycin and 5% benzoyl peroxide).

Reference is also made to FDA’s 26 June 2000 telephone request-spgcific to providing a
tabulation of the number of subjects and severity of the local effects of erythema, peeling,
burning and dryness for each treatment group for studies #156 and #158; financial disclosure
certification; and information specific to the assessment of safety and effectiveness in pediatric
patients.

We are here providing the requested tabulation of the number of subjects and severity of the local
effects of erythema, peeling, burning and dryness for each treatment group for studies #156 and
#158 via this Telephone Amendment to the NDA.

Information specific to financial disclosure and the assessment of safety and effectiveness in
pediatric patients will follow at an early date.

ORIGINAL
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June 29, 2000
Page 2 of 2

Please note that we have provided the incidence of the local effects, erythema, peeling, burning
and dryness for during treatment, as requested, and, due to the relative incidence prior to
treatment — we have also provided the incidence of the referenced local effects before treatment.

We look forward to your review.

Sincerely,
STIEFEL LABORATORIES, INC.

MG e Camn
Mary Jane\%arr
Senior Manager
Regulatory Affairs

APPEARS THIS WAY
ON ORIGINAL
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Research in Dermatology

STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 « TEL. 518-239-6901 » FAX. 518-239-6341
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June 20, 2000

Jonathan K. Wilkin, M.D.

Director

Division of Dermatologic and Dental Drug Products
Center for Drug Evaluation and Research

Food and Drug Administration

9201 Corporate Blvd., HFD-540

2" Floor North ’

Rockville, MD 20850

RE: TELEPHONE AMENDMENT
NDA 50-741
Clindoxyl™ Gel (clindamycin
phosphate equivalent to 1% clindamycin
and 5% benzoyl peroxide)

Dear Dr. Wilkin:

Reference is made to our New Drug Application specific to Clindoxyl™ Gel (clindamycin
phosphate equivalent to 1% clindamycin and 5% benzoyl peroxide).

Reference is also made to FDA’s 20 June 2000 telephone request specific to providing a
tabulation of the overall incidence and maximum seventy of the local effects of erythema,
dryness, burning and peeling for studies #156 and #158. —a

We are here providing the requested information via this Telephone Amendment to the NDA.
We look forward to your review.

Sincerely,
STIEFEL LABORATORIES, INC.

R
. N L. . . .
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Mary Jane ngr
Senior Manager
Regulatory Affairs
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Research in Dermatology

STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 « TEL. 518-239-6901 » FAX. 518-239-6341

May 2, 2000
Jonathan K. Wilkin, M.D.
Director
Division of Dermatologic and Dental Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration INA NTIE A !\"i;ND:\ﬂ. ENT
92601 Corporate Blvd., HFD-540 NDA hbs Aviciul
2™ Floor North
Rockville, MD 20850 ‘B c

RE: Facsimile Amendment
NDA 50-741
Clindoxyl™ Gel (clindamycin
phosphate equivalent to 1% clindamycin
and 5% benzoyl peroxide)

Dear Dr. Wilkin:

s N

Reference is made to our New Drug Application specific to Clindoxyl™ Gel (clindamycin
phosphate equivalent to 1% clindamycin and 5% benzoyl peroxide).

Reference is also made to FDA’s 27 April 2000 facsimile communication requesting additional
chemistry related information. :

We are here responding to FDA’s 27 April communication via this Facsimile Amendment to the
NDA.

. S . -3
Our response is numerically keyed to FDA’s comments for ease of review. Additional supporting
data is alsd included in the submission as required. ‘

FDA Comment

1. It is unclear in the subminted CMC documents whether e zlindamycin
phosphate was the only clindamycin phosphate used in all Phase III pivotal
clinical trials and preclinical studies. Please provide a summary table listing
which clinical trials and preclinical studies used either the _ =7

clindamycin phosphate by lot or batch number and by formulation numbers.

Stiefel Response

Please find enclosed a summary table referencing the source of clindamycin phosphate
for all clinical and preclinical trials included in the application.
ORIGINAL
CORPORATE OFFICES: 255 ALHAMBRA CIRCLE. CORAL GABLES. FLORIDA 33134
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FDA Comment

-

2. An explanation why ~— the primary clindamycin phosphate supplier, 1s
being replaced with the o , material.

Stiefel Response

As of May 1998, » discontinued production of clindamycin

phosphate drug substance.

’

However, as noted in our 13 April 2000 Telephone Amendment, we have retained a
quantity of —— . clindamycin phosphate drug substance sufficient to produce
approximately six (6) production batches of Clindoxy! Gel.

All subsequent commercial production of Clindoxyl Gel will utilize clindamycin
phosphate, USP produced by ~—

FDA Comment
3. A table listing ~—  clindamycin phosphate specifications which include
specific impurity hmits. These data appeared scattered throughout the

submission and difficult to identify.

Stiefel Response

Enclosed please find Raw Material Tests and Specifications for Clindamycin Phosphate
produced by = : Pharmaceuticals. (Please also refer to Volume 2 of 32; page 058
of our March 3, 2000 Major Amendment to NDA 50-741).

We look forward to your review.

Sincerely,
STIEFEL LABORATORIES, INC.

TN oaadoou (om

SN . Mary Jane4s:
Senior Manager
' Regulatory Affairs

APPEARS THIS WAY
ON ORIGINAL



Research in Dermatology

STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 *» TEL. 518-239-6901 ¢
May 1, 2000

Director

Division of Dermatologic and Dental Drug Products
Center for Drug Evaluation and Research

Food and Drug Administration

9201 Corporate Blvd., HFD-540 L
2™ Floor North !,YUI-_\‘ g funL.t\UN}
Rockville, MD 20850 -
RE: Facsimile Amendment
NDA 50-741
Clindoxyl™ Gel (clindamycin
E < phosphate equivalent to 1% clindamycin

and 5% benzoy! peroxide)
Dear Sir/Madam:

Reference is made to our New Drug Application specific to Clindoxyl™ Gel (clindamycin
phosphate equivalent to 1% clindamycin and 5% benzoy! peroxide).

Reference is also made to FDA’s 26 April 2000 facsimile request for the submission of Statistical
Reports of Studies 156 and 158 in electronic format, and SAS data sets, data dictionary, and
programs for the primary efficacy analysis in referenced studies.

We are here responding to FDA’s 26 April communication via this Facsimile Amendment to the
NDA.

Enclosed please find the above requested information, on diskette in PC-SAS, unzipped transfer
format, asrequested. =

Please note that a hard copy is provided specific to an Index of Files and Stiefel Research
Institute, Inc. Research Guideline for Clinical Data Entry for each of the above referenced
studies. along with other pertinent information. -

We look forward to your review. O DI A A L

i \ U‘ N
Sincerely,
STIEFEL LABORATORIES, INC.
—\ VAU ([ 2N
Mary JaneLCarr
Senior Manager
( ’ Regulatory Affairs

001

CORPORATE OFFICES. 255 ALHAMBRA CIRCLE. CORAL GABLES. FLORIDA 23134
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t Research in Dermatology

STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 « TEL. 518-239-6901 » FAX. 518-239-6341

April 13, 2000

Director

Division of Dermatologic and Dental Drug Products

Center for Drug Evaluation and Research -
Food and Drug Administration ) -
9201 Corporate Blvd., HFD-540 OFIG

2" Floor North Nui Set. ;.:.J‘J.acfﬂ
Rockville, MD 20850

RE: Telephone Amendment g G
NDA 50-741
Clindoxyl™ Gel (clindamycin
phosphate equivalent to 1% clindamycin
and 5% benzoyl peroxide)

Dear Sir/Madam:;

Reference is made to our New Drug Application specific to Clindoxyl™ Gel (clindamycin
{ phosphate equivalent to 1% clindamycin and 5% benzoyl peroxide).

Reference is also made to FDA’s 12 April 2000 telephone request for clarification on the source
of supply specific to clindamycin phosphate, USP drug substance.

We here confirm initial production batches of Clindoxyl Gel will utilize clindamycin phosphate,
USP drug substance produced - prior to their May 1998 discontinuance - bv ~—

. <

- - S
As a matter of mterest, we have purchased a quantity of ——  clindamycin phosphate, USP to
support = e~ o i » of Clindoxyl Gel.

All subsequent commercial production of Clindoxyl Gel will utilize clindamycin phosphate, USP
produced by = —o

We look forward to your review.

Sincerely,
STIEFEL LABORATORIES, INC.

ORIGINAL - ~Thapane Cam

Mary Jane
Senior Manager
Regulatory Affairs

CORPORATE OFFICES: 255 ALHAMBRA CIRCLE, CORAL GABLES, FLORIDA 33134
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Research in Dermatology

STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 » TEL. 518-239-6901 « FAX. 518-239-6341

April 4, 2000

NDA ORIG ANZNDLLK

’

Ms. Olga Cintron
Project Manager
Division of Dermatologic and Dental Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration B L
9201 Corporate Blvd., HFD-540

2™ Floor North, Room N248

Rockville, MD 20850

RE: NDA 50-741
Clindoxyl™ Gel (clindamycin
phosphate equivalent to 1% clindamycin
and 5% benzoy! peroxide)

Dear Ms. Cintron:

Reference is made to our New Drug Application specific to Clindoxyl™ Gel (clindamycin
phosphate equivalent to 1% clindamycin and 5% benzoyl peroxide).

Reference is also made to FDA’s 3 April 2000 telephone request for draft labeling on diskette in
Word format.

We are here providing draft labeling on diskette in Word format, as requested.
. Please note that a hard copy of subject labeling is also provided. -~ s
We look forward to your review.

Sincerely,
STIEFEL LABORATORIES, INC.

B A Ve P Y va\
ORIGINAL = leisesd®

Regulatory Affairs

CORPORATE OFFICES: 255 ALHAMBRA CIRCLE, CORAL GABLES, FLORIDA 33134
ATLANTA, GEORGIA « RENO, NEVADA « ROCKVILLE, MARYLAND » BAYAMON. PUERTO RICO * BUENOS AIRES, ARGENTINA « CASTLE HILL. NSW, AUSTRALIA « BRUXELLES, BELGIUM « SAQ PAULO, BRAZIL » MONTREAL, CANAT
SANTIAGO, CHILE » BOGOTA, COLOMBIA » CAIRO, EGYPT = PARIS, FRANCE » OFFENBACHMAIN, GERMANY + ATHENS, GREECE « KOWLOON, HONG KDNG * AMSTERDAM, HOLLAND » DUBLIN & SLIGO, IRELAND « MILAN, ITA!
TOKYO, JAPAN « SEOUL. KOREA * MEXICO CITY, MEXICO » CASABLANCA, MOROCCO * LAHORE, PAKISTAN » LIMA, PERU » MANILA, PHILIPPINES « WARSAU POLAND » AMANORA PADTI IR o NIDONE SINRERNRE



Py

Research in Dermatology

STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 » TEL. 518-239-6901 « FAX. 5618-239-6341

March 3, 2000
Jonathan K. Wilken, M.D.
Director R TRID AT ’?“!"‘?s.'-';f:"
Division of Dermatologic and Dental D}-t‘u'g".}}bdhcfi S R “"NT
Office of Drug Evaluation V A z
Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane, HFD-540 i
Rockville, MD 20857 RRELE
RE: MAJOR AMENDMENT to NDA 50-741
Clindoxyl Gel (clindamycin phosphate
equivalent to 1% chndamycin and 5% bezoyl
peroxide)
Dear Dr.Wilken:

Reference is made to our New Drug Application dated May 3, 1996, received at FDA May 14,
1996, specific to Clindoxyl Gel (clindamycin phosphate equivalent to 1% clindamycin and 5%
benzoyl peroxide). .

{ Reference is also made to FDA’s not approvable communications dated May 14, 1997 and
January 30, 1998 and to the February 20, 1998 telephone communication specific to corrective
actions required for subject NDA.

Reference is also made to FDA’s 9 March 1998 (draft) communication which restated the
essential elements of the above communications.

