LOPROX® (ciciopirox) Nail Lacquer 8% : NDA 21-022
Response to FDA Request for information Page 2

-
J.

Pleasc provide the case report form for WHO Record #870781 $37 (in English) from the WHO
databasc query submission (correspondence dated March 8. 1999).

The WHO Record number changes when the report is updated. Therefore. the WHO record number
requestzd ¥870781537 is not the same as the W HO Centre reference number on the attached
printou:: however, it is the same patient.

The Ca\eat Document is also attached. which explains the nature of the data collected in the WHO
databasz. Please refer to ATTACHMENT 3-1.

Pleasc identify the country listed as Antilla under F oreign Marketing History (Vol. 1.57, pg. 065).

Antillz consists of the following regions: Bahamas, Bermuda. Barbados. Jamaica. Haiti. Aruba and
Curacao.

Pleasc clarify the study dates for Study 312. The study dates provided (Vol. 1.34, pg. 001) are 25
July 1994 - 26 March 1996. However, it is noted thar subject #041/0218 had a post Week 16 visit
dared 23 April 96 (Vol. 1.37, pg. 243).

The study dates for Study 312 are 24 June 1994 (from the Demography data set - r100) through 4
December 1996 (from the Clinical Evaluation data set - r606). These dates were inadvertently -
incorract in the report submitted in the NDA. :

Please provide:

(a) CRFs .
See ATTACHMENTS 6-1 and 6-2 for Study 312 and 313 respectively.

(b)  planimetric measurements, and,

(c)  photographs (Baseline, Treatrment Cure Visit [investigator’s glol;al assessment of clear,
KOH-neg. & culture-neg.], and all Post-Treatment follow-up visits) for the following
subjects:

Study 312: 026/0104, 026/0116, 041/0218, 052/0402, 087/0926, & 052/0404.

Study 313: 028/1116, 036/1202, 036/1211, 036/1220, 036/1224, 044/1308, 047/1 422,
063/1509, 088/1802 & 036/1219.

See ATTACHMENTS 6-3 and 6-4 for photographs from Study 312 and 313 respectively.
The planimetric measurements and photographs for each patient are provided together. A
tabular listing for the photographs and planimetric measurements for each subject is also
Providcd.

Not all of the patients requested had planimetric measurements compieted due to either
failed Quality Assurance or not assessable time points (See Volume 6 Pages 2355 and 2401
" for a table showing which patients have assessable time points available).



LOPROXE: (cizlopirox) Nail Lacquer 8% NDA 21-022
Response 1o FDA Request for Information Page 3

(Requested via teleconference on August 3, 1999) Explanation of discrepancies in
designation of target great toenail noted in Study 313, Vol. 1.46, Data Listing 5.2: -
Photography Results for Target Great Toenail ITT Subjects (e.g., patients 036/1202,
088/1802, and 044/1308). The same discrepancies were noted in Study 312 (Vol. 1.37) for
patients 087/0926 and 052/0402.

~1

This request was addressed in a submission to the Division dated August 5, 1999.
Please note that a desk copy has been provided for Dr. Frank Cross.

Thank vou for your attention. Please contact me at (610) 565-2622. extension 2245 if you have anyv

questions.

Sincerelv.

8 o ' ¢

\\L\:_\ IR u»('v'\,'-\ \'.: AT
J . ~

Alicia Cabreli; ,
Regulatony Afiairs Associate
Worldwide Regulatory Affairs

Encl.
cc:

-S. Onto / R. Pooth, Hoechst Marion Rousell
A. Grignoio. PAREXEL International Corporation

- APPEARS THIS WAY
ON ORIGINAL



R PAREXEL e

Rose Tree Corporate Center
1400 N. Providenze Road. Suite 2000, Mediz. F2 10063
Telephone: (610 5635-0400

Fax: (610} 563-5223

September 27 1999

Jonathan Wilkin, MD, Director

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Dermatologic and Dental Drug Products (HFD-340) . ~Nyara
Atnention: Document Control Room NDA g AMENDMER
3600 Fishers Lane

Rockville. MD 20857

RE: NDA 21-022
LOPROX ® (ciclopirox) Nail Lacquer 8%
Response to FDA Request for Information

ear Dr. Wilkin: -

Reference is made to the submission of the above referenced NDA to the Division on
December 18. 1998. Additional reference is made to Mr. Frank Cross's telephone
conversation with Dr. Alberto Grignolo on September 22. 1999, Sr. Vice President and
General Manager. PAREXEL International, in which Mr. Cross requested the following
information.

1) For the patients listed below. provide information on when they received non-lacquer
lopical ciclopirox product in relation to the myocardial enzyme signal (CKMB: this
comment was based on information in the ISE and/or ISS):

Study 312:
Patient 052/0401
Patient 052/0412
Patient 087/0922
Patient 083/0711

Study 313
Patient 064/1604
Pauent 066/1726

Please refer 10 Attachment |



LOPROX® (ciclopirox) Nail Lacquer 8% NDA 21-022
Response to FDA Request for Information Page Two

2) Provide a listing (by Patient Number) of those patients who were considered a _
Treatment Cure in 312 and 313 at 48 Weeks and at Endpoint. Please clarify “Endpoint™
means — is it 48 Weeks plus 2 weeks? .

Endpoint is the last available non-missing assessment during treatment period of 48
weeks. '

Pieasc refer 1o Anachment 2.

3) For the Treatment Cure group, provide a history of the non-lacquer ciclopirox use in
those patients. Be specific for each and every patient. whether assigned to active or to
vehicle. This information is also relevant to Adverse Event monitoring.

Pleasc refer 10 Anachmentr 3.

PAREXEL International Corporation hereby amends NDA 21-022 with the above
requested information on behalf of Hoechst Marion Roussel. Inc.

Thank you for vour attention. Please contact me at (610) 365-2622. extension 2245 if
vou have any questions.

Sincerely,

Qiialatrattss -

Alicia Cabrelli
Regulatory Affairs Associate
Worldwide Regulatory Affairs

APPEARS THIS WAY
ON ORIGINAL



) o ORIGINAL
PAREXEL O

. Rose Trae Corporate Coniet
1400 N. Providence Road. Suite 2230, Media. PA 12082

Teisphone: (€10 353-2400
. ' .
Fax: (610, 5358-3223

v—’f.

September 28. 1999

Jonathan Wilkir. MD, Director

Food and Drug Administration

Center for Drug Evaluation and Research .
Division of Dzrmatologic and Dental Drug Products (HFD-540)
Atention: Document Control Room

2600 Fishers Lane

Rockville. MD 20857

RE: NDa21-022
LOPRON ® (ciclopirox) Nail Lacquer 8%
Response to FDA Request for Information

Dear Dr. Wilkin: o

Reference is made to the submission of the above referenced NDA to the Division on
December 18. 1998: Additional reference is made 10 Mr. Frank C ross’s telephone
conversatior. wiih Alicia Cabrelli. Regulatory Associate. PAREXEL International. on
September lt. 1999, in which Mr. Cross requested the following information.

1) A copy of zli the approved labeling for this NDA that is currently marketed in Europe
and other countries, as well as the English translations.

The Sporsor is submitting the labeling for Germary. France and Austria because
these cownrries are the leading markets for Ciclopirox Nail Lacquer 8%. These
approved iabeling are represeniarive for all of the European Countries. The original
couniry iael. translation certificate and English {ranslation for these 3 countries are
provided. Please refer to Anachment 1.

The Siandard Export Package Insert is the basis in all other non-US and non-
Europear countries. This may: be used either in English or in the local language of
the country. Please refer to Attachment 2.

P

APPEARS THIS WAY
r ON ORIGINAL

Headguanzrs: 195 Wes: Szeet » W2z \assachusetts 02154 ¢ 617-4€7-9900




LOPROXE (ciclopirox) Nail Lacquer 8% - NDA21-022
Response 10 FDA Request for Information Page Two

PAREXEL International Corporation hereby amends NDA 21-022 with the above
requested information on behalf of Hoechst Marion Roussel. Inc.

Thank vou for your attention. Please contact me at (610) 563-2622. extension 2245 if
vou have any questions.

Sincerely.

Alicia Cabrelli
Regulatory Affairs Associate
Worldwide Regulatory Affairs

APPEARS THIS WAY
0! ORIGINAL
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PAREXEL

1ose Tree Corporate Center

“HHu“-uu‘ltl“mlhlluhuh .

1400 X. Providance Road, Suits 200C. Media, PA 18063 ORIG AMTNDLIY
Telephone: 6107 365-0400 e DMENT
Fax: (610 5£3-5225 {h\
.—J’__//

September 29. 1009

Jonathan Wilkin. MD. Director

Food and Druz Administration

Center for Drig Evaluation and Research

Division of D:matclogic and Denial Drug Products (HFD-540)
Anention: Document Control Room

3600 Fishers _ane

Rockville. M2 20837

RE: NDa 21-022 -
LOPRONX ® (ciclopirox) Nail Lacquer 8%
Sponsor Request for Information

Dear Dr. Wisin:

Reference iz mad2 to the submission of the above referenced NDA to the Division on December 18. 1698.
Additional rz7erence is made the facsimile from the Division to the Sponsor on September 24. 1999.
regarding th: i2bles from the Biostatistical review. With regard 1o this facsimile. the Sponsor hereby
requests the Zollowing:

R 1) Is FDA c2finition for "Complete Cure” (on fax dated 9 24/99) same as HMR definition for "Treatment -
Cure™ Namzh. itis for nail assessment with negative K.OH. negative culwre. and investigator's global

score on tarz2: nail being “Cleared.” Can FDA confirm the same definition was used for analyses shown
on fax datez 924 997

2) What is thz FDA MITT definition? The MITT population identified by FDA is smaller than the PP
populatior. :i2ntified by HMR.

+3) LOCF mzthodology: HMR performed the LOCF for each criteria and then performed the composite
index. This methodology is clearly documented in I1SE report section 32.2.4. It states that “for the
endpoint 221y'ses. individual components for the derived criterion could be from different visits.
Yowever. o7 mycological cure. the individual components (fungal culture and KOH) must be from the
same visiz.” Isthis convention being followed in the FDA review?

PAREXEL International Corporation hereby amends NDA 21-022 with the above requested information
on behali ¢ Hogchst Marion Roussel. Inc.

¥

et

Thank vou for your attention. Please contact me at (610) 565-2622, extension 2245 if you have any
questions.

