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January 30. 2002

Dr. Jonathan Wilkin

Food and Drug Administration

Division of Dermatciogic & Dental Drug Products, HFD-540
Center for Drug Evaluation and Research

Office of Drug Evaluation V

8201 Corporate Boulevard, 2n¢ Floor

Rockville, Maryland 20850

Dear Dr. Wilkin:

Re: NDA 18-662 — Accutane (isotretinoin) Capsules
Information Request: Response to FDA Fax of November 26, 2001

Reference is made to the FDA fax of November 26, 2001 in which FDA requested that Roche
submit all pre-clinical data and/or study reports from any Hoffmann-La Roche facility or location
from any year pertaining to the effects of isotretinoin on behavior or central nervous system

function.

Roche has reviewed all pre-ciinical data and/or study reports available and has contacted key
Roche affiliates concerning this matter. in this process, we have found an internal research
report entitled "General pharmacological and drug interaction studies with Ro 04-3780 {13-cis
retinoic acid) administered orally.” We are hereby submitting this report.

Should you have any questions regarding this submission, please do not hesitate to contact the
undersigned.

Sincerely,

HOEFFMANN-LA ROCHE INC.

Jognna Waugh, BSc., Hons,
Grbup Director

Drug Regulatory Affairs
(973) 562-2566 (phone)
(973) 562-3700 (fax)

JWigb

HLR NO. 2002-295
Attachment

Desk copies: Mary Jean Kozma-Fornaro, HFD-540 (2)
Dr. Kathryn O'Connell, HFD-540

HLR 111313
Hoffmann-La Roche Inc. 340 Kingsland Street
Nutley. New Jersey 07110-1199
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| Form Approves OMS Ao 18

DEPARTMENT OF HEALTH AND HUMAN SERVICES Exoraton Date. Maren 1+ a00a
FZIZ ANZ ORUS ACMIN'STRATION i See OMB Siatement on pace O
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, | FOR FDA USE ONLY

ARP_|CAT.ON NUMBER

OR AN ANTIBIOTIC DRUG FOR HUMAN USE

‘Tiie 21 Coge of Feceraf Reguations. Sars 314 & 601

APPLICANT INFORMATIOMN
NAME OF APPL CANT i CATE TF SUBMISSION

Hoffmann-La Rozhe inc | January 31, 2002
TELEPHONE KO rinziude area Joge: { FACSIMILE (FAX) Number finciuae Area Soce

[973) 562-2566 1973 SRZ-3700.3554
APPLICANT ACORESS 'A_mper Streer 2 3uie Jountn 2'P Code or Man Coge - AUTHORIZED U 5 AGENT NAME & ADDRESS ‘Numper Streer Zity State
and U5 License numper «f oreviously 15580 | ZiP Zage tevepnone & FAX number) IF APPL.CABLE

340 Kingsiana Street Joanna Waugh, BSc.. Hons
Nutiey, N.J 07110 Group Director
Crug Regulatory Affairs

PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIGT.C APPLICATION NUMBER OR BICLOGICS LICENSE APPLICATION NUMBER (!l previousiy 1ssuea)  NDA 18-662

ESTABLISHED NAME /e ¢ Proper name LISP'USAN name) | PROPRIETARY NAME (rrage name) IF ANY
Isotretnain | Accutane

CHEMICAL/BIOCHEMICALBLOOD PRICUCT NAME [t any! | CODE NAME /If any)
13 cis-retinoic acia { Ro 04-31780

DOSAGE FORM: STRENGTHS i ROUTE OF ADMINISTRATION:
Capsules | 10 mg 20 mg. and 40 mg Cral

{PROPOSED) INDICATIONIS) FORUSE
Severe Recaicitrant Nodutar Acne

APPLICATION INFORMATION
APPLICATION TYPE

{cneck one} W NEW DRUG APPLIZATION (21 CFR 314.50) . AEBREVIATED NEW DRUG AFPLICATION (ANDA. 21 CFR 314.94)
T B8 CLOGICS LICENSE APPLICATION (21 CFR Pan 601}
IF AN NDA, IDENTIFY THE APPRCPRIATE TVPE 505 (b1} — 505 (b)(2}
IF AN ANDA. OR 505(b)i2). IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THATIS THE BASIS FOR THE SUBMISSICN
Name of Dnug hoider of Approvea Applicauon
TYPE OF SUBMISSION rcneck gne — ORIGINAL APRICATION — AMENDMENT T0 A PENDING APPLICATION — RESUBMISSION
— PRESUBMISSION T ANNUA, HEBDRT T ESTABLISHMENT DESCRIPTION SURPLEMENT —_ EFFICACY SUPPLEMENT
. LABE_ING SUPD. ZamENT Z CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT . CTHER T

IF A SUBMISSION Cf PARTIAL APP_ZATICN PROV'DE _ETTER CATE OF AGREEMENT TO PARTIAL SUBMISSION

iF ASUPPLEMENT !DENTFv THE aFPRCPRIATE CATESORY [~ ]osE T Z3E-30 Z Pnor Approval (PA)

REASON FOR SUBMISSION
fntormaupn Reguest. Resoonse w FOA Far of Novemoar 26 2001

PROPOSED MARKETING STATUS rzreck one: ¥ oRzSCRIPTION PRODUCT ‘Rt . OVER THE COUNTER PRODUCT (0TC)

NUMBER OF VOLUMES SUBMITTED THIS APPLICATION IS ¥ PAPER _] PAPER AND ELECTRONIC ) ELECTRONIC

ESTABLISHMENT INFORMATION (Full estabiishment mnformation should be provided in the body of the Application.)