We are pleased to respond to the above communications via this MAJOR AMENDMENT and
recognize the flexibility and discretion FDA applied in the “Application Integrity Policy” by

- allowing us to proceed with the several studies referenced hereinsulgtantially as discussed
during our 12 February 1998 meeting with representatives of The Office of the Commissioner,
The Office of the Chief Counsel, The Center for Drug Evaluation and Research and numerous
additional Office and Division Staff.

Our response is generally keyed to the March 9, 1998 communication and includes, as
appropriate, additional points referenced only in the May 14, 1997 communication.

A. Chemistry

FDA Comment
1. An acceptable supplier of clindamycin phosphate should be identified and
referenced either by AADA, or DMF, including the appropriate letters of
authorization. Otherwise, the Sponsor is requested to submit full chemistry,
; manufacturing, and control (CMC) information pertaining to the
_Q.. ) manufacturing of bulk clindamycin phosphate.

CORPORATE OFFICES: 255 ALHAMBRA CIRCLE, CORAL GABLES, FLORIDA 33134
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Jonathan K. Wilken, M.D. March 3, 2000
Major Amendment to NDA 50-741 Page 2 of 5

Stiefe]l Response
We are submitting required documentation to support the use of clindamycin phosphate
supplied by «———

»

We are also submitting required documentation to support the use of clindamycin
phosphate, USP supplied by an alternate supplier. =~— =~

Np———

FDA Comment

2. ~— . stability data for each of three production lots of Clindoxyl Gel, as
stored under ambient (25°C/60% RH) condition. < 1 accelerated stability
data (40°C/75%RH) is also requested. These stability studies can be run concurrently
with nonclinical and clinical studies however, the Sponsor is advised of the definite
nisk they assume by initiating a pivotal trial before finalizing CMC stability issues.

Stiefel Response _

Following please find available accelerated (25°C/60%RH) and long-term (6°C/ambient
RH) stability data for each of three (3) production lots of Clindoxyl Gel which were
produced with clindamycin phosphate supplied by ——__

In addition — please find available accelerated and long-term stability data for each of
three (3) production lots of Clindoxyl Gel which were produced with clindamycin
phosphate supplied by «—wu

As a point of clarification specific to accelerated stability — please note that the
predominant storage condition for Clindoxyl Gel is under refrigerated conditions, with
post-dispensing storage at 15° to 30°C. We therefore consider 25°C/60%RH to be the
predominant accelerated station. We have, however, included 30°C and 40°C data in the
interest of completeness.

Also please note that all of the above referenced data is speci??c to Master Formula (MF)

— which is formulated to contair - of the preservative methylparaben as
originally communicated to FDA in our March 9, 1998 Information Amendment to IND
—~—__ Submission Senial No. 009.

Information concemning process control, in-process control and antimicrobial preservative
effectiveness test data is also submitted.

FDA Comment

3. Provide specification limits for all known degradation products of clindamycin in the
presence of benzoyl peroxide in the gel formulation. In addition, please include the
spectra for all principle degradation products in Clindoxyl Gel.

Stiefel Response
The regulatory specifications now incorporate limits for all known degradation products
of clindamycin in the presence of benzoyl peroxide in the gel formulation.
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Specifically ~—

o

~—

Spectra for the principle degradation products referenced above, as well as for -~
L~ are provided.

FDA Comment
4. Submit the chemical degradation pathway for impurities of Clindoxy! Gel.

Stiefel Response

Impurities that exceed or may exceed the reporting threshold of 0.1% of drug substance
include T

M -

Degradation pathways are here submitted. A development report specific to  ———
~— s also submitted.

Very recent development studies suggest thata «__ tentatively identified as
—_— , appears in some accelerated samples. If confirmed, information
on subject degradate will be submitted.

In a related issue, limits for related compounds were established based on the Benzoyl
Peroxide Gel, USP monograph while limits for related substances were established taking
into account the end-product (Gel) specifications here referenced.

B. Clinical

FDA Comment '

1. Conduct a single multicentered, adequate, well-controlled, study consisting of three
-arms:-Clindoxy] Gel vs. clindamycin vs. benzoyl peroxide®o demonstrate the
superiority of Clindoxy! Gel over both clindamycin alone and benzoy! peroxide
*alone.

Stiefel Response

We have conducted and here submit data from two multi-centered, adequate and well-

controlled studies with Clindoxyl Gel produced with clindamycin phosphate supplied by
— .. Each study, in our judgement, meets the proof of

effectiveness criteria generally established by FDA.

Sensitization data is also submitted which confirms that Clindoxyl Gel demonstrated a
sensitization potential comparable to single-entity benzoyl peroxide products.

C. Pharmacology/Toxicology

FDA Comment

1. Conduct a 12-week dermal toxicity study, preferably in minipigs, with the final
formulation stored for the allowed storage period. This study may be conducted
concurrently with the requested clinical study.
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,_/ Suiefe] Response
[ Aged and non-aged Clindoxyl Gel and vehicle gel were applied to Minipigs - =
Yucatan pigs for 90 days. The results of the study submitted herein suggest that

Clindoxyl Gel which has been aged for 60 days is nontoxic.

D. Biopharmaceutics

FDA Comment

1. There is no assessment of the degree or relatme nature of the in vivo percutaneous
absorption of clindamycin and benzoyl peroxide from Clindoxyl Gel. Prior to
resubmission, please provide an in vitro assessment of the percutaneous absorption of
both clindamycin and benzoyl peroxide from Clindoxyl Gel, Cleocin T Solution and
a single entity product of benzoyl peroxide. Provided that these in vitro studies show
that the rate and/or extent of in vitro percutaneous penetration is less than that of
Cleocin-T or the single entity benzoyl peroxide product, then in vivo bioavailability
testing will not be required. If such studies show enhanced percutaneous penetration
for the Clindoxy! Gel dosage form, then an assessment of the in vivo percutaneous
absorption of Clindoxyl Gel in man will be required. Please submit all proposed
protocols to the Agency for review and comment before study initiation.

Stiefe] Response

We have conducted an in vitro assessment of the percutaneous absorption of both
clindamyicn and benzoy! peroxide from Clindoxyl Gel, Cleocin-T Solution and a single
entity benzoyl peroxide product.

Data from the here submitted study conducted by ¥
suggests that the percutaneous absorption of clindamycin and benzoy! peroxide from
Clindoxyl Gel does not differ materially from the percutaneous absorption observed with
Cleocin-T Solution and with a single entity benzoyl peroxide product.

A study to assess the percutaneous absorption of Clindoxyl Gel in man has also recently
been performed and preliminary results are here submitted: $he study included
Clmdoxyl Gel (UK formula — substantially identical to the US formula) and Dalacin-T
Sélution (substantially identical to Cleocin-T Solution).

Available results suggest that the benzoyl peroxide component of the combination
product Clindoxyl Gel does not appear to increase the absorption of clindamycin
compared to a single entity product. The absorption of clindamycin sulfoxide was
negligible for both products (Clindoxyl and Dalacin).

E. Microbiology

FDA Comment

1. Please be aware that it is not possible to define the term “any other etiologic agent.”
The term, as written in the drug product specification, encompasses a very large
number of organisms. As written, it would not be possible to meet these criteria.



Jonathan K. Wilken, M.D. March 3, 2000
Major Amendment to NDA 50-741 Page 5 of §

Stiefel Response

The method “Microbial Quality of Nonsterile Products (BT-11)" term “any other
etiologic agent” has been modified to include more definitive terminology and is here
submitted.

»

FDA Comment

2. Antimicrobial preservative effectiveness testing should be performed on the first
three production lots of product as part of the stability protocol. At a minimum, this
testing should be performed initially and at product expiry. Please provide a
commitment to perform this testing.

Stiefe]l Response

We commit to performing antimicrobial preservative effectiveness testing on the first
three production lots as requested. Subject testing has been made a part of the submitted
stability protocol.

F. Phase 4

FDA Comment

1. If Clindoxyl Gel is unstable under conditons of storage or use, the Sponsor is
requested to conduct photocarcinogenicity studies with the proposed formulation
stored for its allowed storage penod.

2. Clindoxyl Gel should either be labeled as a promoter of carcinogenesis (based on
literature for benzoyl peroxide) or the Sponsor 1s requested to conduct an alternative
or traditional dermal carcinogenicity study with the final formulation to inform the
label.

Stiefel Response
We understand that the issue of potential carcinogenicity and/or photocarcinogenicity of
benzoyl peroxide has not been finally resolved and that Phase 4 studies may be needed.

—

We have as an interim measure, as with all benzoyl peroxide products, incorporated
required sun exposure warnings in the proposed labeling.

We look forward to your timely review of this submission.
Sincerely,

ST L RA ES, INC.

Wilha Nart Y *
Vice President
WAC:mjc
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DEPARTMENT OF HEALTH AND HUMAN SERVICES | Fom Approved: OMB No. 0910-0338
FOOD AND DRUG ADMINISTRATION S;Emtm Date: April 30, 2000
: OMB Statement on page 2.

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC,

OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federa! Regulations, 314 & 601)

APPUCANT INFORMATION

NAME OF APPLICANT . ] DATE OF SUBMISSION  »
Stiefel Laboratories, Inc.

TELEPHONE NO. (Inchude Arse Code) (305) 443-3800 FACSIMILE (FAX) Nuuur (inchude Ares Code) (305

and U.S. License number i previously issued): P Code, teiephone & FAX number) IF APPUCABLE

255 Alhambra Circle, Suite 1000 Avolicabl
Coral Gables, FL 33134 Not Applicable

APPLICANT ADDRESS (Number, Street, Cily, State. Country, ZIP Code or Mai Code, AUTHORIZED U.S. AGENT NAME & ADORESS (Mmber, Street, City, Stae,

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPUCATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (X previously issued) NDA 50-741

ESTABLISHED NAME (e.g., Proper name. | PROPRIETARY NAME (frade name) IF ANY : ™
Clindamycin Phosphale and Bcnz oyl Pero:ude Clindoxyl™ Gel
CHEMICAL/BIOCHEMICAL/BLOOD PROOUCTNAME {hny) Mty T-chiors 6.7, s-ndeoty 64 I-metiylram Lropy-2- | CODE NAME (W any)
»” pyranonde 24ditrydrogen phosphas) and berzoyl p one
DOSAGE FORM: (=, smms'ms anf-mye:.mn qT:nltﬂlo ™ ROUTE OF ADMINISTRATION: Topical
(PROPOSED) INDICATION(S) FORUSE: .
Acne Vulgans
APPLICATION INFORMATION
APPLICATION TYP.
(check one) NEW DRUG APPLICATION (21 CFR 314.50) O ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.84)
3 BIOLOGICS UCENSE APPLICATION (29 CFR part 601) .
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE  KIX505 (b)(1) 3 505 (b)(2) G so7
n: AN :‘Ngﬂ. OR AADA, IDENTIFY THE REFERENCE LISTED DRUG onouc:‘r THAT IS THE BASIS FOR THE SUBMISSION
. . Hoide ed Appilicalio . .
ame o one Not Applicable " of Approved Appfication Not Applicable
TYPE OF SUBMISSION
{(check one) [0 CRIGINAL APPLICATION XX] AMENDMENT TO APENDING APPLICATION . O RESUBMISSION
] PRESUBMISSION - - = {J ANNUALREPORT  ° 3 ESTABLISHMENT DESCRIPTION SUPPLEMENT [ SUPAC SUPPLEMENT
[0 EFFAICACY SUPPLEMENT [ LABELING SUPPLEMENT [0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT  [J OTHER
REASON FOR SUBMISSION .. :
Response to FDA communications dated March 9, 1998 (draft), May 14, 1997, and January 30, 1998.
PROPOSED MARKETING STATUS (check one) BXerescarmnon ProouCT ) [ OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMES SUBMITTED 32 THIS APPUCATIONIS XOL osaper I PAPER AND ELECTRONIC T~ ELECTROMIC
ESTABLISHMENT INFORMATION -

Provide locations of all manufacturing, packaging and control sites for drug substance and grug Drocuct {continuation sheets may be used if necessary). Incluge narne,
address, contact, teiephons number, registration number (CFN), DMF aumber, and manufactuning steps and/or type of testing (e.g. Finai dosage form, Stability lcsung)
conducted at tha site. Please indicate whether the site is ready for inspection or, f not, when it will be "eady.

