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RESPONSE TO FDA REQUEST FOR INFORMATION

N Tm-' v

NDA 21-145
Vaniqa® (eflornithine HCl, 15% cream)

Jonathan Wilkin, MD, Director

Division of Dermatologic and Dental Drug Products
HFD-540

Document Control Room

Office of Drug Evaluation V

Food and Drug Administration

9201 Corporate Blvd.

Rockville. MD 20850

Dear Dr. Wilkin.

Reference is made to our NDA 21-145 for Vaniqa® (eflomithine HC], 15%
cream) and to the Information Request, dated November 22, 1999 from Millie Wright,
Project Manager.

In response to that request, we are providing the following information in
electronic and/or hard copy format, as indicated.

Biopharinaceutics (PK)

1. Paper copies of the references numbered 10 through 18 from the Clinical
Pharmacolo% - ary are provided as requested.

Biostatisygs o

1. SAS Data Sets for the pivotal efficacy studies [DE140-001 and DE 140-002]
and one open-label safety study [DE-140-010] have previously been provided to you.
CD-ROM s are enclosed containing SAS Data Sets for the clinical pharmacology study
[DE140-003] and the other open label safety study [DE-140-011]. The file noted as
"fmtpdf.xls" on the DE140-003 CD-ROM provides information on the contents of the
four SAS files for that study. A one-page attachment lists the variable name definitions.

% A Bristol-Myers Squibb Company
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. The fé.S.Data Set for the dermal carcinogenicity study (Study-455- 032) is
prov:ded on:g.3.5" diskette. The ReadMe.doc file, also on the diskene, provides
information on data field labels. A hard copy of the ReadMe.doc 1ile is attached.

Clm|cal

1. We are providing, in hard copy, a detailed Table o1 Contents (TOC) for
Volume 1.2. The pagination of this volume in the original submission is correct,
although a collating error resulted in duplicate numbering of some sections.

2. & 3. One diskette is enclosed that contains a Zipped file (Dfmodocs.zip) that,
upon extraction, will provide the following requested information in MS Word format:

d140001f.doc - Text and tables for DE-140-001 (Pivotal Efficacy Trial)
d140002f.doc - Text and tables for DE-140-002 (Pivotal Efficacy Trial)
Dfmoiss&ise.doc - Integrated Summary of Sarery and Efficacy A
ISSEAPPENDIX1.doc - Appendix] — Serious Adverse Events Narratives -
ISSEAPPENDIX2.doc - Appendix2 — Pregnancy Narratives

Another diskette is enclosed that contains, in MS Word format, those '
sections of the Application Summary in Volume 1.2 that are avaiiable in an electronic
format:

App Sum Vol 1.2.2-16.doc Overview
App Sum Vol 1.2.17-28.doc Tabular Summarnes

[Note: Pages 29-7+ are Report Synopses
A which can be supplied, if requested. ]
App Sum Vol 1.2.75-115.doc Efficacy
App Sum Vol 1.2.116-212.doc Safety
App Sum Vol 1.2.213-216.doc - Overdosage
App Sum Vol 1.2.217-227.doc .  Risk/ Benefit

‘ &=
= Vani

ies'conducted under protocols- - - - address
'(eﬂormthme HCI, 15% Cream) . e
S T "-These protocols were submitted 10 IND < , which
addresses ——— — For reference, copies of the
Overview and Rationale for these are mcluded For completeness,
protocol amendments (administrative letters), which clarify some of the information in
_ these protocols, are also included. Efficacy data from these studies are irrelevant to the
female hirsutism claim, but interim blinded safety data have been included in the
Integrated Summary of Safety and Efficacy in NDA 21-145 (Vol.1.137.20 through
Vol.1.137.26).
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5. lr%luded in this submission are copies of the photographs which weré used
for training the phvsicians on the use of the Physician's Global Assessment scale. These
photographs clearly display the level of improvement expected for each score. In the
conduct of the study, a subject’s photographs could be used as an aid in determining the
PGA. However. as discussed with the FDA during the design of the protocol, it was felt
that the limited hair growth since the shave (48 hours) was best assessed in person, where
changes in the angle of the light and feel of the hair could be used in the evaluation,
rather than from photographs.

The following table outlines the photographs included in this submission. For
each subject, a pair of photographs is provided, one at baseline and one at end of
treatment (24 weeks). For several subjects, two pairs of photographs are provided, one .
centering on the neck and one on the chin and lower face.

Subject® Site Degree of improvement
—034 | Chin Clear/ almost clear
Neck "
[ 106 Chin — Clear/ almost clear
Neck _ "
 _——013 Chin Marked improvement
: Neck "
e 038 Chin . Improved
Neck "
— 168 Neck Improved
— 171 Chin Improved
~—— 001 Neck No improvement/worse
—026 Neck No improvement/worse

The madia for this electronic submission has been prepared as follows: The total
size of the elgatrgpic submission is approximately 21.6 MB. There are a total of 8 files.
The files were ¢ d for viruses on January 7, 2000 with Norton Antivirus Software
(Version 5.01.1 ##Windows NT 4.0) and no viruses were detected. The electronic
review aid hassbal® provided on 2 CD-ROM disks.