Prowide Iocatons of all manutactunng. Pacxagng ang control sites fer grug subslancs and drug product (Conunuation sheets may De used if necassary). Inciude name,
acdress. contacl. t@iepnone numper. ragistration number {CFN), DMF number, and manutactunng steps andg/or type of testing (e.g. Final dosags form, Stabinty testing)
conducied at the sile. Please na:cate wnetner the sits (s reacy for inspection or, f nol whan i will be raagdy.

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

FORM FDA 356h (4/00) Crosm oy M AAvLSDHHS (301) 4ad.754 EF
PAGE 1
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This apphcalion contains the following ems: {Check ali that 320!ty

"1 ingex

i 2 Labeling rcneck one - Oraft Lapenrg — T rai®anteg Latenrg

3 Summar 2% TFR 3ta E0 o

t & Chemisiry sechen

A Crermustry marytaciurng anc cortrois inermanee ey T IFER 3UzEn - 2t I=s N

h

B Samptles 127 CFR 312 50 8™ 2° TFR G012 .4 Sunmit anly soor FIA s recuesn

C Methoas vailcauon cackage te ¢ . 21 CFR 114 SOie)2in 27 CFR S0 2

| 5 Nonchn:cal pnarmacology and 10xicoI0gy Sectior e 5 2VCFR 31 =01¢ 2 2

Tumar pnarmacokirelcs and moavalabiity seclion (e 3 21 CFR 5314 505

]

| 7 Chrical Micretiology e g 21 CFR 314 S3ididn
| 8 Clinical gata secver (e, 21 CFR 314 50taY(5;, 21 CFR 801 2¢
| 9 Safery upcate reccr (e g 21 SFR 373 50(a)Shivits: 21 CFR 501 2,

10. Statisucal section e g 21 CFR 314 50(di6Y, 21 CFR 601.2)

11. Case repont tabwauans re g. 21 CFR 314 50(N{1Y. 21 CFR 601.2)

i
| 12 Case report forms e g 21 CFR 314 50 (f(2). 21 CFR 601 2)
|

13 Patent informaton on any patent which zlaims the drug {21 U S.C 385(bior (¢))

14 A patent cerificauon with respec: to any patent whicn claims the Crug (21 U.5 C 35515)2) ar yi2)A))

| 135. Estabisnmert descnption (21 CFR Pan 600, apphcanle!

16. Debarment cerification (FD&C Act 306 (ki 1))

]
I 17. Fiela copy cenfication 121 CFR 314 50 k)31

i 18 User Fee Cover Sheet (Form FDA 3387,

18 Financial Informauom (21 SFR Pan 54)

V ] 20 OTHER (SDECIf}" '"OrmaLor ReGuisT Response 10 F DA Fax of Novemoer 26 2001

CERTIFICATION

| agree to update this applicatior with new safety informaton about the proguct that may réasonably atect the statement of contraindications,
warnings, precaulions, or adverse reaclions in the draft labeling. | agree 1o submn safefy update reports as prowvided for by reguiathon or as
regquested by FDA 1f thus appucation 1s approved. | agree 1o compty with all applicable iaws ang reguiations that apply to approved apphcatons.,
ncluding. but not limited 1o the foilpwing

1 Good manufaciuning pracuce regulations in 2 CFR Pars 210, 211 or applizabie regulators Pans 6CE ard/or 820
Biclogical estabusnment stargares in 21 SFR Pant 600
Labelng reguiatons in 21 CFR Pans 201 606 610, 660 and/or 809 .
inthe case of a prescrolicr drug of DICIOGICAl Progucl. presenntion drug acvertsing reguiations in 21 CFR 2art 202 °
Regulauens on mawing cranges in appication in FO&C Act Secton 5064 21 CFR 31471 314 72 314 97 314 9% arg 60t 12
Reguiations or Repons m 21 COFR 314 8C 314 84 600 80 and 600 81

Local, state anc Federal environmental IMpact laws.
Ifthis application applies 10 a drug produc: that FDA has proposed for seheduling uraer tne Controlied Substances Act agree not to market the

preduct until the Drug Enforcement Agmirustraton makes  finat scheduling decision
The data and information in this submission have been réviewed and. 10 the bes! of my knowledge are certified 1o pe true and accurate
Warging: A willfully faise statlement is a cnminal offense U S Code utle 18 section 1001

*J_Chmtnum

SIGNMTURE OF RESPONSIBLE OFF OR AGENT ’ TYPED NAME AND TITLE | DATE
(g [ Joanna Waugh. BSc_. Hens. Group Director DRA January 31, 2002
. i
ADDRESS (Streer. City, Stare. anc ZIPyooej Teiepnone Numper ’
348 Kingsland Street. Nutley New Jersey 07110 (973 ) 562-2566

Public reporting burden for this coliection of information s estimated o average 24 hours per response. iIncluding the Ume for reviewing
instrucuons, searching existng data sources. gatnenng and mantaining the data needed. and complenng and reviewing the collection of
mformauon. Send comments regarding tnis burden esumate or any other aspect of this collection of infermation. inciuding suggestions for reducing
this burden 1a:

Depantment of Heaith and Human Sarvices Food ang Drug Admimistraucn

Food and Drug Aaminisration CDER HFD-94 An agency may nol conduct or sponscr. and a
CBER, HFM-29 12428 Parkiawn Dr.. Roorm 3046 PEerson 1s not required to respond to. a collecuon
1401 Rockvile Pike Rocavile, MO 20852 of information uniess (L dispiays a currently vahd
Rockviie. MD 20852-1448 OMB controi number.

FORM FDA 256h (4/00)
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