See attached

Cross References (list related License Applications, INDs, NDAs, PMAs 510(k)s, IDEs, BMFs, and DMFs referenced in the current
application)

See attached

FORM FDA 356h (7/57)

Creamd by EX [ - 811 44)-205

PAGE 1
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This application contains the following items: (Check all that apply)

1. index

Labeling (check one) ¥ Dratt Labeling O Final Printed Labeling =

2
3. Summary (21 CFR 314.50 (c))
4

Chemistry section

efieRiefisae

A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601.2)

B. Samples (21 CFR 314.50(e) (1). 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (i). 21 CFR 601.2)

Nondiinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2). 21 CFR 601.2)

5| %

Human pharmacokinetics and bicavaiability section (e.g. 21 CFR 314.50 (d) (3). 21 CFR 601.2)

Clinical data section (e.g. 21 CFR 314.50 (d) (5). 21 CFR 601.2)

s
6
7. Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4))
8
9

Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi} (b), 21 CFR 601.2)

10. Statistical section (e.g. 21 CFR 314.50 (d) (6), 21 CFR 601.2)

. Case report tabuiations (e.g. 21 CFR 314.50 () (1), 21 CFR 601.2)

gIHE K

12. Case report forms {e.g. 29 CFR 314.50 {f) (2). 21 CFR 601.2) -

13. Patent information on any patent which dlaims the drug (21 U.S.C. 355 (b) or (c))

14. A patent certification with respect to any patent which claims the drug (21U.5.C 355 (b) (2) or (j) (2) (A))

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 (k)(1))

23 %

17. Field copy certification (21 CFR 314.50 (k) (3))

18. User Fee Cover Sheet (Form FDA 3397)

| 19. OTHER (Specity)

CERTIFICATION

1 agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
wamings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by reguiation or as
requestec by FDA. If this appiication is approved, | agree to comply with all applicable laws and regulations that apply to approved applications.
including, but not limited to the following:
Good manufacturing practice regulations in 21 CFR 210 and 211, 606, and/or 820.
Biologica! establishment standards in 21 CFR Part 600.
Labeling regulations in 21 CFR 201, 606, 610, 660 and/or 809.
in the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.
Regulations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.
Local, state and Federal environmental impact laws. '
i thus application applies to a drug product that FOA has proposed for scheduling under the Controllsd Substances Act | agree not to market the
product until the Drug Enforeement Administration makes a final scheduling decision.
The data and information in this sul ssoon have been review and, to the best of my knowledge are cemﬁed to be true and accurate.
arning: a Msfﬁ\ement criminal offense, U.S. Code, title 18, section 1001.

‘NowsLN -

ACORESS .S ireet. City. State, ang ZIP Coce)\., Route 145 P Telephone Number
Oak Hill. New York 12460 (518) 239-6901

sknaTURE RES SlBLE FFICIAL DR AGENT TYPED NAMEAND ITLE  William A. Carr, Jr. AT
Vice President ? N\ U\
A\

Public reporting burden for this collection of information is estimated to average 40 hours per response, including the time for reviewing
instructions. searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the coilection of

information. Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for recucing
this burden to:

DHHS. Reports Clearance Officer An agency may not conduct or sponsor, and a
Paperwork Reduction Project (0910-0338) person is not required to respond to, a collection of
Hubert M. Humphrey Building, Room 531-H information uniess it displays a currently vaiid OMB
200 independence Avenue, SW. control number.

Washington. DC 20201

Please DO NOT RETURN this form to this address.

FORM FDA 356h (7/97)
PAGE 2
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STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 » TEL. 518-239-6901 » FAX. 518- lq%k ““\@‘
'o("‘—?‘%—
S AN

Commissioner

Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

RE: NDA 20,722
Clindoxyl™ Gel

Dear Sir:

We are here submitting an Application to Market a New Drug for Human Use in accordance
with the provisions of 21 CFR §314.50.

_ Enclosed please find a completed form FDA 356h and supporting documentation for Clindoxyl™
~ Gel (clindamycin phosphate equivalent to 1% clindamycin and 5% benzoyl peroxide).

Please direct all communications concerning this application to:

Mr. William A. Carr, Inc.

Vice-President Regulatory
Affairs and Quality Assurance

Stiefel Laboratories, Inc.

Route 145, Oak Hill, NY 12460

Tel: (518)239-6901
' Fax: (518)239-8402
We look forward to FDA'’s timely review of this application.
Sincerely,

STIEFEL LABORATORIES, INC.

Willia Jrs T Al

m A. Carr, Jr.
Vice President
Regulatory Affairs and
Quality Assurance
WAC:cgw
CORPORATE OFFICES. 255 ALHAMBRA CIRCLE. SUITE 1000, CORAL GABLES, FLORIDA 33134
ATLANTA. GEORGIA « RENO, NEVADA + BUENOS AIRES. ARGENTINA - EPPING. AUSTRALIA » BRUXELLES, BELGIUM » GUARULHOS, BRAZIL » MONTREAL, CANADA + SANTIAGO. CHILE
BOGOTA. COLOMBIA - HIGH WYCOMBE. ENGLAND » NANTERRE . FRANCE + OFFENBACH AM MAIN. GERMANY « ATHENS. GREECE - SUGO. IRELAND » MILAN. ITALY

axr, TOKYO, JAPAN - SEQUL. KOREA + SAN JUAN DEL RIO. MEXICO * CASABLANCA. MOROCCO * LAHORE. PAKISTAN * MANILA. PHILIPPINES » AMADORA, PORTUGAL
AMON. PUERTO RICO * JURONG. SINGAPORE - JOHANNESBURG, SOUTH AFRICA MADRID. SPAIN + ZURICH, SWITZERLAND « TAIPE!, TATWAN » BANGKOK, THAILAND
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STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 » TEL. 518-239-5901 - FAX. 518-239-6341

’ 12 June 1996 ’,
Commissioner
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

RE:  NDA 50-741
Clindoxyl™ Gel :
{clindamycin phosphate equivalent

to 1% clindamycin and 5% benzoy]
peroxide)

Dear Sir/Madam:

We certify that to the best of

Institute, Inc., have not and wil
( subsection (a) or (b) [Section
support of this -

our knowledge Stiefel Laboratories,
I not use in any capacity
306(a) or (b)] of the Fed
or any other - New Drug Application.

Inc, and Stiefel Research
the service of a person debarred under
eral Food, Drug and Cosmetic Act, in

Further, we certify that to t

he best of our knowledge neither Stiefel Laboratories,
Research Institute, Inc., no

Inc,, or Stiefel
T any affiliated persons have been convicted under 30

6(a) or (b).
Sincerely,
L@L LABC@OEES\IN .
' ~ =3 Sl
' William A. Carr, Jr. :
: Vice President
Regulatory Affairs and
2 Quality Assurance
b ATWG OO ETED ¢
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STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 « TEL. 518-239-6901 * FAX. 518-239-6341

12 june 1996
Commissioner
Food and Drug Administration
5600 Fishers Lane

.Rockville, MD 20857
RE: NDA 5741
Clindoxyl™ Gel
(clindamycin phosphate equivalent
to 1% clindamycin and 5% benzoyl
peroxide)
Dear Sir/Madam:

This letter will serve to confirm that all clinical data and all safety data has been submitted for -
Study #150, Study # 151, and Study #152. The data was included in the original New Drug
. Application for Clindoxyl™ Gel (clindamycin phosphate equivalent to 1% clindamycin and 5%
{ benzoyl peroxide).

Please note that the "completed” status of subject studies was previously reported in the
Integrated Summary of Safety Information, Item 8.H., Volume 1.16, page 221 of NDA 50-741.

Sincerely,

William A. Carr, k.
Vice President

' Regulatory Affairs and
Quality Assurance

1
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14 June 1996

Commissioner

Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

RE: AMENDMENT
NDA 50-741
Clindoxyl™ Gel
(clindamycin phosphate equivalent
to 1% clindamycin and 5% benzoyl
peroxide)

Dear Sir/Madam:

We are here submitting a hard copy of our Amendment to New Drug Application for
Clindoxyl™ Gel (clindamycin phosphate equivalent to 1% clindamycin and 5% benzoyl peroxide)
(facsimile transmission - dated 13 June 1996).

Sincerely,
FEL LABORATORIES, INIC
LG QO
~ SN A T
-- : William A.Cétr, Jr.
Vice President ‘

Regulatory Affairs and
Quality Assurance

WAC:mjt

CORPORATE OFFICES: 255 ALHAMBRA CIRCLE. SUITE 1000. CORAL GABLES. FLORIDA 33134
ATLANTA. GEORGIA + RENO. NEVADA « BUENOS AIRES, ARGENTINA » EPPING. AUSTRALIA » BRUXELLES. BELGIUM * GUARULHOS. BRAZIL » MONTREAL. CANADA * SANTIAGO. CHILE
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STIEFEL LABORATORIES, INC., CAK HILL, NY 12460 * TEL. 518-239-6901 *» FAX. 518-239-6341

HDA CRIG AMENDMENT ’
19 June 1996

-».
Food and Drug Administration ‘
Division of Dermatologic and
Dental Drug Products
9201 Corporate Blvd.
2nd Floor North, HFD-540
Rockville, MD 20850
RE: AMENDMENT
NDA 50-741

Dear Sir/Madam

We are here submitting an Amendment to New Drug Application for Clindoxyl™ Gel
(clindamycin phosphate equivalent to 1% clindamycin and 5% benzoyl peroxide) to provide
Antimicrobial Preservative Effectiveness ‘raw data” for the above referenced product in
accordance with FDA’s 18 June 1996 telephone request.

r. William A. Camr, Jr. ™\

K,k
Vice President

- : Regulatory-Affairs and
Quality Assurance

incerely,
S

1@\5};}51, LA RIS, INC.
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STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 * TEL. 518-239-6901 « FAX. 518-239.6341

4

24 June 1996

‘Director .
Division of Dermatologic and -

% FO8 g3
Dental Drug Products %“‘ /;(/‘7

Food and Drug Administration RECD
9201 Corporate Blvd. _
2nd Floor North, HFD-540 JUN 2 51996
Rockville, MD 20850 . &
» HFD- ~
RE:  NDA 50741 gy a1
‘Dear Sir/Madam:
. We confirm that Stiefel Laboratories, Inc. and Stiefel Research Institute, Inc. referenced in NDA
( - 50-741 relative to the manufacture and testing, respectively, of Clindoxyl™ Gel are ready for
" inspection by the U.S. Food and Drug Administration.
Sincerely,

( DTS £TE
Y- et - Bkinbd —

FEL LABORAT S, 1

William A. Carr, Jr.
Vice President
Regulator‘y Affairs and

o ‘ Quality Asstirance

WAC:mijt
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D
24 June 1996 Earviowa ooe, =7on
Director :
Division of Dermatologic and SRS ACTON
Denta] Drug Products ‘ L errin Tval Do
Food ang Drug Administration =
9201 Corporate Blvd. : ‘ DTS
2nd Floor Notth, HFD. s et e
Rockville, Mp 20850 o
RE AMENDME
NDA 50.74;
Dear Sir/ Madam
- We are here Submitting ap Amendment to New Drug Application for Ch’ndoxy]"' Gel
{ (ch’ndamycin Phosphate €quivalent tg 14 c]indamycin and 59 benzoyl Peroxide) specific to
\ FDA's 24 June 1994 telephone request for confirmation of the inspectiona] readiness of oyy Oak
Hill, New York facilities. :
Sincerely,
i ST . LAB
AN
Mr. William A
Vice President
Regu}atory Affairs ang
. T : Quahty Asstimince
WAC:mjt
TE OFFIcE, 255 ALHAMBRA CIRCLE, SUITE o0 COl GABLES FLORIDA 33 34
ATIANM.GEO:G“ RENQ, NEvap, Buenosuass ARGENTINA EPPING. aus iA BRUXELLES s&e:uu-sumuwos, 1 'L« MONTREA[ CANADA SaNTIAGO CHILE
°°G°T A- COLOMBIA « 4y BE. £ 0+ NANTERRE mmcs-orrsNBAcnm MAIN, GERMANY « ATngng. GREECE . 5,60 "RECAND « Mitan rrary
aay, OOKYO.JAPAN-SEOUL_ KOREA JUAN DEL gy, MEXICO . LANCA, MOROCCO « Lanong PAKISTAN « Maw A PHILIPPINES « sppap0, PORTUGAL
AMON. PugaTo RiCo - mamowG, 5 . ESBURG, SOUTH AFRICA « mapmip, SPAIN - 2URICH. swrrzg, LAND - Taipe; yamya
ST ST ST

R
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Research in Dermatology NEW CORRESPONDENCE

STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 -~ TEL. 518-239-6901 » FAX. 518-239-6341

24 June 1996 ’

Director

Division of Dermatologic and ‘-
Dental Drug Products

Food and Drug Administration

9201 Corporate Blvd.

2nd Floor North, HFD-540

Rockville, MD 20850

RE: AMENDMENT
NDA 50-741

Dear Sir/Madam:

This letter is to confirm that a true copy of our Amendment to New Drug Application for
Clindoxyl™ Gel (clindamycin phosphate equivalent to 1% clindamycin and 5% benzoyl peroxide)
specific to FDA’s 24 June 1996 telephone request has been submitted to Buffalo District Office,
U.S. Food and Drug Administration, as specified at 21 CFR §314.60(c).