APPEARS THIS WAY
ON ORIGINAL -
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If vou sggujd r‘eqﬁife any further information on this application, please do not
hesitate to contact me by phone at 609-252-6463 or by FAX at §09-252-6000.

Sincerely,

/\)Wf)/?/b//@?‘: [ Kes
h.D."

Kathy B. Schrode, Ph.D.

Group Director, Life Style Enhancement

Regulatory Sciences '
KBS/DS/dk . :

CC: Millie Wright, Project Manager [Archival and Clinical Copies}

APPEARS THIS WAY
ON ORIGINAL
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Biostatistics ©
l.a. SAS DataSet for DE140-003 [clinical pharmacology study] on CD-

RO M i rreeecteecsrece e e e e e ssbee e ssasesensesasssasessnsssessaes intessesemmansssassnens

1.b. SAS Data Set for DE 140-011 [open-label safety study] on CD-ROM ......
l.c.  Printout of variable name definitions.
2.a. SAS Data Set for Study 455-032 (demal carcinogenicity) -3.5" diskette ....
2.b.  Printout of the "ReadMe.doc” file .......cuuummvcuncminnnnnniinctreisinnee.
Clinical
1. - Table of Contents for Volume 1.2.......... eueeeneneaeteteaat et asae st st se b nanenetnes
2. Dfmodocs.zip (3.5" diSKEME) ........veeeeereecirreessecssnsesesessssesssssssossssessesees
Diskette containing, in MS Word format, selected sections of the - -
Application Sumnmary in Volume 1.2......ccomimcriinnnnn,
4. Copies of the Overview and Rationale for protocols ~————"""
and protocol amendments (administrative letters)...................
5. Copies of photographs which were used for training physicians on the
use of the Physician's Global Assessment scale .......covuerreniiininiennsiesennnns
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Form Approved: OM8 No. 0910-0338

DEPARTMENT OF HEALTH AND HUMAN SERVICES g‘;"g;"g g;;;-;;:;gg;ggg
. FOOD AND DRUG ADMINISTRATION . .
APPLICATION TOMARKET A NEW DRUG, BIOLOGIC OR AN FOR FDA USE ONLY

ANTIBIOTJC DRUG FOR HUMAN USE

APPLICATION NUMBER

. (Title 21, CoQ@-oL.Federal Regulations, 314 & 607) -

APPLICANT INFORMATION .

NAME OF AFPLICANT | DATE OF SUBMISSION

Bristol-Myers Squibb Company January 12, 2000

TELEPHONE NO. (Include Area Code) 609-252-4000 FACSIMILE (FAX) Number (Inciude Area Code)
i 609-252-6000

and U.8. License number i previously issued): ) ZIP Code, tsiaphone & FAX number) \F APPLICABLE
KR FOR),
&
RECD
JAN 13 2000

P.O. Box 4000

Princeton, NJ 08543-4000

PRODUCT DESCRIPTION

APPLICANT ADDRESS (Number, Street. City, State, Country, ZIP Code or Mail Code, i AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,

Cream i 15% ! Topical

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER. OR BIOLOGICS LICENSE APPLICATION NUMBER (I previously issusd)  21X0F, Xy
ESTABLISHED NAME (e.g., Proper name, USPAUSAN nams) PROPRIETARY NAME (rage name) IF ANY ’/ON ANQ‘&V
Eflornithine hydrochloride - VANIQA

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (# any) | CODE NAME (If any)
difiuoromethyi-D.L-omithine monohydrochloride BMS-203522

DOSAGE FORM: | STRENGTHS: i ROUTE OF ADMINISTRATION: -

(PROPOSED) INDICATION(S) FOR USE:
Treatment of excessive facial hair in women

\PPLICATION INFORMATION

APPLICATION TYPE _ -
(check one) "I NEW DRUG APPLICATION (21 CFR 314.50) ~ ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)

T BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE 2 505 (b) (1) ~ 505 (b) (2) — 507
IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application
TYPE OF SUBMISSION )
{check one) _ ORIGINAL APPLICATION " AMENDMENT TO A PENDING APPLICATION . O RESUBMISSION
— PRESUBMISSION _ ANNUAL REPORT  ESTABUSHMENT DESCRIPTION SUPPLEMENT [J SUPAC SUPPLEMENT
7 EFFICACY SUPPLEMENT  LABELING SUPPLEMENT — CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT ¢ OTHER

REASON FOR SUBMISSION

PROPOSED MARKETING STATUS (cne - . A PRESCRIPTION PRODUCT (Rx) D) OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED . : THIS APPLICATION IS ¥ PAPER AND ELECTRONIC  _~ ELECTRONIC

ESTABLISHMENT INFORMATION- ~- - .