Sincerely. .
A (arattn APPEARS THIS WAY

Alicia Cazrelii | ON ORIGINAL

Pegulatony Affairs Associate

it mame o eeneae MpeszrRusents 02154 ¢ £17-487-2900
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PAREXEL

Rose Tree Corporate Center
1400 N. Providence Road, Suite 2000. Media, PA 19237
Telephone: (€10, 565-9400

Fax: (610: 3€5-5223

September 3. 1999

Jonathan Wilkin. MD. Director

Food and Drug Administration

Center for Drug Evaluation and Research >

Division of Dermatologic and Dental Drug Products (HFD-540) B Y
s s et BE e Sl

Anention: Document Control Roomn ;‘: ™ t KoV

3600 Fishers Lane ‘ N (‘/

Rockville. MD 20857
/

RE: NDA21-022
LOPROX € (ciclopirox) Nail Lacquer 8%
Response to FDA Request for Information

Dear Dr. Wilkin:

Reference is made 10 the submission of the above referenced NDA 10 the Division on December
18. 1998. Additionai reference is made 1o the facsimile from FDA dared August 24. 1999.

The following information was requested in the facsimile:

1. For study 212. patient 030/103 — please provide:
- a) Pregnancy outcome and
According 10 the NDA, (Vol. 1.98. pg. 233) the Case Record Form of patient
030103 —— states, "Subject does not meet protocol criteria- became pregnani-
last menstrual cycle ——  Had her own pregnancy tesion ——— " The date of
- ' this patient s visit was 3/17/89. Pregnancy outcome is not available al this time.

b) swdy arm (active or vehicle) assignment.
The patient was treated with active drug based on the randomization code. The drug
decode "active” is given in the randomization list (Vol. 1.31. pgs. 074 & 073).

19

{ocation in the submission of the protocol. safety and efficacy results from the “open-label
extension study™ for patients enrolled in Study 211 and 212.

Reference is mude to-the submission regarding Study 211 (Vol. 1.28, pg. 056) [t

| states."...and an additional 12 patients (Centre 7) were enrolled into an open-label
studv exiension. "] and for Study 212 (Tol. 1.31. pg. 055,11 states *“In addition.
another patient (Centre 5, Loprox Lacquer 8% group) was enrolled into an open-
label studv extension and did not have a post treatment visil. " ]

There was no “open-label extension siudy " conducied for studies 211 and 212.
However. in each of the study profocols. there was an amendment implemented which

" “eadquaners: 195 Wes: Smeet » Wakihzm, Massachuserts 02154 « £17-467-9900 ﬂ D ‘ (\ ‘ N A l
-



LOPROXE (ciclopirox) Nail Lacquer 8% . NDA 21-022
Response to FDA Request for Information Page Two

. stated (Vol. 1.64. pg. 026 for study 211 und Vol. 1.67, pg. (126 for studv 212) “After 6
months of treatment, patients who show improvement of anv reated nail may
continue treatment with the active medication for an additional 6 months."

The additional 6 months data on these 13 patients was included in the ISS but not in
the ISE. No separate analyses were conducted on the daia for these 13 patients.
Please advise if there are specific analyvses that you would iike 1o see conducted.

(¥S )

Please provide/correlate Center #s with investigators for Study 211 and 212.
See ATTACHMENT 1.

PARENEL International Corporation hereby amends NDA 21-022 with the above
requested information on behalf of Hoechst Marion Roussel. Inc.

“Thank vou for vour attention. Please contact me at (61 0) 563-2622. axtension 2245 if you have

any questions.
Sincerely.
Alicia Cabrelh

Regulatory Affairs Associate
Worldwide Regulatory Affairs

rPPEARS THIS WAY
ON ORIGINAL
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Loprox® (Ciclopirox) Nail Lacquer 8% - Study 211

Investigator/Address Investigator Center |
Number Number |
C. Ralph Daniel. M.D. 34 1 . -

514G East Woodrow Wilson
Jackson. MS 39216

Vincent Falanga. MD. 29 2
University of Miami

Department of Dermatology

1600 N.W. 10" Avenue. Room 2089
Miami. FL 33101

Roben E. Kalb. M.D. 37 3
SUNY at Buffalo

School of Medicine
Dept. of Dermatology

30 High Stree1. Suite 609
Buffalo. NY 14203

Ronald Savin. M.D. 18 4
Adult & Adolescent Dermatology. P.C.
123 York Street

New Haven. CT 063511

[V ]]

T O. Fred Miller. IT. M.D. 42
-~ Department of Dermatology
Geisinger Medical Center
North Academy Avente
Danville. PA 17821 : -

Lamy E. Millikan. M.D.. F.A.C.P. 43 6
Professor & Chairman

Dept. of Dermatoiogy

Tulane University Medical Center
1430 Tulane Avenue

New Orleans. LA 70112

Richard K. Schrer. M.D. 46 7
Dept. of Dermatology

Columbia-Presbyterian Medical Ctr. - Rm. 750
161 F1. Washington Avenue

New York. NY 10032
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Loprox® (Ciclopirox) Nail Lacquer 8% ~ Study 212

Investigator/Address

Investigator
Number

Center
Number

Raza Aly. PhD/Harry Roth. M.D.

Department of Dermatology

University of California. San Francisco

San Francisco. CA 94143

30

Dennis E. Babel, PhD
Edward A. Krull. M.D.
Henry Ford Hospital
2799 West Grand Blvd.
Detroit. MI 48202

33

Cnarles N. Ellis. M.D.
Dapt. of Dermatology
University of Michigan
Ann Arbor. MI 48104

Phillip Fleckman. M.D. .

ept. of Dermatology. Room 14
School of Medicine
University of Washington
Seanle. WA 98195

36

James Kalivas. M.D.
College of Medicine
University of Kansas
39™ and Rainbow
Kansas City. KS 66103

38

Manuel R. Morman. M.D.
Rutherford Medical Plaza
17 Sylvan Street
Rutherford. NJ 07070

41

Jerome L. Shupack. M.D.
Department of Dermatology

New York University Medical Center

360 First Avenue
~ew York. NY 10016

47

001



PAREXEL —  opiGINAL

Rose Tree Corporate Center
1400 N. Providence Road. Suite 2000, Media, PA 15043
Telephone: (210 565-9400
Fax: (610} 565-3223

NEW CORRESP

September 14. 1999 .

Jonathan Wilkin. MD. Director

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Dermatologic and Dental Drug Products (HFD-540)
Attention: Document Control Room

3600 Fishers Lane

Rockville. MD 20857

1

RE: NDA21-022
LOPROX ® (ciclopirox) Nail Lacquer 8%
Response to FDA Request for Information

Dear Dr. Wilkin:

Reference is made to the submission of the above referenced NDA to the Division on
December 18. 1998. Additional reference is made to Mr. Frank Cross’s telephone
conversation with Ms. Alicia Cabrelli. Regulatory Affairs Associate at PAREXEL
International. dated September 9. 1999. in which M. Cross requested the following
information.

1. A copy of the most recent labeling for the Loprox Nail Lacquer 8%.

No further updates referencing the labeling for Loprox Nail Lacquer 8% have
been submitted tc the Division since the December 18. 1998 submission of the

ND4.

[0S

A copy of the patient package insert or medication guides. if available.
There is no patient package inserl or medication guide available at this time.

A Carton Container Label with color mock up’ of proposed name as trade name.

(VY]

This will be submitted to the Division under separate cOver.

Headquarers: 195 West Sueet ¢ Walham. Massachuserts 02154  617-487-9900




'LOPROXG (ciclopirex) Nail Lacquer 8% : NDA 21-022
Response to FDA Request for Information Page Two

4. For Study 111:

a) Please obtain the urinary excretion of Ciclopirox (plus its glucuronide). as it was
determined in the study. '

Data on the urinary excretion are located in Vol. 1.4. page 239 of the NDA. For
vour convenience, a hard copy has been antached. Please refer 1o
ATTACHMENT 1.

b) Please provide information with supporting data in English about what percentage of
the absorbed amount is excreted in the urine as the unchanged drug and its
glucuronide in humans.

Information on pharmacokinetics and metabolism can be found in the publication
below. This publication in English is also included in the NDA (1ol 1.62. page 045 -
083). Vol 1.62. pgs. 044-100. of the NDA. contains a translation certificate. the
English rransiation, and the German original publication.

Kellner H-M._4rnold CH. Christ OE. Eckert HG. Herok J.

Hornke 1. Rupp W. Study of the pharmacokinetics and biotransformation of

the amiinnvcoiic ciclopirox olamine in animals and humans afier 1opical and

svstemic usc. Arzneimitiel Fu orschung (Drug Research) 31 (11)8a:1 337-1353 (1981).
For vour canvenience. a hard copy of the English translation has been anached.
Please refer 10 ATTACHMENT 2.

5. In reference 10 the investigator s statement in Vol. 1.4, pgs. 252-254, it states that
evaluations of some nails were indicated as "9” (not applicable). Does this mean that
those nails were healthy nails without disease involvement? Please clarify.

Please be advised that “9" (not applicable) as noted in Tol. 1.4. pgs. 252-254. is
defined thar the respective nail was “not infected” at baseline.

PAREXEL Intemnational Corporation hereby amends NDA 21-022 with the above
requested information on behalf of Hoechst Marion Roussel, Inc.

Thank vou for vour attention. Please contact me at (610) 565-2622, extension 22451f
vou have any quastions.

Sincerely,
Alicia Cabrelli APPEARS THIS WAY
Regulatory Affairs Associate ON ORIGINAL

Worldwide Regulatory Affairs

ELe
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PAREXEL

Rose Tree Corporate Center NEW
1400 N. Providence Road, Suite 2000, Media, PA 19063 CORREBP
Telephone: (610) 565-9400
Fax: (610) 565-5223

September 21, 1999 \

Frank H. Cross, Jr., M.A., CDR ,

Sr. Regulatory Management Officer and Commander

FDA; CDER

Division of Dermatologic and Dental Drug Products (HFD-540)
Center for Drug Evaluation and Research

9201 Corporate Blvd., Bldg 2, 2nd floor

Room N229

Rockville, MD 20850

RE: NDA 21-022
Loprox® (ciclopirox) Nail Lacquer 8%
Dear Mr. Cross:

Reference is made to the submission of the above referenced NDA to the Division on
December 18, 1998. Further reference is made to the September 20, 1999 telephone
conversation between Mr. Cross and Ms. Cabrelli. Mr. Cross requested a diskette copy
(MS Word) regarding the labeling that was submitted in the NDA on Decamber 18, 1998.

Included in this submiésion, please find a diskette (MS Word) containing the labeling
information that was submitted in the NDA on December 18, 1998.

PAREXEL International Corporation hereby amends NDA 21-022 with the above
requested information on behalf of Hoechst Marion Roussel, Inc.

Pleace contact me at (610) 565-2622, ext. 2245 if you have any questions.