Sincerely,

leham A. Carr Jr.
-~ : Vice President
Regulatory Affairs and
' Quality Assurance

MPLETED

\’VAC;rnjt F-\ﬂEWSGO
CSO ACTION:
Therer LINAL RN
HmTALS DATE }
Nt =TT e
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Research in Dermatology

STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 « TEL. 518-239-6901 » FAX. 518-239-6341

»

NEW CORRESPONDENCE,, | 1006

Director

Division of Dermatologic and
Dental Drug Products

Food and Drug Administration

9201 Corporate Blvd.

2nd Floor North, HFD-540

Rockville, MD 20850

RE: AMENDMENT
NDA 50-741

Dear Sir/Madam

We are here submitting a “hard copy’ of our facsimile communication dated 24 June 1996 which
consisted of an Amendment to our New Drug Application for Clindoxyl™ Gel (clindamycin
phosphate equivalent to 1% clindamycin and 5% benzoyl peroxide) specific to FDA’s 24 June
1996 telephone request for confirmation of the inspectional readiness of our Oak Hill, New York
facilities.

Sincerely,
STI

L ABORATORIE ,INQ

At~ ) \,’\/J
Mr. William A. Carr, Jr. N
-- : Vice President

Regulatory Affairs and
Quality Assurance

WAC:mit

CORPORATE OFFICES: 255 ALHAMBRA CIRCLE, SUITE 1000. CORAL GABLES. FLORIDA 33134
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August 1, 1996 Ls—

L ﬁ:r"ﬁ!rravT’
P

v

Commissioner

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857 -.

RE: Amendment to NDA 50-741
Clindoxy!™ Gel

Dear Sir:

We are here submitting an amendment to our pending NDA for Clindoxyl™ Gel (clindamycin
phosphate equivalent to 1% clindamycin and benzoyl peroxide 5%).

Reference is made to FDA’s 24 July 1996 communication specific to the above referenced NDA.

Reference is also made to FDA’s 30 July 1996 telephone communication requesting a partial
response upon completion of each comment relative to point 4 of the 24 July communication.

This amendment is specific to point 4 of the 24 July communication - WP text on diskette.

Please find following the diskette with WP text of the technical reports: Vol. 1.18 pp 008-029; vol
1.20 pp. 010-040; vol 1.23 pp. 011-043.

Our response to points 1 through 3, and the remainder of point 4 will follow under separate
cover when available.

We-look forward to-your timely review of this submission. T

! ,;,T'T“'““ S Sincerely, '
PO gy Tm"“*‘-'—=~.-_} S EL LAB@C\C]’E‘% INC.
Ty PO NS

Pl ; William A. Carr, Jr.

,’ B F T 4 Vice President

i - Cf Regulatory Affairs and

L CREN T Quality Assurance

WAC:mjt

CORPORATE OFFICES: 255 ALHAMBAA CIRCLE, SUITE 1000. CORAL GABLES. FLORIDA 33134
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a community’s solid waste management system which may include landfills,
incineration, and recycling, although minimal quantities may be disposed of in the sewer
system.

FDA Comment (point 4)

Total lesion count should be included as a primary efficay variable. Therefore, the
applicant must provide efficacy analyses tables for the total lesion count, similar to those
for inflammatory lesion count. In addition, the applicant should provide SAS (release
6.10) programs used to generate basic tables and figures. Also, diskettes with WP test
of the technical reports: vol. 1.18 pp. 008-029; vol. 1.20 pp. 010-040; vol. 1.23 pp. 011-043.
Moreover, the applicant should investigate why site 152B" produced unexplainable
efficacy results. This information should be provided to the Agency.

Stiefel Response
Total lesion count has been analyzed as requested. Please refer to vol. 2 of 4 and vol. 3
of 4 of this submission.

SAS programs are also here included. Please refer to vol. 4 of 4 of this submission.

Diskettes with WP text have been submitted to the Agency, as required (Amendment to
NDA 50-741 dated August 1, 1996).

The unexplainable efficacy results of Study 152B have been thoroughly investigated, but
no answer could be found as to why the results were so much different than the other
6 study sites. There were no mix ups in labeling the medications since our labeling
logsheets and related monitoring and control procedures document that the medications
were properly labeled. The investigator’s staff provided the correct medication to each
patient as documented on the Medication Log of each patient’s case report form. At least
two monitors were present on site at critical stages of the study (pre-investigation, at
study initiation, during the middle of the study, and at the final study visit) and no
protocol or other deviations were observed that would have accounted for these
divergent results. This study was conducted from Fall to Winter like most other sites and
had a patient population with demographics similar to other sites although the patients
at site 152B did tend to have lower non-inflammatory lesion counts and a higher
incidence of facial erythema at baseline than at otheresites. None of the above
information provides evidence of why the benzoyl peroxide products were less effective
at this site. Perhaps some unknown pattent or investigator bias may be involved or the
results are due to chance alone.

We look forward to your timely review of this submission.

Sincerely,

f STIE é_LABORAGUES C.

L WA P
William A. Carr, Jr.
Vice President
Regulatory Affairs and
Quality Assurance

WAC:mijt

002
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Research in Dermatology

STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 « TEL. 518-239-6901 + FAX. 518-239-6341

September 27, 1996
Director
Division of Dermatologic and
Dental Drug Products, FDA »
9201 Corporate Blvd.
2nd Floor North NEW CORRESPONDENCE
Rockville, MD 20850
RE: Amendment to NDA 50-741
Clindoxyl™ Gel
(clindamycin phosphate equivalent to 1%
: clindamycin and 5% benzoyl peroxide)
Dear Sir:

Reference is made to our pending New Drug Application for Clindoxyl™ Gel (clindamycin
phosphate equivalent to 1% clindamycin and 5% benzoyl peroxide).

Reference is also made to FDA’s 26 September 1996 telephone communication speaﬁc to the
submission of labeling on diskette for the above referenced NDA.

We are here responding to FDA’s 26 September communication via an Amendment to our
pending NDA in accordance with the provisions of 21 CFR 314.60(a).

Please find enclosed the original ‘hard copy’ of draft labeling, which retains the original
pagination (NDA 50-741, vol. 1.3, pp. 408-417) and labeling on diskette (WP 6.1) as requested.

Please note that graphic characters could not be incorporated into diskette format. These
characters, which include individual tube layout (p. 409), individual carton layout (p. 412), and
structural formulas (p. 413), are not included in the diskette copy.

Also as directed, the archival copy of this submission will contaigf only hard copy of labehng,
a desk copy of this submission will contain both hard copy and d15kette, and neither a review
copy or a field copy is included as part of this submission.

We lock forward to your timely review of this submission.

REVIEWS COMP_="2 o
S0 ACTION: ]
[emer ixvcs Tiimso Vice President
Les I8 : Regulatory Affairs and
: ; ality Assurance
WAC-nACSONTALS DATE { Quality
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Research in Dermatology

STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 « TEL. 518-239-6901 + FAY _&818-2358-6341

Joseph Pierro, M.D.

Food and Drug Administration

Division of Scientific
Investigations, HFD 344-CIB

7520 Standish Place, Room 125

Rockville, MD 20855 \
RE:  General Correspondence to V7 {
Clinical Investigational Branch ! D\\
NDA 50-741 \
Clindoxyl™ Gel | N,
Dear Dr. Pierro: s:?

In accordance with your telephone request of 25 September 1996 please find followii.g
information specific to our New Drug Application for Clindoxyl™ Gel (clindamycin phosphate
equivalent to 1% clindamycin and 5% benzoyl peroxide).

( ’ Specifically, information requested, separated by key sites 150, 151B, and 152A, include the

following:

~ List # enrolled, completed, dropped out, evaluated P ,‘ A ¢
List of premature withdrawals and reason e 1
List of protocol violations e e
List of all adverse events SN —
List of random code #'s and start date L iETeR s
Line listing of key efficacy variables . —

CROMNTALS '-‘_;._.'_-. .
" This correspordence is complete in one (1) volume. ey e i

+

Sincerely,
f  SPEFEL LABOR

4 !

NCAMA L
William A, Carr, Jr.
Vice President
Regulatory Affairs and
Quality Assurance

WAC:mit

cc: Kevin Darryl White, M.B.A.
(“ ) US. Food and Drug Adminitration

Cover letter
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Research in Dermatology

STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 ¢ TEL. 518-239-6901 *» FAX. 518-239-6341

NEW COPRESPONDENCE
January 31, 1997 “

Director

Division of Dermatologic and
Dental Drug Products

Food and Drug Administration

9201 Corporate Blvd.

2nd Floor North, HFD-540

Rockville, MD 20850

RE: TELEPHONE AMENDMENT
NDA 50-741 '
Clindoxyl™ Gel
Dear Sir/Madam

Reference is made to our New Drug Application, NDA 50-741, for Clindoxyl™ Gel (clindamycin
phosphate equivalent to 1% clindamycin and 5% benzoyl peroxide).

Reference is also made to FDA's January 24, 1997 request for information on diskette.

We are here submitting a Telephone Amendment specific to FDA’s January 24 telephone request.
Please find enclosed three separate diskettes (WP 6.1) to include one diskette with clinical
summary information (volume 1.1) as well as a separate diskette with clinical trial protocols

(#9401, #9405, #9406) and a third diskette with unannotated package insert copy.

A total of six (6) sets of the referenced diskettes are submitted to jnclude two "Desk Copy" sets
forwarded directly to Mr. K.D. White. -

This submission is complete in one.(1) volume, not including copies which are also included as

P s
requifedaews conr 27e

: - o p Sincerely,
S Co0ACHON. t . STIER] BQRATORIES, INC.
Iqorrees Thvet Dlomn \ \
) i ! AL e\
T -f William A. Carr
. WTE ,
.‘E?d de'.s. . E Yl Vice President

Regulatory Affairs and
Quality Assurance
WAC:mjt
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~  Research in Dermatology

STIEFEL LABORATORIES. INC., OAK HILL, NY 12460 ¢ TEL. 518-239-6901 * FAX. 518-239-6341

May 5, 1997

Food and Drug Administration

Division of Dermatologic and

Dental Drug Products

9201 Corporate Blvd.

2ndé Floor North, HFD-540

Rockville, MD 20850

RE: AMENDMENT

NDA 50-741
Clindoxyl™ Gel

(clindamycin phosphate equivalent
to 1% clindamycin and 5% benzoyl
peroxide)

( Dear Sir/Madam

We are here submitting an Amendment to New Drug Application for Clindoxyl™ Gel
{clindamycin phosphate equivalent to 1% dindamycin and 5% benzoyl peroxide). J

Enclosed please find a debarment statement - with no qualifying statements - in accordance with
with FDA’s 3 May 1997 telephone request.