] PaPER

address, contact, telephone numper. registration number (CFN), DMF number, and manufactunng steps and/or type ov testing (e.9. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

Provide !5cations of all manufacturing. packaging and control sites for drug substance and drug product (continuation sheets may be used il necessary). include name,

Crolss Rieferences (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current
1pplicat on)

FORM FDA 356h (747) —— Creaecd by Elortoomis Docwmest Scrvivew/USDHHS: (301) 44324584
PAGE 1
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This application contains the following items: (Check a/l that apply)

v 1. index

: 2. Labeling (check ane) Draft Labeling . Final Printed Labeling
i 3. Summary (21 CFR 31480 (c))

- 4. Chemistry section &

A. Chemistry, mar'\ufaci_gring, and controls infcrration (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601.2)

B. Samples (ZTCFR 314.50 (e) (1), 21 CFR €21.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g. 21 CFR 514.50 (e) (2) (i), 21 CFR 601.2)

i 5. - Nonclinical pharmacology and toxicology sectizn (e.g. 21 CFR 314.50 (d) (2), 21 CFR 601.2)

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

i 7. Clinical Microbioblogy {e.g. 21 CFR 314.50 (d) (4))

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

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)

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

' 12. Case reports forms (e.g. 21 CFR 314.50 (1) (2), 21 CFR 601.2)

-

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

‘14, A patent certification with respect to any patent which claims the drug (21 U.S.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)) ) [ S

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

. 18. User Fee Cover Sheet (Form FDA 3397)

¢ ' 19. OTHER (Specity) Response to FDA Request for Information

CERTIFICATION

| agree to update this application with new satety 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 regulation or as
requesied by FDA. If this application is approved, | agree tc comply with all applicable laws and regulations that apply to approved applications,
inc udirg, but not limited to the icliowing: o
1. Good manufacturing practice regulations in 21 CFR 210 and 211, 606, and/or 820.

Biological establishment stangards in 21 CFR Part 600.
Labeling regulations in 21 CFR 201, 606, 610, 660 and/or 809. o
In the case of a prescription drug or biological product, grascn ion drug advertisin regulations in21 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.
1t this application applies to a grug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the
eroduct until the Drug Enforcement Administration makes a final §cheduling decision. ,

he data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate. ’
Warning: a willfully false statement is a criminal offense, U.S. Coda, title 18, section 1001.

Nonswn

1

SIGNATURE GF RESPONSIBLE QEFIZIAL QR AGENT : TYPED NAME AND TITLE ' DATE
? ' . )( £<’—- Kathy B. Schrode, Ph.D., Director, Regulatory Sciences ¢ January 12, 2000
A . i

p/ i : Telephone Number *

- . i (609 )252-6463

ADDRESS (Streat, City, Stdle, and 2IP (
P.O. Box 4000, Princeton, NJ OR54

Public_reporting burden for this coilection of information is estimatec to average 40 hours per response, including the time for reviewir.g
instructions, searching existing data:sources, gathering and maintaining the data needed, and completing and reviewing the collection of
information. Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions tor
reducing 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
Huber H. Humphrey Building, Room 531-H information unless it displays a currently valid OMB
200 independence Avenue, S.V/. 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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ESTWOOD-SQUIBB COLTON HOLDINGS

PARTNERSHIP
— 777 Scudders Mill Road OP‘G i\% L

pd

;- Princeton, New Jersey 08536 lc_
. - : |
GENERAL CORRESPONDENCE - REQUESTED DOCL’MENTS
NEW CORRES”

Re: NDA 21-145

| - VANIQA (eflornithine hydrochloride cream), 15%

October 15, 1999

Jonathan Wilkin, M.D., Director

Division of Dermatologic and Dental Drug Products (HFD-540) R Yo R
Office of Drug Evaluation V "/" T T ,
Food and Drug Administration . f . o ":,"‘-Q K
Center for Drug Evaluation and Research : Looowly G5 %
Document Control Room ' G by %y i
9201 Corporate Blvd. A7, el e ,
Rockville, MD 20850 ' Wi i

: . RRELN: B YT

S

Dear Dr. Wilkin:

Reference is made to the original submission of NDA 21-145 for VANIQA (eflornithine
hydrochloride cream) 15%, and to a telephone request on October 14, 1999, from Ms.
Mildred Wright. Project Manager for this NDA. Ms. Wright requested additional desk copies
of selected volumes of the NDA. These are being sent under separate cover. Ms. Wright also
requested a copy of the proposed draft labeling for VANIQA Cream in electronic format.
This submission provides the proposed package insert and Patient Information Leaflet text
in electronigformat. A 3.5” computer disk, incorporating the proposed texts for the product
in Word97 fornfi®® provided-directly to Ms. Wright in a desk copy of this amendment, to_
ensure prompt ¢ Aery to the reviewers.
-‘t:". -

- The text of the labelmg provnded in electronic format is identical to that submitted in the

NDA. However, some graphical elements (i.e., chemical structure or special characters) may
not be faithfully reproduced between computer systems. The printed text provided in the

original NDA is to be relied upon in case of any such differences.