Sincerely, :

Alicia Cabrelli
Regulatory Affairs Associate APPEARS THIS WAY
: ON ORIGINAL

Headquarters: 195 West Street o Waltham, Massachusens 02154 o 617-487-9900




o ~ DORIGINAL
* - PAREXEL e

Rose Tree Corporate Center
1400 N. Providence Road. Suite 2000. Media, P4 19023
Telephone: (€10} 565-9400
Fax: (610" 565-3223

September 27 1999

Jonathan Wilkin. MD. Director

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Dermatologic and Dental Drug Products (HFD-340)
Anention: Dozument Control Room

3600 Fishers Lane

Rockville. MD 20857 Wi, oS anror

RE: NDA21-022
LOPROX ® (ciclopirox) Nail Lacquer 8%
Response to FDA Request for Information

Dear Dr. Wilkin:

Reference is made to the submission of the above referenced NDA to the Division on December
18. 1998. Additional reference is made to Mr. Frank Cross’s telephone conversation with Ms.
Alicia Cabrelii. Regulatory Affairs Associate at PAREXEL International. dated September 9.
1999. in which Mr. Cross requested the following information. Piease note Items 1-2.and 4
(a)(b)-3 of this request have been previously submitted to the Division on September 14, 1999.

3. A Carton Container Label with color “mock-up” of proposed name as trade name.

-

Please refer 1o Anachment 1.

PAREXEL International Corporation hereby amends NDA 21-022 with the above requested
information on behalf of Hoechst Marion Roussel, Inc.

Tharhk you for your attention. Please contact me at (610) 565-2622. extension 2245 if you have
any questions.

Sincerely, -

Alicia Cabrelli

Regulatory Affairs Associate
Worldwide Regulatory Affairs

APPEARS THIS WAY
ON ORIGINAL

el
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- BAREXETORIGINAL

Rose Tree Corporate Center .
1400 N, Proviaence Road. Suite 2000, Mediz, FA 10063 -
Talephone: (610) 5659400 -~
Fax: {610} 565-5223 -

WNEVW CORRESP

October 27. 1999

Jonathan Wilkin, MD, Director

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Dermatologic and Dental Drug Products (HFD-540)
Amnention: Document Control Room

3600 Fishers Lane

Rockville. MD 20857

RE: NDA 21-022
LOPROX ® (ciclopirox) Nail Lacquer 8%
Response to FDA Request for Information

Dear Dr. Wilkin:

Reference is made to the submission of the above referenced NDA to the Division on
December 18. 1698. Additional reference is made to Mr. Frank Cross's telephone
conversation with Ms. Alicia Cabrelli. Regulatory Affairs Associate at PAREXEL
Imemational, on October 22, in which Mr. Cross requested the following information.

1. Photographs and associated planimetric diagrams (where applicable) for the following
patients as slides for a slide projector:

Studv 312:
» Patient 041/0218 Week 48
o Patient 052/0402 Post Week 12

Studv 313:

e Patient 028/1116 Week 48
Patient 036/1202 Week 48
Patient 036/1211 Week 48
Patient 036/1224 Post Week 12
Patient 063/1509 Week 48

Please refer 10 artached slides. Also, the Jollowing patients did not have
planimerric diagrams: Patienr 041/0218, Patient 036/1224 and Patient 063/1509.

Headquaners: 195 Wes: Smee: » Waltham, Massachusetts 02154 « 617-487-9900




LOPROXE (ciclopirox) Nail Lacquer 8% NDA 21-022
Response to FDA Requesi for Information Page 2

These patients failed Quality Control analvses that were done prior 10 planimerry-

Some reasons for failed Quality Control checks may consist of the following:
o Technical adequacy marking of the disial grove

* Technical adequacy marking of the area of involvement

PAREXEL International Corporation hereby amends NDA 21-022 with the above
requested information on behalf of Hoechst Marion Roussel. Inc.

Thank you for your attention. Please contact me at (610) 565-2622. extension 2245 if
vou have any questions.

Sincerel.\'.‘
Alicia Cabrelli

Regulatory Affairs Associate
Worldwide Regulatory Affairs

o 2TARS THIS WAY
GN ORIGINAL



October 29. 1999

. PAREXEL

ORIGINAL

Raose Tree Corporate Cenier
1490 N. Pravidenz2 Road. Suite 200C. Media. FA 19063
Teierhone: (610} 565-2400 )
Fax: (610 565-3223

Jonathan Wilkin, MD. Director
Food and Drug Administration

Center for Drug Evaluation and Research W
Division of Dermatologic and Dental Drug Products (HFD-340) — ..=#7

Anention: Document Control Room
3600 Fishers Lane
Rockville. MD 20857

RE: .

\DaA 21-022

LOPROX ® (ciclopirox) Nail Lacquer 8%
Response to FDA Request for Information

Dear Dr. Wilkin:

Reference 1 |
December 18. 1998. Additional referenc

s made to the submission of the above referenced NDA to the Division on

e is made to Mr. Frank Cross’s telephone

canversation with Ms. Alicia Cabrelli. Regulatory Affairs Associate at PAREXEL
International, on October 25. in which Mr. Cross requested the following information.

1. Photographs and associated planimetric diagrams (where applicable) for the following
patients as slides for a slide projector:

" Swudv 312:

Patient 026/0104
Patient 026/0116
Patient 072/0511
Patient 087/0926
Patient 052/0404

Studv 313:

Patient 036/1220

Week 48
Week 48
Week 48
Week 48
Week 48

Week 48

Please refer to artached slides.

APPEARS THIS WAY
ON ORIGINAL

Headguarners: 193 Wes: Smeet » Waltham, Massachusens C2154 ¢ 61 7-487-2900



LOPRONS \ciclopirox) Nail Lacquer 8% NDA 21-022

Responsz 10 FDA Request for Information Page 2

PAREXEL lmematiorggl Corporation hereby amends NDA 21-022 with the above
reques-2d information on behalf of Hoechst Mari;gﬁ Roussel. Inc.

Thank vou for your attention. Please contactme at (610) 363-2622. extension 2243 if
you have an¥ questions.

- Sincer2iy.

Alicie Cabrelli
Regulatory Affairs Associate
Worldwide Regulatory Affairs

APPEARS THIS WAY
ON ORIGINAL



VINTUILTINAL

PAREXEL

Rose Tree Corporate Center
1400 N. Providence Road. Suite 2000, Media, PA 10033
Telephone: 1610) 565-9400
Fax: (610" 565-5223

November 16. 1999

Jonathan Wilkin. MD. Director

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Dermatologic and Dental Drug Products (HFD-540)
Attention: Document Control Room

5600 Fishers Lane

Rockville. MD 20857

RE: NDA21-022
(ciclopirox) Nail Lacquer 8%
Response to FDA Request for Information

Dear Dr. Wilkin:

Reference ic made to the submission of the above referenced NDA 1¢ the Division on December
18. 1998. Additional reference is made to Mr. Frank Cross’s telephone conversation with Ms.
Alicia Cabrelli. Regulatory Affairs Associate at PAREXEL International. on November 12. in
which Mr. Cross requested the following information.

i. Partient Package Insert for (ciclopirox) Nail Lacquer 8%, based on the recommendations
of the Advisory Committee Meeting on November 4, 1999.
Please refer 1o Attachment 1.

Z. On August 31. 1999, PAREXEL International was informed that the Nomenclature
Review Group did not approve

. The new proposed drug name is "PENLAC™ NAIL L4CQUER (ciclopirox) Tepical
Solution. 8%". Expedited review is requested for this name change.

PAREXEL International Corporation hereby amends NDA 21-022 with the above requested
information on behalf of Hoechst Marion Roussel, Inc.

Thank vou for vour attention. Please contact me at (610) 565-2622. extension 2245 if you have
any questions.

Sincerely,

23 . W - APPEARS THIS WAY

Alicia Cabrelli . ON ORIGINAL

Regulatony Affairs Associate
Worldwide Regulatory Affairs

Headquarters: 195 Wes: Smeet o \'\.'al'.ham. Massachusetts 02154 « €27-467-9900
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PAREXEL

Rose Tree Corporate Center

1420 \. Providence Road. Suite 2000, Media. PA 19063
Telephone: (€10 563-0400 N

Fax: {610} 325-5223
November 18. 1999 I

Jonathan Wilkin. MD. Director

Food and Drug Administration

Center for Drug Evaiuation and Research

Division of Dermatologic and Denta! Drug Products (HFD-340)
Attention: Document C ontrol Room )

5600 Fishers Lane

Rockville. MD 20857

RE: NDA21-022
(ciclopirox) Nail Lacquer 8%
Response to FDA Regquest for Information

Dear Dr. Wilkin:

Refererce is made t0 the submission of the above referenced NDA to the Division on December 18. 1998.
Additional reference is made to Mr. Frank Cross’s telephone conversation witn Ms. Alicia Cabrelli.
Regulatory Affairs Associate at PAREXEL International, on October 29. in which Mr. Cross requested the
following information.

1. Photographs and associated planimetric diagrams (where applicable) for the following patients as
slides for a slide projector: -
Study 312

o Patient 087/0926 Baseline

Study 313
o Patient 047/1422 Baseline _
o Patient 0641618 Baseline -

Please refer 10 attached slides.

Also. please be advised that these slides were previously submitted 1o Mr. F rank Cross, Sr.
Regulatory Project Manager, on T vesday, November 1, 1999 for his reference for the Advisory
Commitiee Meeting.

PAREXEL International Corporation hereby amends NDA 21-022 with the above requested inforfMiation on
behalf of Hoechst Marion Roussel, Inc.

Thank vou for your artention. Please contact me at (610) 565-2622, extension 2245 if you have any
questions.

Sincerely,

CALM’ 3, @LLij/ '
Alicia Cabrelli APPEARS THIS WAY
Regulatory Affairs Associate . ON ORIGINAL

Worldwide Regulatory Affairs

Headquarters: 195 Wes: Suee: * Waltham. Missachusens 02154 ¢ $17-487-9900
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PAREXEL

Rose Tree Corporate Center

1400 N. Providencs Road, Suite 2000. Media, P4 13283

Teleghone: {610) 5£5-9400
Fax: (610} 563-3223

November 19, 1999

Jonathan Wilkin, MD, Director

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Dermatologic and Dental Drug Products (HFD-540)
Anention: Document Control Room

5600 Fishers Lane

Rockville. MD 20857

RE: NDA21-022 v
(ciclopirox) Nail Lacquer 8%

Response to FDA Request for Information

Dear Dr. Wilkin:

Reference is made to the submission of the above referenced NDA 10 the Division on December
18. 1998. Additional reference is made to the Discipline Review Lener forwarded to Hoechst
Marion Roussel, Inc. on September 13, 1999. The letter of September 13, 1999 also refers to the

submission dated June 25, 1999,

Below are the deficiencies that were noted by the Division after a complete review of the

chemistry section of the submission, as well as the Sponsor’s response in Italics.