Sincerely,
| | k @
' William A. Carr, Jr.
Vice President

7 v
W ACm]t "'t! lr-x“S CJIJ"’ —TcD

ISNEE Yory
v»-. & le“

L [ras Oiszro

w e DATE
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Rcsearch in Dermatology

STIEFEL LABORATORIES, INC., OAK HILL, NY 12465 + TEL. 578-239-6901 ¢« FAX. 518-238-6341

Food and Drug Administration

Division of Dermatologic and
Dental Drug Products

9201 Corporate Blvd.

2nd Floor North, HFD-540

Rockville, MD 20850

RE: AMENDMENT
NDA 50-741
Clindoxyl™ Gel
(clindamycin phosphate equivalent
to 1% clindamycin and 5% benzoyl
peroxide)

Dear Sir/Madam
This letter is to confirm that a true copy of our Amendment to New Drug Application for
Clindoxyl™ Gel (clindamycin phosphate equivalent to 1% clindamycin and 5% benzoyl peroxide)
has been submitted to Buffalo District Office in accordance with the provisions of 21 CFR
314.60(a).

Sincerely,

FEL LABFRAT ESNN
By

William A -Gatr, Ir.

Vice President

APPEARS THIS WAY
ON ORIGINAL
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Research in Dermatology

STIEFEL LABORATORIES. INC., OAK HILL, NY 1246 « TEL. 518-239-6901 ¢« FAX. 518-239-6341

May 5, 1997

Food and Drug Administration

Division of Dermatologic and
Dental Dnig Products

9201 Corporate Blvd.

2nd Floor North, HFD-540

Rockville, MD 20850

RE: DEBARMENT STATEMENT
NDA 50-741

Dear Sir/Madam

We certify that Stiefel Laboratories, Inc., and Stiefel Research Institute, Inc., have not and will
not use in any capacity the service of a person debarred under subsection (a) or (b) [Section
306(a) or (b)] of the Federal Food, Drug and Cosmetic Act, in support of this - or any other -
New Drug Application.

Further, we certify that neither Stiefel Laboratories, Inc., or Stiefel Research Institute, Inc., nor
any other affiliated persons have been convicted under 306(a) or (b).

Sincerely,

STIEFEL LABORATJORIES, {NC.

gkg’- A.k& ! \

) William A. Carr, Jr. Y
) T ' Vice President v
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Form Approved: OMB No. 0910-0338

et Lt

%

DEPARTMENT OF HEALTH AND HUMAN SERVICES * 1 Expiration Date: April 30, 2000
FOOD AND DRLUG ADMINISTRATICN i See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC P ——
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federai Regulations, 314 & 601)
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
Stiefel Laboratories, Inc. February 22, 2002 ,
TELEPHONE NO. (Inciude Area Code) FACSIMILE (FAX) Number (inciude Area Code)
(305) 443-3800 (305) 443-3467
APPLICANT ADDRESS {Number, Street, City, State, Country, ZIP Code or Mai Coc'e, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
and U.S. License number if previously issued): - R ZIP Code telephone & FAX number) iF APPLICABLE
255 Athambra Circle, Suite 1000 ’ Not Applicable
Coral Gables, FL 33134

PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER. OR BIOLOGICS LICENSE APPLICATION NUMBER (X previously issued) NDA 50-741
ESTABLISHED NAME (e.g.. Proper name, USPAISAN name) PROPRIETARY NAME (trade name) IF ANY

Clindamvein Phasnhate and Benzovi Peroxide Clindoxv™ Tonical Ge

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME //f any) Methyl 7-chioro-6.7.8-trideoxy-6-(-methy--trans-4- CODE NAME (if any)
propyl-L-2-pyrrolidinecarboxamido)- 1-thio-L -threc-a-D-galacto-octopyranoside 2-{dihydrogen phosphate) and benzoy! Not Applicable

rerryidse

DOSAGE FORM: Ge! STRENGTHS Clindamycn phosphate equivalent to | ROUTE OF ADMINISTRATION: Topical
1% clindamycin and 5% benzoyl peroxide

(PROPOSED) INDICATION(S) FOR USE:  For treatment of the inflammatory lesions of acne vuigaris.

APPLICATION INFORMATIONT

APPLICATION TYPE
(check one) I NEW DRUG APPLICATICN (21 CFR 314.50) ] ABBREVIATED APPLICATION (ANDA. AADA, 21 CFR 31.94)
3 BIOLOGICS LICENSE APPLICATICN :21 CFR par 601)
IF AN NDA. IDENTIFY THE APPROPRIATE TYPE B 505 (b) (1) 0 505 (b} (2) 0 so7
IF AN ANDA. OR AADA. IDENTIFY THE REFERENCE LISTED DRUG PRCCLCT THAT IS THE BAS!S FOR THE SUBMISSION
Name of Drug Not Appiicable Foicer of Approved Apphication Not Applicable
TYPE OF SUBMISSION
(check one} O ORIGINAL APPLICATICN B AMENDMENT TO A PENDING APPLICATION O RESUBMISSION
0 PRESUBMISSION 3 anNuAL REPORT G SSTABUISHMENT DESCRIPTION SUPPLEMENT [J SUPAC SUPPLEMENT
O EFFICACY SUPPLEMENT O LABELING SUPPLEMENT 0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT 0 OM™HER

3

e

REASON FOR SUBMISSION - Response to FDA's 7-July 2000 telephcne request for draft modmt:pf individual container, carton and tube.

PROPOSED MARKETING STATUS (check one) B PRESCRIPTION PRCDUCT {Rx) {0 OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED 5 THIS AFCL°CATION IS 8 2aPER {0 PAPERAND ELECTRONIC [0 ELECTRONIC

ESTABLISHMENT INFORMATION

Prowvide iccatons of all manufacturing. packaging a~2 sontrel sites for drug s.2s:ance and Jrug Srocuct (Continuahon sheets may be used if necessary) include ~ame.
accress Zonrtact teiechore number, registraten nurmter (CFNI CMF numcer ane manulaciunng siens and of type of lesting (e g. Final dosage form, Stabiity tesing;
conducied at the site. Please indicate whether the sie 1s ready for inspection 2v. .f not. when it will be ready

See attached.

Cross References (list related License Applications, INDs, NDAs. PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current
application)

See attached. RECEIVED

FORM FDA 356h (7/97) . Cresud dy Blecvont Dotument Sevesw/USDHHS  (301) 443-2484 €T
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This application contains the following items: (Check all that apply)

1. Index

-

XX 2. Labeling (check cne} [ Oraft Labeling [ Final Printed Labeling

3. Summary (21 CFR 314.50(c))

XX 4. Chemistry section

&

A. Chemistry, manufacturrg. and controls inforrnation (e.g. 21 CFR 314.50(d) (1), 21 CFR'601.2)

B. Samples (21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methods valication package (e.g. 21 CFR 314.50 (e) (2) (1), 21 CFR 601.2)

Nondlinical pharmacoiogy ard toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 801.2) ,

Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)

Clinica! Microbiology (e.g. 21 CFR 314.50 (d) (4)) . -

Clinical data section {e.g. 21 CFR 314.50 (d) (5). 21 CFR 601.2)

ole|~Nlolw

Safety update report (¢.9. 21 GFR 314.50 (d) (5) (vi) (b). 21 CFR 601.2)

XX 10. Statistical section (e.g. 21 CFR 314.50 (d) (6). 21 CFR 601.2)

11. Case report tabutations (e.g. 21 CFR 314.50 (f) (1), 21 CFR 601.2)

12. Case report forms {e.g. 21 CFR 314.50 (f) (2). 21 CFR 601.2)

13. Patentinformaticn on any patent which claims the drug (21 U.S.C. 355 (b) or (c))

14. A patent certification with respect 10 any patent which daims the drug (21 U.S.C.355 (b) (2) or () {2) (A)

15. Establishment description {21 CFR Pant 600, if applicable)

16. Debarment certification (FD&C Act 306 (k) (1))

XX 17. Fieid copy certification (21 CFR 314.50(k) (3))

18. User Fee Cover Sheet (Fcrm FDA 3397)

19. OTHER (Specify)

CERTIFICATION

| agree to update this applicaticn with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reacticrs in the draft labeling. 1 agree to submit safety update reports as provided for by regulation or as
requested by FDA. if this applicaton is adcroved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the ‘ollowing:
. Good manufacturing pracice reguiations in 21 CFR 210 and 211, 606, and/or 820.
. Biological establishment sandarcs in 21 CFR Part 600.
. Labeling regulations in 21 CFR 201. 606, 610, 660 and/or 809.
. In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.
. Regulations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.
. Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.

. Local, state and Federal environmental impact laws.
if th:s application applies to a ¢rug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and mfonnahon in this submi have been review and, to the best of my knoMedge'aq certified to be true and accurate.

1als statdqnent is b cnininal offense, U.S. Code, lite 18, section 1001.

LN D WN =

arning:
NATURE OF RES IBLE CEXCIALY ® AGENT TYPED NAME AND TITLE . DATE
William A. Cam, Jr. 2/22/2002
Vice Presicent

ADDRESS gStreel City. State. arc = @ "oc' \, Telephone Number
Route 145 (518) 239-6901
Cae Ml New Vork 22230

Public reporting burden for this collection of information is estimated to average 40 hours per response, including the time for reviewing
nstructions,  searching existing dala scurces, gathering and maintaining the data neeced. and completing reviewing the collection of

information. Send comments -egarcing -1 burden estimate of any other aspect of this coilection of information, including suggestions for reducing
this burden to:

CHHMS. Reports Clearance Officer An agency may not conduct of sponsor, and a
Paperwork Reduction Project (C€*0-0333) person is not required to respond to. a collection of
Hubert H. Humphrey Building. Roewn $31.> information unless it displays a currently valid OMB
200 Indepencence Avenue, SV control number.

Washington. DC 20201

Please DO NOT RETURN this form to this address.

FORM FDA 356h (7/97)
PAGE 2




December 21, 1998 . . : ’

" Food and Drag Administration

Central Document Room ‘-
Drug Master File Staff '
12229 Wilkins Avenue

Rockville, Maryland 20852-1833

Tel. (301) 827-4210

Re: Clindazﬁycin Phosphate - Drug Master File, .— [ r—
Letter of Authorization ' .

Dear Sir or Madam: ) - _

: , . i, authorizes the
FDA 10 reference the subject Drug Master File in support of the review of any drug
applications. e.g.. IND. NDA. ANDA, related Amendments and Supplements. etc.. submitted
by the following company where 1s indicated as the source of the
subject drug substance:

Steifel Laboratories, Inc.

Route 145

Oak Hill, NY 12460 —-
Regulatory Contact: Mary Jane Traver

Thank you very much for your help.



01

January 2, 1997

Drug Master File Staft
Food and Drug Administration
-Central Document Control, Room 2-14
- 12420 Parklawn Drive
- Rockville, MD 20852

Dear Sirs/Mesdames:

Re: Lettér of Authorization
Clindamycin Phosphate USP, =

_— hereby grants permission to the Food and Drug
Administration to reference confidential information supplied within
Abbreviated Antibiotic Drug Application — Clindamycin Phosphate
USP Non-Sterile Bulk; —
Authorization is granted to support original and supplemental applications as
indicated below.

SUBMITTED BY: Stiefel- Laboratones
) Route 145
Oak Hill, NY 12460

PRODUCTS: Various toplcal Chndamycm Phosphate formulations (AADA,
. - submission anticipated by April 1997)

This authorization is limited to information containéd within the Maéter File

mentioned above and does not permit disclosure of any confidential information to -
Stiéfel Laboratories. A

Any addltlénélﬁ‘pemnent ifformation or revisions to the Master File will be -
submitted to the Food and Drug Administration by —— It is the

- ..policyof ™ ~—___— to revise Master Files so that all statements remain

accurate and current.