NDA 21-145 2- October 15, 1999

If there are any questions regarding the information provided in this submission, please
contact tire-ugdersigned at (609) 252-4317, or via fax at (609) 252-7396. I can also be

reached via e[gctrom_c mail at “David.Silberstein@bms.com”.
e ' : Smcerely,

| a.rg ) JZK'\UAD
David L. S berstem

Manager

‘Worldwide Dossier Planning and Management

DLS/dk
Desk Copy: M. Wright, HFD 540, Room N243 (w/ diskette)

'APPEARS THIS WAY
ON ORIGINAL
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WESTWOOD SQUIBB COLTON HOLDINGS
| PARTNERSHIP

€ _ ~ . 777 Scudders Mill Road
- Princeton, New Jersey 08536 -
|} S8R 271999
Food and Drug Administration

Center for Drug Evaluation and Research
Central Document Room, Room 214
12420 Parklawn Drive _
Rockville, MD 20852 j
- \ MEGA DOC RM /
RE:  Original NDA 21-145 Ry
Eflornithine Hydrochloride 15% Cr"“ g

Dear Dr. Sir or Madame: . ) . E -

In accordance with Section 505(b) of the Federal Food, Drug, and Cosmetic Act and Part 314
of Title 21 of the Code of Federal Regulations, Westwood-Squibb Colton Holdings —
Partnership hcreby submits this NDA for a topical cream product containing 15%
eflornithine hydrochloride. This application provides clinical, nonclinical, and chemistry
manufacturing and controls information to demonstrate safety, efficacy, and quality of
eflornithine hydrochloride 15% Cream for the treatment of excessive female facial hair.

The majority of the clinical and nonclinical data presented in this NDA were generated in
the United Siates by Bristol-Myers Squibb under IND _—— Additional studies were
- performed in Europe, South ,Aﬁ'ica, Australia, and Mexico. This information was also
submmed under IND - Early development mformat:on was obtained under IND

- - Prior FDA approval of an mtravenous route of
administratiofii® thxs was obtamed by a separate Sponsor under NDA 19,879._~

A summary of relevant conespondenoc with the Agency during the chmcal development of
the product, notes to the reviewers, and appropriate information to address requirements
related to user fees, patent information, debarred persons, financial interest of investigators,
tield copies, NDA access authorization letters, and Drug Master File authorization letters
have been included in the appropriate sections of this NDA.



VOL.1.1.6

-

OriginalND4 21-145

Eflornithine ;Iydrochlonde 15% Cream _ /
Page -2- - - ’
The — will be manufactured by the - " The drug active

manufacturing sites are ready for inspection at this time. However, as is noted in the filing,
- we intend upon executing a geography-only change for early steps of the drug active
synthesis from ——~~—— either early in the review process
or immediately upon approval. The plant will be ready for inspection of these early steps-
and equipment — that are not yet part of this NDA filing — December 1, 1999. FDA may
wish to inspect for all steps after the December 1, 1999 date to maximize resource utilization.

The text of many sections of this NDA can be made available to the Agency upon request,
on 3.5” diskettes, using Word. SAS datasets of the clinical data have been provided on CD-
ROM concurrent with this application. x

If there are any questions regarding this submission, please contact the undersigned byE -
telephone at 716-887-7680, by Fax at 716-887-3638, or by Internet Mail at®
schrodek@bms.com.

Sincerely,-

Aty [t

Kathy B. -Schrode, Ph.D.

Director, World Wide Regulatory Affairs
Bristol-Myers Squibb Pharmaceutical
Research Institute for

Westwood-Squibb

Colton Holdings Partnership

il - .
._...EA- P .

APPEARS THIS WAY
ON ORIGINAL
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TA.27.2800  3:18PM  LRA/CMC

609 818 5832

NO. 383 P.4

ey
!

NDA 21-1457 - _ -
Vaniqa™ (effomithine hydrochloride 15% cream) o

Phase [V CMC Commitment

Bristol-Myers Squibb Company agrees to add a test for ~./-——- of the product to the

stability storage testing program. Data will be collected for the first three commercial lots

over the approved.shelf-life (24 months). The collected data for these three lots will be
analyzed and submitted to the Agency for review within four months of completion of the
24 month stability study for the third lot. [f the data indicatea - — .8 —
would then be required.

APPEARS THIS WAY
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"-;A FDA Fax Memo D

Date: _July 27, 2000

To: Bill Regan
WestWood Squibb Colton Holdings Partner
Phone: (609) 818-4732
Fax: (609) 818-5832

From: ° Millic Wright, Project Manager
Phone: (301) 827-2020
Fax: (301) 827-2091

This transmission includes 2 pages (including this page)

~ THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE
PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN .
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND -
PROTECTED BY APPLICABLE LAW. If you are not the addressee,
or a person authorized to deliver the document to the addressee, you
are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is
- unauthorized and strictly prohibited. 1f you have received this
facsimile in error, please notify Millie Wright by telephone at 301-
827-2020 immediately, return it to HFD-540, 9201 Corporate Blvd,
Room N243, Rockville, MD 20850 by US Mail.

Center for Drug Evaluation and Research
Division of Dermatologic and Dental
Drug Products, HFD-540
9201 Corporate Blvd
* - Building 2, 2nd Floor
T Rockville, MD 20850

301-827-2020, fax 301-827-2091

eIy



7" FDA Fax Memo

Date: July 27, 2000

o Rl

Subjects Phase 4 Commitment

Hi Bill,
Attached is the Phase 4 commitment.