Headguarters: 195 Wes: Steet o Waltham, Massachusens 02154 ¢ £17-487-9900
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LOPROXE® (ciclopfrox) Nail Lacquer 8% o : » NDA 21-022
Response 10 FDA Request for Information Page 3

\/ _

|

PAREXEL International Corporation hereby amends NDA 21-022 with the above requested
information on behalf of Hoechst Marion Roussel, Inc.

Thank you for your attention. Please contact me at (610) 565-2622. extension 2245 if you have
any questions.

Sincerely,

7 .
(110 ptratt
Alicéééfrzlli

Regulatorv Affairs Assgciate
Worldwide Regulatory Affairs

APPEARS THIS WAY -
0N GRIGINAL

EXEL.



R ]
Rose Tree Corporate Center
1400 N. Providence Road. Suite 2000, Media, PA 19063
Telephone: (€10} 563-9400
- . Fax: (610" 563-3223

November 24. 1999

Jonathan Wilkin. MD. Director

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Dermatologic and Dental Drug Products (HFD-540)
Attention: Document Control Room

5600 Fishers Lane

Rockville. MD 20857

RE: NDA21-022
(ciclopirox) Nail Lacquer 8%
Response to FDA Request for Information

Dear Dr. Wilkin:

Reference is made to the submission of the above referenced NDA to the Division on December
18. 1998. Additional reference is made to Mr. Frank Cross’s telephone conversation with Ms.
Alicia Cabrelli. Regulatory Affairs Associate at PAREXEL International, on November 17, and
November 18. 1999, in which Mr. Cross requested the following information.

November 17. 1999
1. The number of geriatric patients enrolled in Studies 312 and 313.

The number of gerian:ic patients enrolled in Study 312 is 30.
The number of geriatric patients enrolled in Study 313 is 31.

Please be advised that these numbers are based on age calculation of >63.0. Thereare 6
parients listed below and on the referenced Attachment 1.
Studv 312 Pt 072/0512
Studh 313 P1. 028/1101
Study 313 P1. 028/1119
Study 313 Pt 063/1506
Study 313 Pr1. 064/1628
Study 313 P1.066/1719
Please refer 10 Attachment 1.

2. Location in the NDA of the full report of the photoallergenicity and phototoxicity testing.
These studies were not done for the Ciclopirox Nail Lacquer 8% NDA. However, below is an

outline of the chronological communication benween the Division and the Sponsor that dates back
10 1995

Headquarters: 195 West Street » Waltham, Massachusents 02154 » 617-487-990 R , G ' N A L



" NDA 21022
Response 10 Request for Information
November 24. 1999

A)

B)

C

D)

E)

The End of Phase 11 Briefing Document. page 4. section “Issues and questions for
discussion " states. “In addition, we would like FDA s concurrence that the dermaiotoxiciry
program is wnnecessary”’ and later in the 1ext on page 32. it siaies. "We request a waiver of
the batiery of 4 topical dermatotoxiciry tests based on previous dermatotoxicin testing of
ciclopirox and ciclopirox olamine formulations, the innocuous nanire of the vehicle. and the
large numbers of patients who already have used ciclopirox nail lacquer for relarivelylong
periods of time during clinical trials and through foreign posi-marketing experience.
__neither ciclopirox nor ciclopirox olamine appear to have a potential to act as a coniact
sensitizer. contact photosensitizer, or 10 elicit phototoxic reactions. In addition. neither
ciclopirox nor-components of the vehicle exhibit significant absorption of light in the Uv4
range. ... The information on dermatotoxicin: available a1 this point in time for ciclopirox
nail lacquer is. in fact, greater than that which would be derived now from Phase I predictive
rests. We would like concurrence from the Division that for this product, whose use is
primarilv limited 10 the nail plate, local safety is adequately documented by observations
made during the lengthy clinical trials in progress or completed. Predictive tests. which will
provide litle additional information, therefore. need not be conducied. »
Please refer 10 Attachment 2.

According 10 the available minutes (from the Sponsor) of the Séplember 11, 1995 End of
Phase 2 Meeting, “"FDA is willing to consider —— ~proposal for waiver of dermatotoxicin:
testing. ... Withregard to phototoxiciry testing. FDA would like 10 see the UV absorption
specrrum for the drug... ” This request was submitted by — 10 the Division on October
6. 1995. On page 3 & 6 of these minutes, —— discusses dermatoroxiciry. In the document it
siates. ... In addition the UV absorption spectrum of ciclopirox (please refer 1o the artached
absorption curve) peaks at approximately 300 nm, well before the UT'4 range. The
absorption spectrum would explain the absence of dermatotoxic reactions either reported in
the literature. clinical trials, or dermatoroxic tests of photoallergeniciry or photoroxicity. and
should negate the need for further phototesting. ... We propose a waiver of the
dermatotoxiciny program for Loprox (ciclopirox) Nail Lacquer 8%. based on the amount of
information already available for ciclopirox/ciclopirox olamine, the wide usage of this drug
both in the USA and worldwide, and the inapplicabiliry of the protocols to this formulation.”
Please refer 10 Attachment 3.

On November 8, 1993, there was a teleconference between ~—— and the Division.
According 1o the Sponsor s minutes, Contact Sensitiviry and Phototoxicity/Photosensitiviry
wers-discussed. Dr. Wilkin requested information on the phototoxicity protocol donein
animals and summaries of clinical phototoxicin’/photosensitization siudies with any
ciclopirox or ciclopirox olamine formulation. If studies seemed satisfactory, requirements for
phototoxiciry and photosensitivity may be waived.

Please refer 10 Attachment 4.

Photoaliergenicity and Phototoxicity studies were submitted in the ciclopirox Gel, NDA 20-
319.

- Studv HOE296b 8/USA/122/- (Phototoxiciry study): Volume 1.26, page 183.

- Studv HOE296b 8/USA/123/-- (Photoallergenicity study): Volume 1.27, page 1

Pleuse refer 10 Attachment 3.

The pre-ND4 meeting took place on August 18, 1997. The need for
phototoxicin/photoallergenicity studies was not addressed at the pre-NDA meeting nor did
the FDA minutes of the meeting address the need for such studies.



PImE—

NDA 21-022 ) )
Response 10 Request far Information

November 24, 1999

In addition, we would like 1o mention that the results of long term exposure of Ciclopirox Nail
lacquer up 10 2 years in well controlled studies (312/313) and in a compassionate use Study
(320, gave no hint for concern in ternis of phototoxiciry or photoallergenicity.

If the FDA believes these studies must be conducted. HMR is willing to perform them as a Phase
IV commitmen.

November 18. 199§- Requests

1. Carton-Container in MS Word format on diskette.
Only the 1ext can be converted into MS Word format. No further action required by the
Sponsor. (Telephone contact report on November 22, 1999 berween the Sponsor and
Division).

(3%

Patient Instruction Sheets in MS Word format on diskette.
No further action required by the Sponsor. (Telephone contact report on November 22,1999
beiveen the Sponsor and Division).

Regarding the submission of PENLAC™. Mr. Cross understood where the “LAC™ was
derived from (Lacquer). However, he was interested in the significance of “PEN". He asked
if this was used in Europe.

There is no significance 1o the PENLAC™ rradename and it is not used in Europe.

L

4 Was the formulation used in the clinical studies 211,212.312. and 313, was the formulation
used the final to be marketed formulation? If so, where does it state in the NDA that it was
the final 10 be marketed formulation?

It is confirmed that the composition of clinical batches 211, 212, 312. and 313 is identical
with the composition of the future product to be marketed: Reference is made to NDA, Vol.

- 1.1. pages 004, 099 and 100.

PAREXEL International Corporation hereby amends NDA 21-022 with the above requested
information on behalf of Hoechst Marion Roussel, Inc.

Thatk vou for vour attention. Please contact me at (610) 565-2622, extension 2245 if vou have
any questions.

Sincerely,

roo .
(U el p e
Alicia Cabrelli

Regulatory Affairs Associate _
Worldwide Regulatory Affairs

APPEARS THIS WAY
ON ORIGINAL

EXEL.
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PAREXEL

Rose Tree Corporate Center
1400 N. Providence Road. Suite 2000, Media, PA 19063
Telephone: (610) 565-9400 T . o L
December 6, 1999 Fax: (610) 565-5223 NDI‘\ Rl Fasese e ivamis b
Jonathan Wilkin, MD, Director

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Dermatologic and Dental Drug Products (HFD-540)
Attention: Document Control Room

5600 Fishers Lane

Rockville, MD 20857

RE: NDA 21-022
(ciclopirox) Nail Lacquer 8%
Response to FDA Draft Labeling

Dear Dr. Wilkin:

Reference is made to the submission of the above referenced NDA to the Division on December
18, 1998. Additional reference is made to Mr. Frank Cross’s facsimile transmission on December
1. 1999 to Ms. Alicia Cabrelli, Regulatory Affairs Associate at PAREXEL International, in which
Mr. Cross requested the following information.

1. For your review/concurrence draft labeling for NDA 21-022, TRADENAME® NAIL
LACQUER (ciclopirox) Topical Solution, 8%.
Please refer 1o Attachment 1.
The Sponsor has provided a side-by-side document comparison as well as a document
that reflects clean draft text with “changes " incorporated into the labeling.

2. For your review/concurrence, draft carton/container labeling for NDA 21-022,
TRADENAME® NAIL LACQUER (ciclopirox) Topical Solution, 8%.
The Sponsor concurs with the Division's changes.

PAREXEL International Corporation hereby amends NDA 21-022 with the above requested
information on behalf of Hoechst Marion Roussel, Inc.

Thank you for your attention. Please contact me at (610) 565-2622, extension 2245 if you have
any questions.

Sincerely,

(
Alicia Cabrelli -

Regulatory Affairs Associate
Worldwide Regulatory Affairs O R ‘ G ‘ N A L

" Headquarters: 195 West Street « Waltham, Massachusens 02154 « 617-487-9900
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PAREXEL o amdaw

Rose Tree Corporate Center . E L/
1400 N. Providence Road, Suite 2000, Media, PA 19063
Telephone: (610) 565-9400
Fax: (610) 565-5223

December 8, 1999 - DG 1019939
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Jonathan Wilkin, MD, Director

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Dermatologic and Dental Drug Products (HFD-540)
Attention: Document Control Room

5600 Fishers Lane

Rockville, MD 20857

RE: NDAZ1-022
(ciclopirox) Nail Lacquer 8%
Sponsor’s Proposal to FDA Draft Labeling

Dear Dr. Wilkin:

Reference is made to the submission of the above referenced NDA to the Division on December
18. 1998. Additional reference is made to Ms. Cabrelli’s facsimile transmission on December 7,
1999 to Mr. Cross, in which the Sponsor requested the Division, to review the proposed labeling.