-Sincerely,



Research in Dermatology

STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 » TEL. 518-239-6901 « FAX. 518-239-6341

>

, February 22, 2002
Jonathan K. Wilkin, M.D.

Director '

Division of Dermatologic and Dental Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration

9201 Corporate Blvd., HFD-540

2™ Floor North

Rockville, MD 20850

RE: MAJOR AMENDMENT
NDA 50-741
Clindoxyl™ Topical Gel
(clindamycin - benzoyl peroxide)

Dear Dr. Wilkin:

This letter will serve to confirm that a true copy of this Major Amendment to our New Drug
Application for Clindoxyl™ Topical Gel (clindamycin - 5% benzoyl peroxide) has been
submitted to Buffalo Office — New York District, U.S. Food and Drug Administration as
specified at 21 CFR 314.60(c).

Sincerely,
S L LABORA , INC.

William A< "alT, Jr.
Vice President

WAC:mjc

CORPORATE OFFICES: 255 ALHAMBRA CIRCLE, CORAL GABLES, FLORIDA 33134
ATLANTA, GEORGIA « RENO, NEVADA » ROCKVILLE, MARYLAND » BAYAMON, PUEFITO RICO » BUENOS AIRES, ARGENTINA » CASTLE HILL, NSW, AUSTRALIA » BRUXELLES, BELGIUM + SAO PAULO. BRAZIL » MONTREAL, CANAL
SANTIAGO. CHILE * BOGOTA, COLOMBIA » CAIRO, EGYPT » PARIS, FRANCE « OFFENBACH/MAIN, GERMANY + ATHENS, GREECE » KOWLOON, HONG KONG » AMSTERDAM. HOLLAND » DUBLIN & SLIGO, IRELAND » MILAN, ITAl
TOKYO, JAPAN » SEOUL, KOREA « MEXICO CITY, MEXICO » CASABLANCA, MOROCCO * LAHORE . PAKISTAN « LIMA, PERU * MANILA, PHILIPPINES » WARSAU, POLAND » AMADORA, PORTUGAL * JURONG, SINGAPORE
JOHANNESBURG. SOUTH AFRICA « MADRID, SPAIN * ZURICH, SWITZERLAND « TAIPEL TAIWAN » BANGKOK, THAILAND * HIGH WYCOMBE/BUCKS 8 SLOUGHBERKS, UK » CARACAS, VENEZUELA
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Stiefel Laboratories, Inc.

NDA 50-741

Major Amendment dated February 22, 2002

Tab 1.

Tab 2.

Tab 3.
Tab 4.

Tab 5.

Tab 6.

Tab 7.

Tab8.

Tab 9.

Tab 10.

Clindoxyl™ Topical Gel

(clindamycin-benzoyl peroxide)

INDEX

Cover Letter, signed FDA Form 35_6»1:,
Field Copy Certification 36.1

Index 36.1

Drug Substance — Clindamycin Phosphate

a. Comparative Data—". ~— e 36.1

b. Certificate(s) of Analysis- — ..., 36.1

c. Certificate(s) of Analysis- ™ .cereeremeenee. 36.1

Drug Product - Clindoxyl Topical Gel

a. Comparative Data in the Drug Product - )
: — , clindamycin phosphate..36.1

Drug Product Stability Data Submitted

(produced with —  clindamycin phosphate)...... 36.1

Drug Product Stability Data Submitted

(produced with — . clindamycin phosphate).......... 36.1

Drug Product - Clindoxyl Topical Gel

a. Comparative Post Dispensing Stability Data ~
— , clindamycin phosphate..36.2

Drug Product Post Dispensing Stability
(produced witt ——  clindamycin phosphate)...... 36.2

- . -—
Drug Product Post Dispensing Stability Data
(produced with — . clindamycinvphosphate) .......... 36.2
Drug Substance - Benzoyl Peroxide
a. Tests and Specifications justification................36.3

Drug Product — Additional Stability Data Submitted
Process Validation batches » 36.3

Clinical Data/Statistical Section
a. Clindoxyl Gel Studies 150, 151,
& 152: All Subjects, LOCF, Analysis............... 36.4
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Stiefel Laboratories, Inc.
NDA 50-741

Major Amendment dated February 22, 2002

Index-continued
page 2 of 2

Volume

Tab 11. Updated Summary Information

a.

Updated Foreign Marketing Experience.......... 36.5
i Mexico cereesssseers30.5
il Canada ; 36.5

Canadian Label Copy 36.8

HUMAN PHARMACOKINETICS
AND BIOAVAILABILITY: Final Report:

Clinical Trial Number S194-GB-01:

A Study in Patients with Moderate/Severe
Acne Vulgaris to Determine the Plasma
Concentrations of Clindamycin and
Metabolites Resulting from Maximum
Practicable Application Once Daily for
Four Weeks of a Gel Containing Clindamycin
Phosphate Equivalent to 1% Clindamycin
and 5% Benzoyl Peroxide in Combination
(Clindoxyl™) or Maximum Practicable
Application Twice Daily of 2 Solution
Containing Clindamycin Phosphate
Equivalent to 1% Clindamycin (Dalacin®)...... 36.5

Tab 12. Labeling

a,
b.

Draft Labeling - 4 copies 36.5
side-by-side comparison
(Clindoxyl vs. BenzaClin) 36.5
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-'(C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

( ‘u.‘h ' Food and Drug Administration
Rockville MD 20857

N

NDA 50-741

Stiefel Laboratories, Inc.
Attention: William A. Carr, Jr.
Vice President

255 Alhambra Circle

Suite 1000

Coral Gables, FL. 33134

Dear Mr. Carr:

We acknowledge receipt on February 26, 2002 of your February 22, 2002 resubmission to your new
drug application (NDA) for Clindoxy! (clindamycin/benzoyl peroxide) Topical Gel.

This resubmission contains additional information submitted in response to our September 6, 2000
action letter.

We consider this a complete class 2 response to our action letter. Therefore, the user fee goal date is
{ . August26,2002.

If you have any questions, call Victoria Lutwak, Regulatory Project Manager, at (301) 827-2020.
Sincerely,

{See appended electronic signature page}

- . Mary Jean Kozma-Forrates
Supervisor, Project Management Staff
' Division of Dermatologic & Dental Drug Products
Office of Drug Evaluation V
Center for Drug Evaluation and Research



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

Mary Jean Kozma Fornaro
3/14/02 10:57:43 AM

APPEARS THIS WAY
ON ORIGINAL



RECEIVED
MAR 1 82002
" MEGA/CDER

i Research in Dermatology

STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 « TEL. 518-239-6901 » FAX. 518-239-6341

ORIG AMENDMENT
@ a March 15,2002 .

wilER,

Division of Dermatologic and Dental Drug Products
5 Center for Drug Evaluation and Research
& Food and Drug Administration
. 9201 Corporate Blvd., HFD-540
i 2™ Floor North
: Rockville, MD 20850 :
RE: TELEPHONE AMENDMENT
NDA 50-741: Clindoxyl™ Topical Gel
(clindamycin - benzoyl peroxide)
Dear Sir/Madam:

Reference is made to our New Drug Application for Clindoxyl™ Gel (clindamycin - benzoyl
peroxide).

{ i Reference is also made to FDA’s March 14, 2002 telephone request for labeling in electronic
oL format.

“ We are here providing the above requested labeling in electronic format (.pdf) as requested.

V)

; We look forward to your review.
o

N Sincerely,

: L LABO,
5 - -~ \ s

/

. ' William A. Carr, Jr.

Vice President

WAC:mcj

( ~ ORIGINAL

CORPORATE OFFICES: 255 ALHAMBRA CIRCLE. CORAL GABLES. FLORIDA 33134
M+ REND. NEVADA « ROCKVILLE. MARYLAND * BAYAMON. PUERTO RICO » BUENOS AIRES, ARGENTINA « CASTLE HILL. NSW. AUSTRALIA » BRUXELLES. BELGIUM » SAO PAULO. BRAZIL  MONTREAL. CANADZ
*BOGOTA, COLOMBIA « CAIRO. EGYPT « PARIS. FRANCE + OFFENBACHMAIN, GERMANY » ATHENS. GREECE » KOWLOON. HONG KONG * AMSTERDAM. HOLLAND * DUBLIN § SLIGO, IRELAND » MILAN. JTALY
W« SEOUL. KOREA » MEXICO CITY, MEXICO » CASABLANCA MOROCCO « LAHORE. PAXISTAN = LIMA. PERU * MANILA. PHILIPPINES » WARSAU, POLAND » AMADORA, PORTUGAL + JURONG, SINGAPORE
THANNESBURG. SOUTH AFRICA « MADRID. SPAIN « ZURICH, SWITZERLAND » TAIPEI, TAIWAN * BANGKOK. THAILAND « HIGH WYCOMBE/BUCKS & SLOUGHBERKS, UK * CARACAS, VENEZUELA
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NDA ORIG AVENDMENT
%Y RECEIVED
MAR 1 8200

MEGA/CDER

Research in Dermatology

STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 » TEL. 518-239-6901 » FAX. 518-239-6341

March 15, 2002 ’

Division of Dermatologic and Dental Drug Products :

Center for Drug Evaluation and Research

Food and Drug Administration

9201 Corporate Blvd., HFD-540

2" Floor North

Rockville, MD 20850

) RE: TELEPHONE AMENDMENT

NDA 50-741: Clindoxyl™ Topical Gel
(clindamycin - benzoyl peroxide)

Dear Sir/Madam:

Reference is made to our New Drug Application for Clindoxyl™ Gel (clindamycin - benzoyl
peroxide).

Reference is also made to FDA’s March 14, 2002 telephone request for additional chemistry and
safety related information.

We are here providing the above requested information via this telephone amendment to subject
NDA.

Specifically, we are here providing a statement confirming that all available safety information
has been submitted to FDA specific to Clindoxyl Gel, as well as updated safety statements for
Canadian Clindoxyl Gel and Mexican Indoxyl Gel. Please note that both of the above referenced
foreign approvals for Clindoxy! (Indoxyl) Gel relied exclusively on U.S. clinical study data
generzated and submitted to FDA in support of subject NDA.

Ed

-——

We are also here i);oviding informatiori, to include name, address and Central File Number, for
our drug substance manufacturers, benzoyl peroxide USP and clindamycin phosphate USP, and
for the drug product manufacturer to facilitate required establishment inspection requests.

We also here confirm all sites are, and will remain, ready for inspection by FDA.

Please note that requested labeling in electronic format (.pdf) will follow under separate cover.

We look forward to your review.

Sincerely,
LL

arr, Jr.

Vice P:esxzdent O R l d i\J

CORPORATE OFFCES: 255 ALHAMBRA CIRCLE, CORAL GABLES, FLORIDA 33134
As FENG. NEVADA » ROCKVILLE. MARYLAND » BAYAMON, PUERTO RICT « BUENOS AIRES. ARGENTINA « CASTLE HILL. NSW, AUSTRALIA « BRUXELLES. SZ.GIUM * SAQ PAULO. BRAZIL » MONTREAL, CANADA
Eccou COLOMEIA » CAIRO. EGYPT » PARIS, FRANCE * OFFENBAC~ VAIN. GERMANY » ATHENS. GREECE * KOWLOON. HONG KONG + AMSTERDAN. ~OLLAND « DUBLIN & SLIGO. IRELAND « MILAN, ITALY
PN+ SETUL. KOREA « MEXICO CITY. MEXICO « CASABLANCA. MOROCCS » LAMORE. PAKISTAN » LIMA. PEAU * MANILA, PHILIPPINES « WARSAU. POLAND + AMADORA, PORTUGAL * JURONG. SINGAPORE
“ma\NESBURS. SOUTH AFRICA » MADRID, SPAIN + ZURICH, SWITZERLAND « TAIPE), TAWAN » BANGKOK, THAILAND * HIGH WYCOMBE/BUICKS & SLOUG SERKS. UK » CARACAS. VENEZUELA




Research in Dermatology ..

STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 « TEL. 518-239-6901 « FAX. 518-239-6341

TR prascgas.
T /'-c:"'nv"fé‘f\mta

N i
RECEIVED ’
June 14, 2002
JUN 1 7 2002
MEGA/CDER -
Jonathan Wilkin, M.D.
Director :
Division of Dermatologic and Dental Drug Products (HFD-540)
Food and Drug Administration
Corporate 2, N214
9201 Corporate Blvd.
Rockville, Maryland 20850
Re: NDA 50-741
TELEPHONE AMENDMENT
( N Clindoxyl™ Topical Gel (clindamycin — benzoyl peroxide)

Dear Dr. Wilkin:

Reference is made to our New Drug Application, NDA 50-741, for Clindoxyl™ Topical
Gel {clindamycin-benzoyl peroxide) submitted on May 13, 1996.

<
- . e

Reference is also made to our Major Amendment to NDA 50-741 submitted on February
22,2002 and to our May 28, 2002 teleconference with the Division of Dermatologic and Dental
Drug Products (the Division). During that teleconference. the Division informed Stiefel of
concerns raised in the Division of Medication Errors and Technical Support’s (DMETS’s) re-
review of the trademark “Clindoxyl.” We have prepared this submission in an effort to assist the

Division as it considers the clinical relevance of these concerns.

= CORPORATE OFFICES: 255 ALHAMBRA CIRCLE. CORAL GABLES, FLORIDA 33134
“FG1A « RENO. NEVADA » ROCKVILLE. MARYLAND « BAYAMON, PUERTO RICO » BUENOS AIRES, APGENTINA « CASTLE HILL. NSW, AUSTRALIA « BRUXELLES. BELGIUM » SAD PAULO. BRAZIL » MONTREAL. CANAD-
1 LE s BOGOTA. COLOMBIA » CAIRO, EGYPT « PARIS, FRANCE + OFFENBACHMAIN. GERMANY « ATHENS. GREECE » KOWLOON. HONG KONG « AMSTERDAM, HOLLAND « DUBLIN & SLIGO, IRELAND « MILAN. ITALY
“3APAN « SEQUL. KOREA * MEXICO CITY. MEXICO » CASABLANCA. MOROCCO « LAHORE, PAKISTAN * LIMA, PERU » MANILA, PHILIPPINES » WARSAU, POLAND « AMADORA, PORTUGAL » JURONG, SINGAPORE
ESBURG. SOUTH AFRICA « MADRID, SPAIN « ZURICH. SWITZERLAND « TAIPE!, TAIWAN » BANGKOK, THAILAND + HIGH WYCOMBE/BUCKS & SLOUGH/BERKS. UK » CARACAS, VENEZU




RECEIVED
JuL 102002
- MEGA/CDER

NDA ORIG AMENDME
BJ& \MENDMENT

e

Research in Dermatology

STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 » TEL. 518-239-6901 ¢« FAX.  518-239-6341

July 9, 2002

Division of Dermatologic and Dental Drug Products
Center for Drug Evaluation and Research

Food and Drug Administration

9201 Corporate Blvd., HFD-540

2™ Floor North

Rockville, MD 20850

RE: TELEPHONE AMENDMENT

NDA 50-741: Clindoxyl™ Topical Gel
(clindamycin - benzoy! peroxide)

Dear Sir/Madam:

Reference is made to our New Drug Application for Clindoxyl™ Topical Gel (clindemycin -
benzoyl peroxide).

( . Reference is also made to FDA’s July &, 2002 telephone request for container and carion labeling
in electronic format.

We are here providing the above requested information via this telephone amendmez: to subject
NDA.

Enclosed please find container and carton labeling for our 45 gram trade size and our 5 gram
professional sample size units on diskette (.pdf).

- We look forward to your review. -3

Sincerely, .
STIEFEL LABORATORIES, INC.

@ Wi (e
ajT.

Mary Jane
Assistant Director
Regulatory Affairs
DIt 2t
( NG L

nw CORPORATE OFFICES: 255 ALHAMBRA CIRCLE, CORAL GABLES. FLORIDA 33134

£ * RENO. NEVADA « ROCKVILLE, MARYLAND * BAYAMON. PUEATO RICO » BUENOS AIRES. ARGENTINA « CASTLE HILL, NSW, AUSTRALIA  BRUXELLES. 52 GIUM « SAD PAULO, BRAZIL » MONTREAL, CA!
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ESSURG. SOUTH AFAICA » MADRID, SPAIN » ZURICH, SWITZERLAND » TAIPE!, TAIWAN » BANGKOK, THAILAND « HIGH WYCOMBE/BUCKS & SLOUGRSERKS, UK » CARACAS, VENEZUELA
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Lutwak, Victoria L

From: mjcarr@stiefel.com '/

Sent: Tuesday, August 06, 2002 10:57 AM .

To: lutwakv@cder fda.gov

Subject: NDA 50-741: Clindoxy! Topical Gel (clindamycin, 1% - benzoyl peroxide, 5%)

W @ 7 L

IC Clindoxyl 45 gram tb clindoxy! 45 g pkr Clindoxyl gel ss tb Clindoxyl ss
8602.pd1 8602.pd! 8602.pd! 8602.pdf Dear Ms. Lutwak:

_!?efere;‘nce is made to our New Drug Application specific to Clmdoxyl
opica
Gel (clindamycin, 1% - benzoyl peroxide, 5%), NDA 50-741.

Reference is also made to our August 5, 2002 telephone communication
specific to minor revisions to the carton, container and package insert
labeling.

Specifically, we have revised our carton and container labeling to
include
the following modifications:

-- the generic name has been revised to read:
(clindamycin, 1% - benzoyl! peroxide, 5%)
—the generic name had been revised to:

1) increase prominence
2) italicize type
3) change color - blue

PDF files are attached specific to the draft carton and container
labeling.

(See attached file: IC Clindoxy! 45 gram 8602.pdf)(See attached file: tb
clindoxyl 45 g 8602.pdf)(See attached file: pkr Clindoxyl gel ss
8602.pdf) .
(See attached file: tb Clindoxyl ss 8602.pdf) -2

The Package Insert (Pl) will also be revised in accordance with the
above

(with the exception of the color change since the insert is printed
exclusively in black) In addition, Pl modifications will be made at

Line

26 and Line 27 specific to the chemical name for clindamycin phosphate.
Revisicn to the package insert will be submitted following our scheduled
%onference call on Wednesday, 8/7/2002, at 2:30pm to 3:30pm, or earlier
i

required.

We look forward to your review.

Sincerely,
STIEFEL LABORATORIES, INC.



Mary Jane Carr
Assistant Director
Regulatory Affairs

APPEARS THIS WAY
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{ Research in"Dermatology

STIEFEL LABORATORIES, INC., OAK HILL, NY 12460 « TEL. 518-239-6901 « FAX. 518-239-6341

August 20, 2002

RECEIVED
Division of Dermatologic and Dental Drug Products
Center for Drug Evaluation and Research v AUG 2 22002
Food and Drug Administration
9201 Corporate Blvd., HFD-540 NEW CORRESP  wmeGA/CDER
2™ Floor North

Rockville, MD 20850

RE: TELEPHONE AMENDMENT
NDA 50-741; Duac™ Topical Gel
(clindamycin - benzoyl peroxide)

Dear Sir/Madam:

Reference is made to our New Drug Application for Duac™ Topical Gel (clindamycin - benzoy
peroxide). -

( ' Reference is also made to our August 20, 2002 telephone conference call with FDA
i Pharmacology-Toxicology Reviewer, Dr. Paul Brown, and Ms. Victoria Lutwak, Project
Manager. .

We are here providing a Phase 4 commitment to conduct a dermal carcinogenicity study and to
evaluate the effects of the drug on UV-induced skin cancer.

These studies will be conducted in accordance with the following timeframe, as agreed during our.
August 20 teleconference:

¢ Submit-protocol(s) to FDA within 4 months of receipt of NDA approval letter
elnitiate study(ies) within 6 months of FDA approval of protocol(s)
oSubmit Final Report within 12 months after study(ies) completion

Sincerely,
ST S, INC.

William A. Carr, Jr.
Vice President
WAC:mjc

CORPORATE OFFICES. 255 ALHAMBRA CIRCLE. CORAL GABLES, FLORIDA 33134
ATLANTA. GEORGIA » RENO. NEVADA « BOCKVILLE MARYLAND » BAYAMON, PUERTO RICO » BUENOS AIRES. ARGENTINA « CASTLE MILL. NSW. AUSTRALIA » BRUXELLES. BELGIUM * SAD PAULO. BRAZIL » MONTREAL. CAN/
SANTIAGO CHILE « BOGOTA COLOMBIA » CAIRO. EGYPT « PARIS, FRANCE « OFFENBACHMAIN. GERMANY ¢ ATHENS. GREECE « KOWLOON. HONG KONG « AMSTERDAM, HOLLAND * DUBLIN 8 SLIGO IRELAND « MILAN. T
YOKYO. JAPAN + SEOUL. KOREA » MEXICO CITY. MEXICO « CASABLANCA, MOROCCO « LAMORE, PAKISTAN + LIMA. PEAU » MANILA, PHILIPPINES « WARSAU, POLAND « AMADORA. PORTUGAL * JURONG SINGAPORE
JOHANNESBURG. SOUTH AFRICA « MADRID, SPAIN « ZURICH. SWITZERLAND * TAIPEI, TAIWAN « BANGKOK. THAILAND * HIGH WYCOMBE/BUCKS & SLOUGHBERKS. UK « CARACAS, VENEZUELA

O [



MAR 15 2082 13:35 FR STIEFEL RESEARCH NY S51B 238 8482 TO 13218272291 P.@1-13

ET/IEFEL ® FAX MEMORANDUM
T Route 145 Oak Hill, NY 12460
by Tel (518)239-6901 Fax (518)239-8402
Research in Dermatology
To: Ms. Vicki Lutlak - Project Manager From: William A. Carr, Jr.

Division of Dermatologic & Dental Drug ~ Pages: 13 Pages — Including Cover Sheet
Products, CDER, FDA

Fax: 301-827-2091 Date: March 15, 2002

Re: NDA 50-741: Clindoxyl Topical Gel cc:
Dear Ms. Lutlak:

v
Reference is made to our New Drug Application for ClincloxleM Gel (clindamycin - benzoyl pefoxide).

Reference is also made to FDA’s March 14, 2002 telephone request for additional chemistry and safety
related information. -

We are here providing the above requested information via this telephone amendment to subject NDA.
Please note that requested labeling in electronic format (.pdf) will follow under separate cover.

Sincerely,
STIEFEL LAB

!
ham X Carr,

Vice President

APPEARS THIS waY
ON ORIGINAL
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Research in Dé(méto/ogy

STIEFEL LABORATORIES, INC.. OAK HILL. NY 124560 « TEL. 518.239-6901 « FAX. 518.235-6341

- . .

- e March 15, 2002
Division of Dermatologic and Dental Drug Produéts
Office of Drug Evaluation V '
Center for Drug Evaluation and Research
Food and Drug Administration
9201 Corporate Bivd., HFD-540
2* Floor North ,
Rockville, MD 20850
RE: Telephone Amendment T
. "~ NDA 50-741 ‘
' Clindoxyl™ Topical Gel -
{clindamyein - benzoyl peroxide) /
Dear Sir/Madam:

This letter will serve to confirm that a true copy of this Telephone Amendment to our New Drug
Application for Clindoxyl™ Topical Gel (clindamycim - benzoyl peroxide) has been submitted to
Buffalo Office - New York District, U.S. Food and Drug Administration as specified at 21

CFR314.60(c).
Sincerely, . )
Suneny)
. :, a\G

William A. Carr, Jr.