Millie

T —
VO ALY
K EO- SH0 /W

APPEARS THIS WAY
ON ORIGINAL
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'Phase 4 CMC Commitment:

BEGIN &

P-

The. App“'I"'cant agrees to add a test for —————— of the
product to the stability storage testing- program. Data
will be collected for the first three commercial lots over
the approved shelf-life (24 months). The collected data
for theses three lots will be analyzed and submitted to the
" Agency for review within four months of completion of the
24 month stabllity study for the third lot. If the data

indicate a — -, a
— —— ' would then be ‘required.
VSY 7/,16/00
END

/Qg/ #[%fze0

s Apn!.‘_t,\“bg TUIS WAY
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MESSAGE CONFIRMATION

@7/27/00 15:13
NO. [MODE BOX|GROUP] - -

<597 TX —-
DATE/TIME . |TIME  |DISTANT STATION D |PAGES |RESULT |ERROR PAGES S.CODE
07/27 15:12] 00'34"|6@9 818 5832 203,203 | 0K 0000

FDA Fax Memo

Date: July 27, 2000

To: Bill Regan
WestWood Squibb Colton Holdings Pamer
.Phone: (609) 818-4732
Fax: (609) 818-5832

From:  Millie Wright, Project Manager
Phone: (301) 827-2020 -
Fax: {301) 827-2091

L msmsmission includes 2. pages (including this page)

IS INTENDED ONLY FOR THE USE OF T'-IE
PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND
PROTECTED BY APPLICABLE LAW. If you are not the addressee,
or a person authorized to deliver the document to the addressee, you
are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is
unauthorized and strictly prohibited. 1f you have received this
facsimile in error, please notify Millie Wright by telephone at 301-
827-2020 immediately, return it to HFD-540, 9201 Corporate Blvd,
Room N243, Rockville, MD 20850 by US-Matl.

wrrrpTrYst




'W‘ -y
]

- FDAF ax Memo UR GE .
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To: Kathy B. Schrode, Ph. D
Director, World Wide Regulatory Affaxrs
WestWood Squibb Colton Holdings Partner
Phone: (609) 252-6463
Fax: (609) 252-6000

From: Millie Wright, Project Manager
Phone: (301) 827-2020
Fax: (301) 827-2091

This transmission includes Q‘ pages (including this page)

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE _ a
'PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN ST
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND
PROTECTED BY APPLICABLE LAW. If you are not the addressee,
or a person authorized to deliver the document to the addressee, you
are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is
unauthorized and strictly prohibited. 1f you have received this
facsimile in error, please notify Millie Wright by telephone at 301-
827-2020 immediately, return it to HFD-540, 9201 Corporate Blvd,
Room N243, Rockville, MD 20850 by US Mail.

Center for Drug Evaluation and Research
Division of Dermatologic and Dental
‘= Drug Products, HFD-540

9201 Corporate Blvd
Building 2, 2nd Floor
Rockville, MD 20850

' -301-827-2020, fax 301-827-2091
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Date: July 24, 2000
Subjecte Wording for label

- FDA Fax Memo

Hi Kathy,
The wording should be as follows:

“Vaniqa statistically significantly reduced how bothered patients felt by their .

facial hair and by the time spent rcmoving, treating, or concealing facial hair. These

patient-observable differences were seen as early as 8 weeks after initiating treatment.

Hair growth approached -—  within 8 weeks of treatment withdrawal.”

I will send fax with attendees later. -
Millie '
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Date: July 24, 2000 | ‘ N r

To: Kathy B. Schrode, Ph. D
Director, World Wide Regulatory Affairs
WestWood Squibb Colton Holdings Partner
Phone: (609) 252-6463
Fax: (609) 252-6000

From: ' Millie Wright, Project Manager
Phone: (301) 827-2020
Fax: (301) 827-2091
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PROTECTED BY APPLICABLE LAW. If you are not the addressee,
or a person authorized to deliver the document to the addressee, you
are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is
unauthorized and strictly prohibited. If you have received this
facsimile in error, please notify Millie Wright by telephone at 301-
827-2020 immediately, return it to HFD-540, 9201 Corporate Blvd,
Room N243, Rockville, MD 20850 by US Mail.
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Date: Juiy‘lS” 2000 - . é x E D .
To: Kathy B. Schrode, Ph. D D _

Director, World Wide Regulatory Affairs
WestWood Squibb Colton Holdings Partner
Phone: (609) 252-6463

Fax: < (609) 252-6000

From: Millie Wright, Pfoject Manager
Phone: (301) 827-2020
Fax: (301) 827-2091

This transmission includes L pages (including this page)
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...INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND
PROTECTED BY APPLICABLE LAW. If you are not the addressee,
or a person authorized to deliver the document to the addressee, you
are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is
unauthorized and strictly prohibited. If you have received this
facsimile in error, please notify Millie Wright by telephone at 301-
827-2020 immediately, return it to HFD-540, 9201 Corporate Blvd,
Room N243, Rockville, MD 20850 by US Mail.
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= 9201 Corporate Blvd
Building 2, 2nd Floor
Rockville, MD 20850
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e FDA Fax Memo - -
Date: July 18, 2000 ‘
" Subjects Proposed label for NC A 21-145/Vaniga Cream

Hi Kathy,
Attached you will find the Division proposed label. Please review. If you have
questions, we can schedule a t-con to discuss them. (The insertion that I mentxoned
- during the t-con can be found on line 81.)