1. The Sponsor’s proposed changes were to the Indications and Usage section, as wel] as the
second table in the Clinical Trials section.
Please refer to ATTACHMENT 1.

PAREXEL International Corporation hereby amends NDA 21-022 with the above requested
information on behalf of Hoechst Marion Roussel, Inc.

Thank you for your attention. Please contact me at (610) 565-2622, extension 2245 if you have
any questions.

Sincerely,

Aliciz Cabrelli .
Regulatory Affairs Associate

Worldwide Regulatory Affairs APPEARS THIS WAY
‘ ON ORIGINAL

Headquarters: 195 West Seet » Wajtham, Massachusetts 02154 ¢ 617-487-9900



DUPLICATE
PAREXEL A

Rese Tree Corporate Center

1400 X. Providence Road. Suite 2000. Media. PA 19063 - -F”\ /

Telephone: (610" 303-9400 —
Fax: (610" 383-3223

December 13, 1999

Jonathan Wilkin, MD, Director

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Dermatologic and Dental Drug Products (HFD-540)
Auention: Document Control Room

5600 Fishers Lane

Rockville. MD 20857

RE: NDA21-022
PENLAC™ Nail Lacquer (ciclopirox) Topical Solution, 8%
Sponsor’s Draft Labeling

Dear Dr. Wilkin:

Reference is made to the submission of the above referenced NDA to the Division on December
18. 1998 Additional reference is made to the teleconference on December 7. 1999. berween the
Division and the Sponsor. where it was agreed that the Sponsor submits the proposed labeling to
the Division for review/concurrence.

1. The Sponsor’s draft labeling for NDA 21-022, PENLAC® NAIL LACQUER (ciclopirox)
Topical Solution. 8%.

Please refer to ATTACHMENT 1.

Changes that are made throughout the document are reflective of the discussions during the

teleconference on December 7, 1999, berween the Division and the Sponsor. Please see

below for the following documents included in this attachment: -

- The Sponsor has provided a side-by-side document comparison that was faxed to the
Division on December 9. 1999. :

~  Side-by-side comparison. However, the side-by-side comparison with Tradename®

_ changed to PENLAC™ on the Sponsor side (but not in the FDA text on the left).

- Clean draft text with “changes " incorporated into the labeling which reflects the
tradename PENLAC™.

—  Lastly, included is the patient listing of the Week 12 posi-treatment status for the 17
patients who were considered ‘completely cured’ at Week 48. This listing supports the
numbers of the Week 12 post-treatment summary table in the attached labeling.

(18]

Also. based on the agreements reached during the teleconference of December 7. the Sponsor
proposes the following wording in reference to the Phase 4 commitment:

Headzuzwers: 195 West Szeet » Walthiam. Massachusens C2154 « 617-487-9900



NDA 21022
Response to Request for Information
December 13. 1999

—— phototoxicity and photoallérgenicity studies
with PENLAC™ NAIL LACQUER (ciclopirox) Topical Solution. 8%. as a condition for
inclusion of use of the product on fingernails in the approved product labe

¢
i
|
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PAREXEL International Corporation hereby amends NDA 21-022 with the above requested
information on behalf of Hoechst Marion Roussel. Inc.

Thank vou for your attention. Please contact me at (610) 565-2622, extension 2245 if vou have
any questions.

Sincerely.

/] -
L fy o) Codnndln
Alicla Cabrelli

Regulatory Affairs Associate
Worldwide Regulatory Affairs

APPEARS THIS WAY
ON ORIGINAL -

FAREXELe.




" PAREXEL MDA ORIG AVENBHERT

Rose Tree Corporate Center B A
1460 N. Providence Road, Suite 2000, Media, PA 19063

Telephone: (610) 565-9400

- Fax: (610) 565-5223

December 14, 1999

Jonathan Wilkin, MD, Director

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Dermatologic and Dental Drug Products (HFD-540)
Attention: Document Control Room

5600 Fishers Lane

Rockville, MD 20857

RE: NDA 21-022
PENLAC™ Nail Lacquer (clcloplrox) Topical Solution, 8%
Sponsor’s Carton/Bottle Label

Dear Dr. Wilkin:

Reference is made to the submission of the above referenced NDA to the Division on December
18. 1998. Additional reference is made to the request of Mr. Frank Cross on December 10, 1999
requesting the Sponsor’s carton and bottle container label to the Division for review/concurrence.

1. The Sponsor’s carton/bottle labeling for NDA 21-022, PENLAC™ NAIL LACQUER
(ciclopirox) Topical Solution, 8%.

Please refer to ATTACHMENT 1.

Please note that this was sent via facsimile.to the Division on Friday, December 10, 1999.

However this was an incorrect version. The Sponsor sent to the Division via facsimile a

corrected version on December 14, 1999. Included in this attachment are the following:

— Corrected carton/bottle label version (faxed to the Division on December 14, 1999);

- Mark-up carton/bottle label version noting the corrections (faxed to the Division on
December 14, 1999);

- Incorrect carton/botile label version (faxed to the Division on December 10, 1 999)

PAREXEL International Corporation hereby amends NDA 21-022 with the above requested
information on behalf of Hoechst Marion Roussel, Inc.

Thank you for your attention. Please contact me at (610) 565-2622, extension 2245 if you have
any questions.

———

Sincerely,

Alicia Cabrelli
Regulatory Affairs Associate

Worldwide Regulatory Affairs : O R I C l ! A L
- , \

“Headquarters: 195 West Street o Waltham, Massachusetrs 02154 ¢ 617-487-9900



PAREXEL ORIGINAL

Rose Tree Corporate Cente; -
:400 N. Providence Road. Suite 2000, Media, Pa 16022
Telechone: (610) 565-040°
Fax: (610 565-5223

NEW CORRESP
December 15, 1999 /\/ c

Jonathan Wilkin, MD. Director

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Dermatologic and Dental Drug Products (HFD-530)
Anention: Document Control Room

5600 Fishers Lane

Rockville. MD 20857

RE: NDA 21-022
PENLAC™ Nail Lacquer (ciclopirox) Topical Solution. 8%
Sponsor’s Request for Labeling Consideration

Dear Dr. Wilkin:

Reference is made to the submission of the above referenced NDA 10 the Division on December
18. 1998. Additional reference is made to the teleconference berween the Sponsor and the
Division on December 7, 1999,

During this teleconference. you had voiced concern about the concomitant use of ciclopirox nail
lacquer with oral antifungal agents. Consequently, the FDA proposed wording in the
“Interactions™ section of the label that recommends that ciclopirox not be used concomitantly
with those drugs; and proposed similar wording for inclusion in the “Indications and Usage™
section.

HMR understands your concern regarding the lack of data on potential interacTions between
ciclopirox and oral antifungal agents. Specifically, you indicated that it is theoretically possible
that coadministration of ciclopirox with an oral antifungal drug could alter (for the worse) the
efficacy profile of the oral drug for treatment of onychomycosis. You cited as an analogy the
antagonism of a bacteriostatic drug (a tetracycline) with a bactericidal drug (a penicillin). You
indicated that you did not have a concern about any potential effects on safety resulting from
concomitant fungal treatments. Your concern was that any erosion of the efficacy of the oral
agent might impact that oral drug’s overall efficacy-to-risk ratio.

As in the example mentioned by vourself. when two antimicrobial therapies are co-administered
they may have mutually antagonistic effects. Conversely, combination therapy may result in
additive. or even synergistic effects. Antimicrobial activity of drug combinations may be
assessed by a variety of in virro techniques. including di'ition testing (assessing effects on MICs)
and quantitation of rates of cidal activity.

- Heziquarters: 105 West Szeer o Waitham, Massachusens 02154 « 617-467-9900



NDA 21022
December 15,1999

To date there are no data suggesting either antagonistic or synergistic effects'of ciclopirox with
other antifungal agents: to our knowledge no such studies have been conducted. HMR proposes
to undertake in vitro studies to assess the potential effects of ciclopirox on the antifungal activity
of terbinafine and of itraconazole. HMR understands, from the FDA’s previous comments on the
labeling. the concern of the Agency relative to the standardization of test methods. HMR
proposes to undertake these studies with the concurrence of the Agency that the test methods
would be suitable to address the interaction issue.

In the context of a Phase 4 commitment to conduct in vitro studies to determine any effects of
ciclopirox on terbinafine and on itraconazole activity, HMR requests that the comments regarding
concomitant therapy in the “Antifungal Drug Interactions™ section be amended to:

“_..is not recommended, at this time.” And that the reference to concomitant therapy (bullet point
number 1: “The concomitant use...”) in the “Indications and Usage™ section be deleted.

PAREXEL International Corporation hereby amends NDA 21-022 with the above requested
information on behalf of Hoechst Marion Roussel. Inc.

Thank vou for vour attention. Please contact me at (610) 565-2622. extension 2245 if vou have
any questions.

Sincerely.
Alicia Cabrelli

Regulatory Affairs Associate
Worldwide Regulatory Affairs

APPEARS THIS way
ON ORIGINAL



~ Jonathan Wilkin. MD. Director

PAREXEL ORlGlNAL

Ros: Tres Corporate Center
1400 \. Providence Road. Suite 2000, Media. PA 100¢2
Telephone: (610 563-8400
Fzx: (210) 563-5223

ommxmmm'
]
December 16. 1999 o — . ~

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Dermatologic and Dental Drug Products (HFD-340)
Attention: Document Control Roomn

9201 Corporate Blvd.

Rockville. MD 20857

RE: NDA21-022
PENLAC™ Nail Lacquer (ciclopirox) Topical Solution, 8%
Sponsor’s Response to Request for Information

Dear Dr. Wilkin:

Reference is made to the submission of the above referenced NDA 1o the Division on December
18. 1998. Additional reference is made to the telephone conversation berveen Mr. Frank Cross.
and Ms. Alicia Cabrelli. Regulatory Affairs Associate at PAREXEL International. on December
15. 1999. and the teleconference between the Division and Sponsor on December 16. 1999.

Requests from December 15. 1999

1. Confirmation of the Phase IV commitment can be completed within 1year from approval.
The following was submitted via facsimile 1o the Division on December 9, 1999 and officially
submitred 1o the Division on December 13. 1999.