Vice President N

{
\

COPPORATE ORRICES: 236 ALmaMBAA OACLE. CORAL GABLES. FLORIDA 23124 .
TLANTA, GEORGIA « RENC, NE'WDA + ROCKVILLE, MARVLAND « BAYAMON. PUERTO RICO + BUENOS AIRES, ARGENTINA » CASTLE MiLL, NSW. ABTRALIA - BAUXELLES. BELGIUM + SAD PAV.D, BRAZL « MONTREAL CANADS
JANTAGO, CHILE - BOSO™A. COLOMBIA » CAIRD EGYPT + PARLS FRANCE « OFFENBACIHMAI, GERMANY < ATHENS, GAEECE « KOWLOON, MONG KONG + AMSTEADAM. FOLLAND - DUBUN & 5L.GO. IAELAND = MIbAN. 1age
TCHYO, JAPAN « SECUL, KOAEA + MEX'CD TITY MEXICD « CASABLANGS. MOROCLD + LAMORE. PAXISTAN « UMA. SESU » MANILA, PRILIFPINES « WARSAL. POLAND » AMADOAA, PORTLGAL * JURONG, SINCAPORE
JORANNESBURG. SOUTI AFPICA « MADRID, SPAIN « 2UAICH, SWITZERLAND « TAIPE., TAWAN » BANGKOK. THAILAND » HiGH WYCOMBEBUCKS & SLOLCHBERKS, UK - CARACAS, VENEZUELA

- . -
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Research in Dé(matology

STIEFEL LABQRATORIES. INC., OAK HILL. NY 12480 » TEL. 518-239-6901 « FAX. 518-239-6341

March 15, 2002

Division of Dermatologic and Dental Drug Products
Center for Drug Evaluation and Research

Food and Drug Administration

9201 Corporate Blvd., HFD-540

2" Floor North _ ¥

Rockville, MD 20850 o

RE: TELEPHONE AMENDMENT {

NDA 50-741 '
Clindoxyl™ Topical Gel
(clindamycin - benzoyl peroxide)

Dear Sir/Madam:

-~ )

We here confirm all available safezy information has been submined to the U.S. Food and Drug
Administration specific 1o Clindoxyl™ Topical Gel (clindamycin — benzpyl peroxide), NDA 50-

741. -

Sincerely,

LAB T
)
N \4 A ——
1am A. Carr, Jr.

Vice President

WAC:mjc

CORBQRATE OFF.CES: 265 A MAMERA CIACLE, CORAL GADLES, SLOAIDA 13136
<ANTA, GEORGIA « RENG NEVADA « ADCHVILLE. MARYLAND * BAYAMON, PLERTC MICO » BLENOS AINES, ARGENTINA « CASTLE MILL, NS, AUSTRALIA « BALXELLES. SLLOIUM « SAD PAULO DAAZL - MOATRGAL, Ca102
WTIAGO CHILE < BOGOTS, COLOMBIA + CAIRO. EGYPT + PARIS. FRANCE « OFFENBACNAIADN, GEAMANY +ATWENS GREECE « XOWLSON, MONG KONG » AMETEADAM, HOLLAND » DUBLIN & SUAD IRLIAND « MIVAN ALY
TONYD. JAPAN + SECLR. XSREA « MEXIED BYTY. MEXICO « CASARLANCA, MOROCCO « LAROAE PAKISTAN + LA, PERU « MANILA, PHILIPBINES - WARSAL, SOLAND » SMADDRA. BORTUGAL  JURDAG SINGAPCRE
JOPANNESBUAS. SOUTHAFRICA  MADRID, SPAIN « ZURICH, SWTZEMAND « TAIBEL TAWAN ¢+ BANGKOK, THALAND * MIGN WYCOMBEBUCKS nswucmem UK ¢ CARACAS, VENC2UELA

e e e o g o vm—m - m——



MAR 15 2822 13:37 FR STIEFEL RESEARCH NY 518 233 8422 TO 1313272051 P.18/13

——

( Research in Dermatology

STIEFEL LAB.ORATOHIES‘ INC., OAK HILL, NY 12480 « TEL. 518-239-6901 » FAX. 515-239-6341

-

- . _— . March 15, 2002

Division of Dermatologic and Dental Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration

9201 Corporate Blvd., HFD-540 : Y

2™ Floor North ) ¥

Rockville, MD 20850 : . -

RE: TELEPHONE AMENDMENT i
NDA 50-741
Clindoxyl™ Topical Gel
- (clindamycin - benzoyl peroxide)
Dear Sir/Madam: '
( ) We here confirm that on December 11, 2000 Stiefel Canada Inc., Montreal, Quebec Canada

(Stiefel Laboratories International Division) received a Notice of Compliance from Health
Canada, Therapeutic Products Directorate for Clindoxyl Gel (DIN 02243158).

Clindoxy} Gel was introduced to the Canadian market on September 4, 2001. To date a total of
(30 gram tubes) have been distributed. There have been a total of nine (9)
complaints of skin irritation assocmed with Clindoxyl Topical Gel as of March 15, 2002. -

Smcerely.

} e

WllhamA Carr, Jr.
Vice President

WAC:mjc

-

\

CORPORATE OFFICES: 265 ALMAMBAA CIARCLE SZRAL GABLES. FLOMIDA X0134
ANTA, GEOAGIA « REND NEVASA» AOCKVILLE MARYLAND * BAYAMOYN, PURATO MCO « GUENOS AIMES. ARCENT NG « CASTLE MILL. NSW. AUSTASLIA « BRUXELLES SELOIWM » 240 PAULD. BAAZL » uomzu CANADA
WTULD, Crif » BOGOTA COLOMBIA » CAIRS. EGYPT « PARIS SAANCE » OFFENSACHMAIN, GERMANY  APHENS. SPEECE » KOWLOON, MONG KONG « AMSTENDAM MOLLANG » DUBLIN & SLICO. IRELAND » MILAN TaLY
TOKYO. JAPAN « SEQUL. KOREA » MEXICO C:ITY, MEXCO *CASARANCA. WOROCED « LAMORE, PAIISTAN o LIMA, PE « MANILA, PHILIPPINES » WARSAL, FOLAND » AMASORA, PORTUGAL « JURONG. SINGAPORE
JOMANNESBURS, SOLTH AFRICA « MADRIC. SPAIN  ZURICH, SWiTZERLAND + TAPEL. TAWAN  BANGKOX. TRARAND * HIOMH WYCOMBEBLCKS § SLOUGHAENKS, womﬂ& VENE2UELA
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-

{ Research in Dérmatology

STIEFEL LABORATORIES. INC.. OAK MILL. NY 12460 » TEL. 518-226.6501 « FAX 5§18-239-634)

-

March 15, 2002
-
Division of Dermatologic and Dental Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration
9201 Corporate Blvd., HFD-540 :
2" Floor North y
Rockville, MD 20850 il '
RE: TELEPHONE AMENDMENT ’
NDA 50-741 f
Clindoxyl™ Topical Gel
(clindamycin - benzoyl peroxide)
Dear Sir/Madam:
H We here confirm that on July 16, 1999 Stiefel Mexicanz S.A de C.V. recieved approval for

Clindoxy! Topical Gel under the radename INDOXYL (registration #320M99SSA).

The product has not been introduced into commercial distribution, therefore, there have been no
reports of drug product adverse reactions. ~

- ) Sincerely,

| o \mﬁ"(@@

William A. Carr, Jr.
.- , Vice President |

WAC:mjc

o CORMORATE OFFICES 255 AUMAMBAA CIACLE. CORAL GABLES, FLORIDA 13134
LANTA CEORGIA « REND NEVADA * AOCKVILLE MARYLAND « BAYAMON PUERTO AICO « BUENCS AIGES ARGENTINA « CASTLE MiLL. NSW. ALSTRALIA » BRUXELLES, BELGIM » SAD PAULO BRAZIL - MONTEEAL CANADA
INTIAGO Crwif - BOGETA COLOMBIA » CAIND. ESYPY « BARIS. FRANCE » OFFENBACHMAN. CERMANY - ATHENS GREECE « KOW,0ON. MONG SONG ¢ AMETEADAM, MOLLAND ¢ OUBLIN § SLICC. IRELAND ¢ MILAK FagY
TORYO. JaPAN + SEOUL KOREA S MEXICS CITY MEXICO ¢ CASABANCA. MEROCTD « LARCRE, DAKSTAN « LA, PERY » MANIA, Prill\BPNES » WARSAL POLAND + AMADORA. PORTUGAL * JURONC, SLNGAPCRE
JOPANNESSUNQ, SOUTH AFRICA « MADRD, SPAIN » ZURICH, BWITZERLAND « TAIPE!. TAIWAN » BANGROR. TMAILAND * IGH wYCOWBE BUICKS & SLOUGHBERKS, UK + CAPACAS, VENEDUELA

—— v ————
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v Research in DeFmatology

STIEFEL LABORATORIES. INC., OAK HILL. NY 12260 » TEL. 518-239-6901 « FAX, 518-239-€341

March 15, 2002

Division of Dermatologic and Denta! Drug Products
Center for Drug Evaluation and Research

Food and Drug Administration
9201 Corporate Blvd., HFD-540
2™ Floor North
Rockville, MD 20850 .
RE: TELEPHONE AMENDMENT
NDA 50-741 g
Clindoxyl™ Topical Gel ‘
(clindamycin - benzoyl peroxide) i /
. Dear Sir/Madam: |

p We here confirm drug substance(s), benzoy! peroxide, USP and clindamycin phosphate, USP,
(- utilized to produce Clindoxyl™ Topical Gel (clindamycin - benzoyl peroxide) -

P

Benzovl Peroxide, USP:

" Tradename:
Manufacturing Address:
——
Ceatral File Number: .
Mailing Address: —
Corporate Headquarters:

-
CORPORATE OFFICES. 255 ALKAMBRA CRCLE, COAAL GABLES, FLOADA X1 ¢
SLANTA GEDRCIA « RERD. NEVADA « ADCKVILLE. MARYLANG + BAYAMON, PUERTO RICO « BUENOS AIRES. ARGEATIA « CASTLE MiLL, NSW. AUSTRALIA * BAUXELLES, BELSIUM » 340 PAULE. 8AAZIL - MCNTSEAL. CANAD:
SANTIACD CHILE * SOOCTA, COLOMEA + CAIRD EGVYIT« MRS FRANCE + SFSENBASVIMAIN, QERMANY « ATHENE, GREECE » KOWLOON, HONG KONG  AMSTEROAM HOWLAND ¢ DUBLIN & SLIGT. MEANS « MILAN, ITALY

TORYD, JAPAN + SEOUL. ROREA « MEXIES CITY MEXICO » CASABLANGA, MOROCLD « LANORE, PAKISTAN + LIMA, BERY » MARILA, P L PPINES » WARGAL., POLAND * AMADORA, PORTUGA, + JUAONG §:3GAPORE
SOMANNESBURG. SOUTA AFRICA « MADRID, SPAIN « ZUACH, SYITZERLAND « TAIPEL, TAIWAN + BANGKOK. THALAND « MIGH WYCOMBEBUCKS & SLOUGHBERKS. UK » CARACAS, VENE2UELS
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TELEPHONE AMENDMENT to NDA 50-741 ‘March 15, 2002
g Page 2 of 2

gg‘_ damyvein Phospbate, USP:

Manufactaring Address:

—————
Ceatral File Number: .
Corporate Headquarters:

We also here confirm drug product, Clindoxyl Topical Gel (clindamycin-benzoyl peroxide),is ¢ *°
manufactured at: .
Manufacturing Address: Stiefel Laboratories, Inc. /
- Route 145
Oak Hill, New York 12460

Central File Number: 1314819

Corporate Headquarters: Stiefel Laboratories, Inc.
- 255 Alhambra Circle, Suite 1000
Coral Gables, F133134

We here confirm that all sites referenced above are, and will remain, ready for inspection by
FDA. i

Sincercly,

Willi . Carr, Jr.
Vice President

WAC:mjc

sok TNTAI PAMRF. 13 sk