Respectfully,
Millie
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Date: July 18, 2000

To: Kathy B. Schrode, Ph. D
Director, World Wide Regulatory Affairs
WestWood Squibb Colton Holdings Partner
Phone: (609) 252-6463
Fax: (609) 252-6000

From:  Millie Wright, Project Manager
Phene: (301) 827-2020
Fex: (301) 827-2091
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PROTECTED BY APPLICABLE LAW. If you are not the addressee,
or a person authorized to deliver the document to the addressee, you
are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is
unauthorized and strictly prohibited. If you have received this
facsimile in error, please notify Millie Wright by teleplione at 301-
827-2020 immediately, return it to HFD-540, 9201 Corporate Blvd,
Room N243, Rockville, MD 20850 by US-Mait:
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- T e FDA Fax Memo AX
e | =AANE
~ Date: June23;2000 o S (m

To: Kathy B. Schrode, Ph. D
Director, World Wide Regulatory Affairs
WestWood Squibb Colton Holdings Partner
Phone: (609) 252-6463
Fax: (609) 252-6000

vy

From: Millie Wright, Project Manager
Phone: (301) 827-2020
Fax: (301) 827-2091

Ve,
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copying, or other action based on the content of this communication is
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facsimile in error, please notify Millie Wright by telephone at 301-

827-2020 immediately, return it to HFD-540, 9201 Corporate Blvd,

Room N243, Rockville, MD 20850 by US Mail.

. Center for Drug Evaluation and Research
= __Division of Dermatologic and Dental
. o Drug Products, HFD-540
‘ 9201 Corporate Blvd
- Building 2, 2nd Floor
Rockville, MD 20850

301-827-2020, fax 301-827-2091
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- FDA Fax Memo

Date: June 23, 2000
Subjecte Information request for NDA 21-145/Vaniqa (eﬂorfn’thine HCL, 15% Cream

Hi Kathy, _
We would like to schedule a t-con to discuss the following chemistry information

requests that were identified during the review. The topics to be discussed are the
following:

r ’ -
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NDA 21-.145/June 23 fax

If you have questions, please call.

Respectfully,
Millie

CC:.

Orig NDA 21-145
HFD-540 Div File
HFD-540/M.Wright
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FDA Fax Memo

Date: June 23,2000

To: Kathy B. Schrode, Ph. D
Director, World Wide Regulatory Affairs:
WestWood Squibb Colton Holdings Partmer
Phone: (609) 252-6463
Fax: (609)252-6000

From: Millie Wright, Project Manager
Phone: (301) 827-2020
Fax: (301) 827-2091

% transmission includcj pages (including this page)

THIS DOCUME?

BT 1S INTENDED ONLY FOR THE USE OF THE
PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN

INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND
PROTECTED BY APPLICABLE LAW. If you are not the addressee,
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copying, or other action based on the content of this communication is

unauthorized and strictly prohibited. 1f you have received this

facsimile in error, please notify Millie Wright by telephone at 301-
827-2020 immediately, return it to HFD-540, 9201 Corporate Blvd,

Room N243, Rockville, MD 20850 by US Mail.
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- To: - Kathy B. Schrode, Ph. D

Director, World Wide Regulatory Affairs
WestWood Squibb Colton Holdings Partner
Phone: (609) 252-6463

Fax: (609) 252-6000

ey

"From: Millie Wright, Project Manager
' Phone: (301) 827-2020
Fax: (301) 827-2091

This transmission includes _2:__ pages (including this page)

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE
PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND
PROTECTED BY APPLICABLE LAW. If you are not the addressee,
or a person authorized to deliver the document to the addressee, you
are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is
unauthorized and strictly prohibited. If you have received this
facsimile in error, please notify Millie Wright by telephone at 301-
827-2020 immediately, return it to HFD-540, 9201 Corporate Blvd,
Room N243, Rockville, MD 20850 by US Mail.
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Center for Drug Evaluation and Research
e E e Division of Dermatologic and Dental
e

" Drug Products, HFD-540
9201 Corporate Blvd
Building 2, 2nd Floor

Rockville, MD 20850

301-827-2020, fax 301-827-2091
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- FDA Fax Memo
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Date: June 7, 2000

. '1‘"7”!’

Subject: Information request for NDA 21-145/Vaniqa (eflornithine HCL,'15% Cream

Hi Kathy,
The medical reviewer requests the following information:
Please provide forms 4354 concerning financial disclosure for the investigators of
the open-label trials, DE140-010 and DE140-011.
Thanks, .
Millie

CC: :
Orig NDA 21-145 -
HFD-540/Wright
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Date: June 7, 2000

To: Kathy B. Schrode, Ph. D
Director, World Wide Regulatory Affairs
WestWood Squibb Colton Holdings Partner
Phone: (609) 252-6463
Fax: (609) 252-6000

From: Millie Wright, Project Manager
: Pnone: (301) 827-2020
" Fax: (301) 827-2091

D’(;')g;ni's transmission includes @= pages (including this page)
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE

PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND
PROTECTED BY APPLICABLE LAW. If you are not the addressee,
or a perscen authorized to deliver the document to the addressee, you
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827-2020 immediately, return it to HFD-540, 9201 Corporate Blvd,
Room N243, Rockville, MD 20850 by US Mail.