" HMR commits within one year of approval 1o the post-approval conduct of phororoxicin: and
photoallergeniciry studies with PENLA C™ NAJL LACQUER (ciclopirox) Topical Solution.
8%. as a condition for inclusion of use of the product on fingernails in the approved product
label (as indicated in the proposed drafi, dated Dec. 9,1999). HMR will submit the studv
protocols to the Division for their review prior 10 the conduct of said studis, 1o assure thar
the studies fully serve the needs of the Sponsor and the Agency with regard to the use of the
product for mreatment of fingernails.

Confirmation that HMR can commit to submitting the final study report to the Division one-
vear from approval regarding the Phase 4 commitment from the December 9, 1999 facsimile
and the official submission of December 13, 1999.

The Sponsor agrees 1o conduct the above Phase 4 studies and submit final study reporis to
the Division within one year of NDA approval. The Sponsor will submit the relevant
protocols 1o the-Bivision for review and comment in advance. The timing of submission of
the final study reporis presumes that the Division will review and ccmment on the protocols.
in a timely manner (e.g. 4-6 weeks afier receiving them).

!J

Headquacters: 193 Wes Szee: » Waltham, Massachusetts 02154 » 617-487-2900




NDA 21-022 -
Dezember 16. 1999

3. The Division recommends revised carton and bottle label.
Please see Attachment 1.

The changes are as follows:
1. Important: This package is not child resistant -- has been added beneath the W arning

Statement on the carion. .

2 Reference 10 Hoechst Marion Roussel on the front, side, and top panels has been
deleted.

3. The Mfd. by and Mfd. for 1ext has been revised 10 show appropriate 4ventis 1ext. The
sireet address for Aventis, Kansas City has been added per the regulations because
Aventis is not listed in the current telephone directory.

4. Marketed by DERMIK LABORATORIES, INC. 1ext has been added 10 the carton.
3. The botile label has been revised 10 show the Aventis name.

Request from December 16. 1999:

1. Per the teleconference, it was recommended by the Sponsor to correct the information
regarding the Mfd by, Mfd for. Marketed by text. which appears on the last page of the PI.

Please see Attachment 2.
Marketed by DERMIK LABORATORIES. INC. text has been added 10 the package insert.

PAREXEL International Corporation hereby amends NDA 21-022 with the above requested
information on behalf of Hoechst Marion Roussel, Inc. (effective today. Aventis).

Thank you for vour attention. Please contact me at (610) 565-2622, extension 2245 if vou have
any questions.

Sincerely,

ﬁ;f é”‘éa‘ / W

Alicia Cabrelli ’ _ : -
Regulatony Affairs Associate
Worldwide Regulatory Affairs

APPEARS THIS WAY
ON ORIGINAL



PAREXEL International Corporation
Rose Tree Corporate Center
1400 N. Providence Road, Suite 2000
Media, PA 19063-2043
Telephone: 610-565-2622
Fax: 610-565-5866

CONFIDENTIAL

FAX TRANSMITTAL FORM

ATTENTION: Frank Cross, Sr. Regulatory Project Manager
* U.S. Food and Drug Administration

FAX #: 301-827-2075/2091
FROM: Alicia Cabrell
DATE , December 17, 1999
# OF PAGES:
(Including Cover)

ABOVE TF YOU ARE NOT THI, INJENDED RECIPIENT. OR AN EMPLOYEF UX ACENT OF THE RECIPIENT WHO 15 RESPONSIBLE FOR
DELIVERING 1H16 COMMUNICATION TO THE INTENDED RECIPIENT. YOU ARE HERERY NOTIF 2.0 THAT ANY DISSEMINATION, DISTRIBUTION
OR PHOTOCOPYING OF THIS COMMUNICATION OR 1HE INFORMATION CONTAINED IN TiS COMMUNRICATION 15 STRICTLY PROHIBITED. 1
YOL. HAVE RLCEIVED THiy COMMUNICATION IN ERROR. PLEASE IMMEDIA DI LY NOTIFY Tl SENDER BY TELEPHON( (COLLECT) SO THAT
THE SENDER MAY ARRANGE FOR RETURN OF THE ORIGINAL COMMUNICATION THANK YOU.

NOTES: Re: NDA 21-022
PENLAC™Nail Lacquer (ciclopirox) Topical Solution, 8%
Sponsor’s Responsc to Draft Approval Letter and J.abeling

Dear Mr Cross:

On behalf of the Sponsor, Avéntis, please acknowledge this facsimile as acceptance of the Approval
Letter and Labeling that was faxcd to the Sponsor, on December 16, 1999,

If you have any further questions, please feel free to contact me at 610-565-2622, ext. 2245.

Sincerely. -
Alicia Cabrelli
Regulatory Affairs Associatc

- APPEARS THIS WAY
ON ORIGINAL



PAREXEL Internationzal Corporation
Rose Tree Corporate Center .
1400 N. Providcence Road, Suite 2000
i Media, PA 19063-2043
Telephone: 610-565-2622

Fax: 610-565-5866
CONFIDENTIAL
FAX TRANSMITTAL FORM
ATTENTION: Frank Cross, Sr. Regulatory Project Manager
U.S. Food and Drug Administration
FAX #: 301-827-2075/2091
FROM: Alicia Cabrelli
DATE December 16, 1999
# OF PAGES: (ﬂ
(Including Cover)

" 3 A D b 1. »

ABOVE. IF YOU ARE NOT THE INTENDED RECIPIENT. OR AN EMPLOYEE OR AGENT OF THE RECIPIENT whO IS RESPONSIBLE _FOR
DELIVERING THIS COMMUNICATION TO THE INTENDED RECIFIENT, YOU ARE 1ICREBY NOTIFIED THAT ANY DISSEMINATION, DISTRIBUTION
OR PHOTOCOPYING OF THIS COMMUNICATION OR THE INFORMATION CONTAINED IN THIS COMMUNICATION IS STRICTLY PROHIBITED IF
YOU HAVE RECEIVED THIS COMMUNICATION IN ERROR, PLEASEIMMEDIATELY NOTIFY i1fE SENDER BY TELEPHONE (COLLECT) SO THAT
TIIL SENDER MAY ARRANGE FOR RETURN OF THE ORIGINAL COMMUNICATION. THANK YOU.

NOTES: Re: NDA 21-022
PENLAC™Nail Lacquer (ciclopirox) Topical Solution, 3%

Dear Mr Cross:

Attached for your review is the Sponsor’s letter referencing the Division's requests from December 15 and
December 16" in which the following are addrcssed:

1. Phase 4 commitments
2. Revised carton label
3 Addition of the “Mkt by™ statement for on the last page of the PL

If you have any further questions, please fee] free to contact me at 610-565-2622, ext. 2245.

Alicia Cabrelli

Regulatory Associate

‘Sincerely,

APPEARS THIS WAY
ON ORIGINAL
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‘/{C DEPARTN[ENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
""" Rockville MD 20857

Division of Dermatologic and Dental Drug Products
Office of Drug Evaluation V
Center for Drug Evaluation and Research
Food and Drug Administration
9201 Corporate Boulevard, HFD-540
Rockville, MD 20850 '

FACSIMILE TRANSMISSION
DATE: August 4, 1999 Number of Pages (including cover sheet) - 2
TO: Tracie Parker, B.S., Manager, Regulatory Affairs
COMPANY: Paraxel International Corporation
FAX #: 610-565-5223

MESSAGE: With regard to NDA 21-022, Loprox (ciclopirox) Nail Lacquer, 8%, we have the
following request:

1) Location in the NDA submission of a description of the "computerized
photoplanimetric method" used to determine percent involvement for
Studies 312 and 313.

2) Location of Treatment Emergent Adverse Events Table (for all
subjects)/rates by body system irrespective of relationship to study drug for
Study 211 and Study 212. Please provide a copy in MS Word format.

3) Please provide the case report for WHO Record #870781537 (in English)
from the WHO database query submission (correspondence dated March 8,
1999).

4) Please identify the country listed as Antilla under Foreign Marketing History
(Vol. 1.57, pg. 064).

5) Please clarify the study dates for Study 312. The study dates provided (Vol.
1.34, pg. 001) are 25 July 1994 - 26 March 1996. However, it is noted that
subject #041/0218 had a Post Week 16 visit dated 23 April 96 (Vol. 1.37,
pg. 243).

6) Please provide:

(a) CREFs,
(b)  planimetric mcasuremcnts), and



NDA 21-022
Loprox (ciclopirox) Nail Lacquer, 8%
Request for information
Page 2

(c) photographs (Baseline, Treatment Cure Visit [investigator's global
assessment of clear, KOH-neg. & culture-neg.],and all Post-
Treatment follow-ups visits) for the following subjects:

Study 312- 026/0104, 026/0116, 041/0218, 052/0402, 087/0926, &
052/0404.

Study 313- 028/1116, 036/1202, 036/1211, 036/1220, 036/1224,
044/1308, 047/1422, 063/1509, 088/1802, & 036/1219.

7) (Requested via T-Con on 8/3/99) Explanation of discrepancies in
designation of target great toenail noted in Study 313, Vol. 1.46, Data
Listing 5.2: Photography Results for Target Great Toenail ITT Subjects
(e.g., patients 036/1202, 088/1802, and 044/1308). The same discrepancies
were noted in Study 312 (Vol. 1.37) for patients 087/0926 and 052/0402.

Thank you.

FROM: Frank H. Cross, Jr., M.A.,, CDR
TITLE: Senior Regulatory Management Officer
PHONE #: 301-827-2063

FAX #: 301-827-2075/2091

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT
1S PRIVILEGED, CONFIDENTIAL, AND 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 that any review, disclosure, dissernination, copying, or other action based on the
content of this communication is not authorized. If you have received this document in ervor, please immediately notify us by telephone.

APPEARS THIS WAY
ON ORIGINAL



— - - -

e e - e e

- cacevaw a Msmwiy Mfatdey ATSALIGKTL, NCRUWIALVIY ATTAITS
COMPANY: Paraxel International Corporation
FAX #: 610-565-5223

following request:

Studies 312 and 313.

2) Location of Treatment Emergent Adverse Events Table (for all

1999).

(Vol. 1.57, pg. 064).

pg. 243).
6) Please provide:

(@) CRFs, .
(b)  planimetric measurements), and

——

MESSAGE: With regard to NDA 21-022, Loprox (ciclopirox) Nail Lacquer, 8%, we have the

1) Location in the NDA submission of a description of the "computerized
photoplanimetric method" used to determine percent involvement for

subjects)/rates by body system irrespective of relationship to study drug for
Study 211 and Study 212. Please provide a copy in MS Word format.

3) Please provide the case report for WHO Record #870781537 (in English)
from the WHO database query submission (correspondence dated March 8,

4) Please identify the country listed as Antilla under Forcign Marketing History

5) Please clarify the study dates for Study 312. The study dates provided (Vol.
1.34, pg. 001) are 25 July 1994 - 26 March 1996. However, it is noted that
subject #041/0218 had a Post Week 16 visit dated 23 April 96 (Vol. 1.37,
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C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
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DATE:

TO:
COMPANY:
FAX #:

MESSAGE:

FROM:
TITLE:
PHONE #:
FAX #:

Food and Drug Administration
Rockville MD 20857

Division of Dermatologic and Dental Drug Products
Office of Drug Evaluation V
Center for Drug Evaluation and Research
Food and Drug Administration
9201 Corporate Boulevard, HFD-540
Rockville, MD 20850

FACSIMILE TRANSMISSION

August 24, 1999 Number of Pages (including cover sheet) - 1
Alicia Cabrelli, Regulatory Affairs Associate
Paraxel International Corporation
610-565-5866

With regard to NDA 21-022, Loprox (ciclopirox) Nail Lacquer, 8%, we have the
following requests:

1. For Study 212, patient 030/103 -—— , please provide:

a. pregnancy outcome and
b. ‘study arm (active or vehicle) assignment.
2. Location in the submission of the protocol, safety and efficacy results from

the "open-label extension study” for patients enrolled in Study 211 and 212.
3. Please provide/correlate Center #s with investigators for Study 211 and 212.
Thank you.

Frank H. Cross, Jr., M.A., CDR
Senior Regulatory Management Officer

' 301-827-2063

301-827-2075/2091

o

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 FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person
authonzed 1o dejiver the document to the addressee, you are hereby notified that any review, disclosure, dissernination, copying, or other action based on the
content of this communication is not authorized. If you have received this document in error, please immediately notify us by telephone.
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{ COMPANY: Paraxel International Corporation
: FAX # 610—565-5866

: i MESSAGE: With regard to NDA 21-022, Loprox (ciclopirox) Nail Lacquer, 8%, we have the

following requests:

1. For Study 212, patient 030/103 — ), please provide: -
a. pregnancy outcome and
b. study arm (active or vehicle) assignment.

2. Location in the submission of the protocol, safety and efficacy results from
the "open-label extension study” for patients enrolled in Study 21! and 212.

3. Please provide/correlate Center #s with investigators for Study 211 and 212.

Thank you.
FROM: Frank H. Cross, Jr., M.A,, CDR
TITLE: Senior Regutatory Management Officer
PHONE #: 301-827-2063

FAX #: 301-827-2075/2091

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMAT!ON THA'

IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person

sulhorized to deliver the documnent tm the addressee, you are hereby notified that any review, disclosure, dissemination, copying, ot other action base | on the
content of this communication is not authorized. If you have received this document in error, please immedisiely notify us by telephone.
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C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
‘w ‘ Food and Drug Administration
o - - Rockville MD 20857

Division of Dermatologic and Dental Drug Products
Office of Drug Evaluation V
Center for Drug Evaluation and Research
Food and Drug Administration
9201 Corporate Boulevard, HFD-540 -
Rockville, MD 20850

FACSIMILE TRANSMISSION

DATE: September 24, 1999 Number of Pages (including cover sheet) - 2
TO: Alicia Cabrelli, Regulatory Affairs Associate

COMPANY: Paraxel Intermational Corporation

FAX #: 610-565-5866 '

MESSAGE: With regard to NDA 21-022, Loprox (ciclopirox) Nail Lacquer, 8%, and to our
conversation on September 23, 1999, attached to this facsimile transmission are
the tables from the Biostatistical review of the aforementioned NDA.

Thank you.
FROM: Frank H. Cross, Jr.,, M.A., CDR
. - TITLE: Senior Regulatory Management Officer
PHONE #: 301-827-2063
T FAX #: 301-827-2075/2091

TH!S 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 FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or 2 person
authorized 1o deliver the document to the addressee, you are hereby notified that any review, disclosure, dissemination, copying, or ather action based on the
content of this communication is not authorized. If you have received this document in error, please immediately notify us by teiephone.

~—  APPEARS THIS WAY
ON ORIGINAL
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NDA 21002 Loprox Nail Lacquer

Study 312 Complete Cure MITT Population:

Post-treatment

12 24
48 LOCF- week week
(48 wks) {+ LOCF) (+ LOCF)

Loprox cure -3 3 1 1
N 70 80 78 79

% 4.3 3.8 1.3 1.3
Vehicle cure 0 0 0 0
N 64 80 80 80

% 0.0 0.0 0.0 0.0

CMH p-value 0.075 0.059 0.254 0.277
Fisher p-value 0.246 0.245 0.494 0.497

ITT Population:
Loprox cure 4 4 2 2
N 91 112 110 111 H
% 4.4 3.6 1.8 1.8 :
Vehicle cure 1 1 1 1
N 83 110 110 110
% 1.2 0.9 0.8 0.9

CMH p-value 0.231 0.184 0.55% 0.573
Fisher p-value 0.370 0.368 1.000 1.000

Study 313 Complete Cure MITT Population:

Post-treatment
12 i APPEARS THIS WAY
48 LOCF-  week week ON ORIG'NAL
(48 wks) (+ LOCF) (+ LOCF)
Loprox cure S 5 1 0
N 75 84 83 79
% 6.7 6.0 1.2 1.2
vehicle ' ‘
cure 0 0 0 0
N 75 92 92 92
% 0.0 0.0 0.0 0.0
CMH p-value 0.019 0.012 0.254 " NA
Fisher p-value 0.0S58 0.023 0.477 NA
ITT Population:
Loprox cure 8 10 3 2
N 95 118 115 111
3 8.4 8.5 3.5 2.7
Vehicle cure o o o 0
N 85 117 117 117
% 0.0 o0 0.0 0.0

CMH p-value 0.004 0.001 0.066 0.134
Fisher p-value 0.007 0.002 0.122 0.240



FAX #:

CUMPANY . raraxci iniernational Lorporauon

610-565-5866

MESSAGE: With regard to NDA 21-022, Loprox (ciclopirox) Nail Lacquer, 8%, and to our

- ‘FROM:

conversation on September 23, 1999, attached to this facsimile transmission are
the tables from the Biostatistical review of the aforementioncd NDA.

Thank you. ..

Frank H. Cross, Jr., M.A,, CDR
TITLE: Scnior Regulatory Management Officer
PHONE #: 301-827-2063
FAX #: 301-827-2075/2091
jTHLS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM (T IS ADDRESSED AND MAY CONTAIN INFORMA™ IN THAT
IS PRIVILEGED, CONFIDENTIAL. AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee. era. on
suthorized to deliver the document to the addressce, you are hereby notified that any review, disclosure, dissemination, copying, o othet 3ction base: A the
content of this communication is not autharized. If you have received this document in error, pleass immacdisiely notify us by telephone
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DATE:

TO:

C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857

Division of Dermatologic and Dental Drug Products
Office of Drug Evaluation V
Center for Drug Evaluation and Research
Food and Drug Administration
9201 Corporate Boulevard, HFD-540

Rockville, MD 20850
FACSIMILE TRANSMISSION
December 1, 1999 Number of Pages (including cover sheet) - 14

Alicia Cabrelli, Regulatory Affairs Associate

COMPANY: Paraxel International Corporation

FAX #:

610-565-5866

MESSAGE: For your review/concurrence please find attached to this facsimile transmission

FROM:

TITLE:
"~ PHONE#:
- FAX#:

draft labeling for NDA 21-022, TRADENAME?® NAIL LACQUER (ciclopirox)
Topical Solution, 8 %

Thank you.

Frank H. Cross, Jr.,, M.A,, CDR

Senior Regulatory Management Officer
301-827-2063 '
301-827-2075/2091

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 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 that any review, disclosure, dissemination, copying, or other action based on the

content of this communication is not authorized. If you have received this document in error, please immediately notify us by tefephone.

- APPEARS THIS WAY
ON ORIGINAL
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COMPANY; Paraxel internationai \.orporauon
FAX #: 610-565-5866

MESSAGE: For your review/concurrence please find attached to this facsimile trans 1ssion
draft labeling for NDA 21-022, TRADENAME? NAIL LACQUER ( :lupriro
Topical Solution, 8 %

- Thank you.
FROM: Frank H. Cross, Jr., M.A,, CDR
TITLE: Senior Regulatory Management Officer
PHONE #: 301-827-2063
FAX #: 301-827-2075/2091
THIS DOCUMENT 1§ INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM [T 1S ADDRESSED AND MAY CONT. ~ INFORN: oraT
1S PRIVILEGED, CONFIDENTIAL, AND FROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW, If you are nut the  utroesse of
- authorized to deliver the document to the addressee, you are hereby notified that sny review, disclosure, disserrunauon. copying. of - <7 4. 02 °
content of this communication 1s not authorized, 1f you have received this document in error, please immediately notify us by telep® -
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C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
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DATE:

TO:
COMPANY:
FAX #:

MESSAGE:

FROM:

TITLE:

PHONE #:
- FAX#

Food and Drug Administration
Rockville MD 20857

Division of Dermatologic and Dental Drug Products
" Office of Drug Evaluation V
Center for Drug Evaluation and Research
Food and Drug Administration
9201 Corporate Boulevard, HFD-540

Rockville, MD 20850
FACSIMILE TRANSMISSION
December 1, 1999 Number of Pages (including cover sheet) - 3°

Alicia Cabrelli, Regulatory Affairs Associate
Paraxel International Corporation
610-565-5866

For your review/concurrence please find attached to this facsimile transmission
draft carton/container labeling for NDA 21-022, TRADENAME?® NAIL
LACQUER (ciclopirox) Topical Solution, 8 %.

Thank you.

Frank H. Cross, Jr., M:A., CDR

Senior Regulatory Management Officer
301-827-2063

301-827-2075/2091

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 1S ADDRESSED AND MAY CONTAIN INFORMATION THAT
1S PRIVILEGED. CONTIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person
authorized 10 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 not authorized. If you have received this document in error, please immediately notify us by telephone.

APPEARS THIS WAY
— ON ORIGINAL
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CUMPANY:  Paraxel international Corporation

FAX#  610-565-5866

MESSAGE: For your review/concurrence pleasc find attached to this facsimile tra -missior
draft cartor/container labeling for NDA 21-022, TRADENAME® NA
LACQUER (ciclopirox) Topical Solution, 8 %.