_ Division of Dermatologic and
Dental Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration
9201 CORPORATE BOULEVARD, HFD-540

ROCKVILLE, MD 20850

FACSIMILE TRANSMISSION RECORD

DATE: S[30/00 ages (Including cover) (! )
TO: : ' - :
COMPANY: _ﬁ__;ﬁaé&

ADDRESS: - - »

FAXPHONE#: (2 09-252- G000 ourFax# (301) 827-2075

Voice# (301)827-2020 E'

Kathy: Re: NDA 21-145, Vaniqa - The clinical reviewer needs the following information:

(1) The data on the 13 subjects in Study DE140-010 who had elevated LFTs (ref. volume
1.120.90), and the results for all visits.

(2) The same data as above for the 17 subjects with elevated LFTs in study DE140-011 (ref.
volume 1.85.95).

(3) The same type of information as above for all patients who had neutropenia/leukopenia (who

went from normal to low), and the results of all visits. For these patients, she would also like to
know the ethnicity. ' -

She would like this information as soon as possible.

Thanks.

NOTE: We are providing the attached information via telephone facsimile for your convenience.
This material shquid be viewed as unofficial correspondence. Please feel free to contact me
if youshave any que s regarding the contents of this transmission.

FROM: ~¥. SI

LR P —
TITLE: L Csp Jeck .
TELEPHONE: - . _2&y4 -F27-06 /

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT I
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, ANI
PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee
or a person authorized to deliver the document to the addressee; you are hereby notified tha
any review, disclosure, dissemination, copying, or other-action based on the content of thi:
communication is not authorized. If you have received this document in error, pleas:

immediately notify us by telephone and return it to us at the above address by mail. Than
you. B
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Kathy: Re: NDA 21-14S, Vaniga - The clinical reviewer needs the following information:
(1) The data on the 13 subjects in Study DE140-010 who had elevated LFTs (ref. volume
1.120.90), and the results for all visits.

(2) The same data as above for the 17 subjects with elevated LFTs in study DE140-011 (ref.
volume 1.85.95). '

(3) The same type of information as above for all patients who had neutrapenia/leukopenia (who
went from normal to low), and the results of all visits. For these patients, she would also like to
know the ethnicity. : '
She would like this information as soon as possible.
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Date: April 17, 2000

To: Kathy B. Schrode, Ph. D
Director, World Wide Regulatory Affairs
WestWood Squibb Colton Holdings Partner
Phone: (609) 252-6463 :
Fax: (609) 252-6000

From: Millie Wright, Project Manager
Phone: (301) 827-2020
rax: (301) 827-2091
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copying, or other action based on the content of this communication is
unauthorized and strictly prohibited. If you have received this
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827-2020 immediately, return it to HFD-540, 9201 Corporate Blvd,
Room N243, Rockville, iD 20850 by US Mail.
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Rockville, MD 20850
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. FDA Fax Memo

Date: Apnl 17, 2000

Subjecte Information request for NDA 21-i45Naniqa (eflornithine HCL, 15% Cream

Hi Kathy,

Dr. Li has an adgaition request. The request is for both studies DE14001 and
DE14002. Please summarize subject accounting information into the following

table.

Eftornithine 15%

Vehicle

-

n

%

n

%

‘| Randomized

Received medication

Complete 24 wks

Complete 32 wks

Discontinued before Wk 24

Death

Due to AE

Due to lack of efficacy

Lost to follow-up

Others

Respectfu‘lly,‘
Millie

CC:
Orig NDA 21-145

HFD-S40/Wﬁ'§ﬁ? A
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Date: April 17, 2000

To: Kathy B. Schrode, Ph. D
Director, World Wide Regulatory Affairs
WestWood Squibb Colton Holdings Partmer
Phone: (609) 252-6463
Fax: (609) 252-6000

From: Millie Wright, Project Manager
Phone: (301) 827-2020
Fax: (301) 827-2091
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are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content.of this communication is
unauthorized and strictly prohibited, If you have received this
facsimile in error, please notify Miilie Wright by telephone at 301-
827-2020 immediately, return it to HFD-540Q, 9201 Corporate Blvd,
Room N243, Rockville, MD 20850 by US Mail.
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To: Kathy B. Schrode, Ph. D/Lisa
Director, World Wide Regulatory Affairs
WestWood Squibb Colton Holdings Partner
Phone: (609) 252-6463
Fax: (609) 252-6000

From: Millie Wright, Project Manager
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Fax: (301) 827-2091
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are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is
unauthorized and strictly prohibited. If you have received this
facsimile in error, please notify Millie Wright by telephone at 301-
827-2020 immediately, return it to HFD-540, 9201 Corporate Blvd,
Room N243, Rockville, MD 20850 by US Mail.
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Date: April 10, 2000

Subjects Information request for NDA 21-145/Vaniqa (eflornithine HCL, 15% Cream

Hi Kathy,
We would like to schedule a t-con to discuss the following statistical questions:

1. In video image data set via.xpt for Study DE140001, 87 subjects in vehicle
and 160 in eflornithine had hair length data for week 24, while in study report
there were only 77 subjects in vehicle and 128 in
eflomithine (vol 1.51, p99). ‘

2. Similar discrepancy also existed in Study DE140002. 92 in vehicle and 178 in

eflornithine in data set vs. 77 in vehicle and 151 in eflornithine in study report.