“Thank you.
FROM: Frank H. Cross, Jr., M.A., CDR
TITLE: Senior Regulatory Management Officer
PHONE #: 301-827-2063
FAX #: 301-827-2075/2091
THI$ DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT |5 ADDRESSED AND MAY CONT+ ¢ \=7RM L THAT
_ ISPRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. if youareactite - sees
- suthorized to deiiver the document to the sddressee, you are hereby notified that any review, disclosure, dissemination, copymng e o = v W
content of this commuynication is not authorized. I you have received this document in error, please inuncdiately totify us by telegh -
APPEARS THIS WAY
ON ORIGINAL
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MANIAUN L. Falaxel wtemational Lorporation

FAX #:

_610-565-5866

MESSAGE: For your rcview/concurrence please find attached to this facsimile tra .missio:

draft labeling for NDA 21-022, TRADENAME® NAIL LACQUER (¢ :lopiro:
Topical Solution, § %. .

. Thank you. .
‘FROM: Frank H. Cross, Jr., M.A., CDR
TITLE: Senior Regulatory Management Officer
‘PHONE #: 301-827-2063
FAX #: 301-827-2075/2091
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT [§ ADDRESSED AND MAY CONT, ~ INFORM « THAT
{18 PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLELAW. Ifyousre notthe  grecsee n n
"~ suthorized (o deliver the document to the addressee, you are hereby notified that any review, disclosure, disseminauon, COPYIng, of +  ~r alnn be v

.content of this communication is not authorized. I you have received this document in crror, please immediately notify us by telep: ¢
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C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

DATE:

TO:
COMPANY:
FAX #:

MESSAGE:

THIS DOCUMENT 15 INTENDED ONLY FOR THE USE OF THE PARTY TO WHOMIT I§ ADDRESSED AND MAY CONTALN INFORMATION THAT
ISPRJ VILEGED, ¢ ONFIDENTIAL. AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. Ifyou are not the addressee, or 5 person
authornized 1o deliver the document 1o the addressee, You are hereby notified that any review, disclosure, dissemination, copying, or other action based op the

Food and Drug Administration
Rockville MD 20857

Division of Dermatologic and Denta] Drug Products
Office of Drug Evaluatjon v
Center for Drug Evaluation ang Research
Food and Drug Administratjop -
9201 Corporate Boulevard, HFD-540
Rockville, MD 20850

FACSIMILE TRANSMISSION

December 6,1999 Number of Pages (including cover sheet) - 16

Alicia Cabrellj, Regulatory Affairs Associate
Paraxe] Internationaj Corporation
610-565-5866

For your review/concuxrence please find attached to thjs facsimile transmission

draft labeling for NDA 21-022, TRADENAME® NAIL LACQUER (ciclopirox)
Topical Solution, 8 9,

Thank yoy,

Frank H, Cross, Jr., M.A, CDR .
Senior Regulatory Management Officer
301-827-2063

301 -827-2075/2091

_ #»PPEARS THIS WAY
O% ORIGINAL
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] PAREXEL

Rose Tree Corporate Center
1400.N. Providenze Road, Sulte 2000. Media, PA 19063
Telephone: (610) $65-9400
Fax: (610} 565-5223

December 16, 1999

Jonathan Wilkin, MD, Director

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Dermatologic and Dental Drug Products (HFD-540)
Attention: Document Control Room

9201 Corporate Blvd.

Rockville, MD 20857

RE:

NDA 21-022
PENLAC™ Nail Lacquer (ciclopirox) Topical Solution, 8%
Sponsor’s Response to Request for Information

Dear Dr. Wilkin:

Reference is made to the submission of the above referenced NDA to the Division on December
18. 1998. Additional reference is made to the telephonc conversation between Mr. Frank Cross,
and Ms. Alicia Cabrelli, Regulatory Affairs Associate at PAREXEL International, on December
15, 1999, and the teleconference between the Division and Sponsor on December 16, 1999.

Regquests from December 15, 1999

1.

Confirmation of the Phase IV commitment can be completed within 1year from approval.
The following was submitted vio Jacsimile to the Division on December 9, 1999 and officially
submitted to the Division on December 13. 1999.

HMR commits within one year of approval to the post-approval conduct of phototoxicity and
phoioallergenicity studies with PENLAC™ NAIL LACQUER (ciclopirox) Topical Solution,
8%. as a condition for inclusion of use of the product on fingernails in the approved product
label (as indicated in the proposed drafi, dated Dec. 9.1999). HMR will submit the study
protocols to the Division for their review prior to the conduct of said studies, to assure that
the studies fully serve the needs of the Sponsor and the Agency with regard to the use of the
product for treatment of. “fingernails. '

Confirmation that HMR can commit to submitting the final study report to the Division one-
year from approval regarding the Phase 4 commitment from the December 9, 1999 facsimile
and the official subriission of December 13, 1999.

The Sponsor agrees to conduct the above Phase 4 studies and submit final study reporis to
+he Division within one year of NDA approval. The Sponsor. will submit the relevant
protocols 1o the Division for review and comment in advance. The timing of submission of
the final study reports presumes that the Division will revicw and comment on the protocols,
in a timely manner (e.g. 4-6 weeks after receiving them).

a———————— - B
Headquarters: 195 West See: » Waitham. Massachusenis 02154 » 617-487-9900
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3. The Division recommends revised carton and bottle label.
Please see Attachment 1.

The changes are as follows:
1. Important: This package is not child resistant - has been added beneath the Warning

statement on the carton.
2 Reference 10 Hoechst Marion Roussel on the front, side, and top panels has been

deleted
3. The Myd by and Mfd. for text has been revised to show appropriate Aventis text. The

street address for Aventis, Kansas City has been added per the regulations because
Aventis is not listed in the current telephone directory.

4 Marketed by DERMIK LABORA TORIES, INC. text has been added to the carton.

5. The bottle label has been revised (o show the Aventis name.

Request from December 16, 1999:

1. Per the teleconference, it was recommended by the Sponsor to correct the information
regarding the Mfd by, Mfd for, Marketed by text, which appears on the last page of the P1.

Please sec Attachment 2.
Marketed by DERMIK LABORAT ORIES. INC. text has been added to the package inser.

PAREXEL International Corporation hereby amends NDA 21-022 with the above requested
information on behalf of Hoechst Marion Roussel, Inc. (effective today, Aventis).

Thank you for your attention. Please contact me at (610) 565-2622, extension 2245 if you have
any questions.

Sincerely,
Alicia Cabrelli '

Regulatory Affairs Associate
Worldwide Regulatory Affairs

APPEARS THIS WAY
ON ORIGINAL
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PAREXEL International Corporation

CONFIDENTIAL ,
FAX TRANSMITI‘AL FORM
ATTENTION- Frank Cross, M.A, CDr
Senior Regulatory Managemen; Officer
COMPANY: U.S. Food and Drug Adminisuau‘on
FAX #. 301-827-2075
FROM: Tracie Parker
DATE: Sepiember I, 1998
# OF PA GES: 3
(Including Cover)
Eouy Ok N LN THISF >IN SIMTRIC ; X 1 d e IRDT ‘
BENER T YOU é&%ﬁ%&“ﬁ&%&?ﬁ-ﬁ&%‘%ﬁe%i‘p;‘a“-ﬁ#‘ RE 1 vxonnao“%ﬂ‘%i’@%%s‘éﬁ&i%’é%?ﬁ%%’?ﬁ

Yo Fat0C0PyN G ALY CANMINICATION O DED PNEQRMATION cONTHERE S COMMNTAT I EPSIRICTLY BROHREST] F
o BAVE RECENER COMMINICATION 1< ERROK PLELER IMMEDIATEL Y N THE SENDER By TELEPHONE (CoL s BBl THAT
THE SENDERS ) ARRANGE FOR RETLHAT OF THE ORIGINA - COMMUNICATIOS THANK YOO !

INFORMAL FAX

RE: |, rox® (ciclo irox) Najj Lacquer 8%
ND{)& 21-022 P 1

In Preparation for (he te]ec;onference_ scheduled op Wed, Sept. 2 ar 2:00 pm With yoursef and

Division Slatisticians 1o discuss thejr Tequirements for electronic Submission of data for thjg

NDA, the following Jigts What FDA 'y, be rece}vin electronica.[l from PAREXF]
" e :

Study 211: A Double-Bling Study of the Safety ang
Efficacy of Ciclopirox (Loprox) Najj Lacquer g Versus

its Lacquer Vehicle in Patients wig, Dcrmatophyuc
Onychomycosis Of the Fingernails

Study 212. A Double-Bling Study of the Safety and
Efficacy of Ciclopirox (Loprox) Najj Lacquer g8, Versus

1ILs Lacquer Vehicle in Patiengs With Derma!ophyu‘c
On ychomycosis of the Fingernaijs
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Study 312: A Double-Blind Study of the Safety and
Efficacy of Ciclopirox (HOE 296NL) Nail Lacquer 8%

Versus its Lacquer Vehicle in Patients With Distal
Subungal Tinea Unguium of the Toenails

Study 313: A Double-Blina Study of the Safety and
Efficacy of Ciclopirox (HOE 296NL) Nail Lacquer 8%

Versus its Lacquer Vehicle in Patients With Distal Subungal
Tinea Unguium of the Toenails

Study 320: An Open-Label Study of Ciclopirox

(HOE 296NL) Nai! Lacquer 8% in Patients With Distal
Subungual Tinea Unguium of the Toenails

Study 111A: Ap Open Label! Study to Determine the Safety,
Efficacy and Systemic Absorption of Ciclopirox (Loprox) Nail

Lacquer 8% in patients With Dermatophyrtic Onychomycoses of
the Finger Nails

Study 1003: Repeated Insult Paich Study to Assess
the Irritation and Sensitization Potential of Topically
Applied Loprox Nail Lacquer 8%

Each of these swdies will contain Raw data as well as Analysis datasets. The Analvsis datasets
contain any calculated data necessary for the creation of statistical output.

DATASETS for Integrated Databases:

ISS
ISE

These databases will be Comprised of Analysis datasets created from the individual studies.

We would like to obtain confirmation during our leleconference tomorrow that the above
information submitted electronically on to a single CD-ROM will suffice.

We would also like 10 confirm at tomorrow's teleconference that SAS version 6.09, which
PAREXEL International uses on a VMS platform not Windows, is compatible with SAS version

6.12 used lzay the Division. Datasets created in SAS version 6.09 are compatible with SAS
version 6.12.

The meeting attendees from our end will be follows:
PAREXEL International

Irving Dark -- Manager, Statistical P(ogramminF ) _
Alberto Grignolo -- Senior Vice President, Worldwide Regulatory Affairs

-Elaine Hoffer-- Sr. Programmer

Tracie Parker-- Sr. Regulatory Associate

Hoechst Marion Roussel Inc. —

Michael French - Manager, Regulatory Affairs
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We look forward to this discussion with you and your colleagues, and to submitting the NDA_
We will contact you at 2:10 pm at 301-827-2094.

r. Regulatory Associate

- : APPEARS THIS way
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