3. Where is the baseline data for'video image hair length located. in the
submission?

4. In the primary analysis of the primary efficacy variable (PGA), the
analysis did not include all the ITT population (or ASR). The Division would
like to include all the subjects that are randomized in the analysis and classify
those who did not have assessment at Week 24 as failure.

My statistical and clinical reviewers are available Wednesday, April 12" at 2 PM
(our time). Would that time work for your reviewers?

Respectfully,
Millie

P

CC: Orig Nﬂi‘?S/HFD-SﬁQ/Div File/HFD-540/Wright

_‘r_.
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To: Kathy B. Schrode, Ph. D/Lisa
: Director, World Wide Regulatory Affairs
WestWood Squibb Colton Holdings Partner
Phone: (609) 252-6463 '
Fax: (609) 252-6000 '

From: Millie Wright, Project Manager
' . Phone: (301) 827-2020
Fax: (301) 827-2091
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Date: March 8, 2000

To: Kathy B. Schrode, Ph. D | FG%?E D )
' Director, World Wide Regulatory Affairs 2 40489
. WestWood Squibb Colton Holdings Partner

Phone: (609) 252-6463
Fax: (609) 252-6000

From: Millie Wright, Project Manager
Phone: (301) 827-2020
Fax: (301) 827-2091
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Date: March 8, 2000
Subjects Information request for NDA 21-145/Vaniqa (eflornithine HCL, 15% Cream
Hi Kathy,

During a clinical and statistical team meeting, for Vaniqa, reviewers 1dent1ﬁed the
following information requests:

Please provide:

1. A subset analysis of patients who got worse. -

2. An analysis of the efficacy results by center.

3. For the 2 active arms of the studies, provide a subset analysis of efficacy between
Caucasians and African Americans and also between Afncan Americans in each
study.

4. The following information:

a. Which centers did not use different investigators to evaluate Physxcxan s Global
and adverse events.

b. Identify the two centers where the photographs were taken at the initial rather
than the 48 hour visits in Study DE140-001.

5. A list of subjects in SAS format who had skin related adverse events. In this list,
please include the information regarding the relative date of on site (time since
applying study medications), severity, duration and symptom by preferred term and
code. Multiple records for one subject are acceptable.

If you have quesiions, please call.

Respectfully._ )
Millie

CC: R - L
Orig NDA 21145~ - . :
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Date: November 22,1999
Subjecte Information request for NDA 21-145/Vaniqa (eﬂonﬁﬁﬁne HCL, 15% Cream
Hi Kathy,
During our filing ineeting for Vaniqa, the foli‘owing information requests were
identified: :
Biopharmaceutics (PK)

1. Please submit copies of references #10-18 in human PK section of-the
application. (I had already requested copies earlier dunng a t-con with you.)

Biostatistical

1. Electronic submission of the data has not been provided. Electronic ¥
submission of the data (SAS data sets) and a data dictionary is essential. '
Please provide SAS data sets with all relevant information for the two phase 3,

" Studies: DE 140-001 & 002; plus possibly DE 140-010, Q}) & 003—
Annotated case report forms make excellent codebooks, especially if the
algorithms for all derived variables are included. For additional information,
please refer to Guidance Document, IT 3--Guidance for Industry: :
Providing Regulatory Submissions in Electronic Format—NDAs. The web
site address where you can obtain a copy of the document is
www.fda.gov/cder/guidance/index.htm

2. Also, please provide SAS data sets for the dermal carcinogenicity study (and
any other carcinogenicity studies). Attached you will find the Guidance
Document, Formats and Specifications for Submission of Animal
Carcinogenicity Study Data.
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Clinieal:_

1. Pleag provide-a more detailed table of contents for Volume 1.2.

2. Pleass-provide, in MS Word format, the text and tables for the-pivotal efﬁcacy

trials and summary of Volume 1.2.

3. - Please provide, in MS Word format, the integrated summary of efficacy and
safety, located in Volumes 1.36 & 1.37. )

4. In Volume 1.1, in the table on page 80, studies — are
listed. These studies are not listed in the index. Where are they located in the
submission? What are they?

5. How long would it take for you to provided the Division with clinical
photographs, in a reviewable format, to correlate with the primary efficacy
variables?

I will call you to establish your pfojected timelines and to answer any questions that you
may have.

Respectfully, -
Millie )
Attachment (1)
APPEARS THIS WAY
ON ORIGINAL
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