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Immediate Release Filth- Coated Tablets 10mg, 20mg, 100mg. Oral Tablets

EROFOSED) INDICATION(S) FOR USE:
{ Rheumatoid Arthritis

APPUCATION INFORMATION

APPUCATION TYPE
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This spplicstion contains the following items: (Chack &l that apply)

1. tndex .
2. abeling (check one) () Orat Labeiing (O Final Printad Labeling
3. Summary (21 CFR 314.50 (c))
){ 4. Chemistry section
A. Chemistry. manidaciuning, and cantrols information (e.g. 21 CFR 314.50 (d) (1), 2t CFR 601.2)
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8. Clinical data secton (6.9. 21 CFR 314.50 (d) (5). 21 CFR 601.2)
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10. Stafistical socton (6.g. 21 CFR 314.50 (d) (6). 21 CFR 601.2)
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13. Patent Information on any patent which clsims the drug (21 U.S.C. 3S5 (b) or (<))
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16. Debarmant certification (FD&C Act 306 (X)(1))
17. Feld copy certification 21 CFR 314.50 (k) (3))
18. User Feo Cover Shoct (Form FDA 3397)
19. OTHER (Specity)
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. Quintiles, Inc.
INTILES Strategic Regutatory Division
1801 Rockville Pike, Suite 300
Rackville, MD 20852
301530 9222 / 301 272 2150 Fax
http/iwww.cro.quintiles.com

April 20, 1998
VIA FACISIMILE -

Division ofAnti-lnﬂammatory, Analgesic,
and Dental Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Consumer Safety Officer :
Subject: Informational Amendment: Response to Written Request (Dated 4/13/98)
NDA 20-905

Serial No. 001

Dear Ms. Cook:

In response 10 the FDA’s written request dated 13 April 1998, Please find the enclosed two copies of the
following:

1) CMC section:

An electronic version and Hard Copy of the CMC summary from the Summary Application
(Section 2.4) to be provided in Word 7.0.

2) Hardware for the PK reviewers, two sets:

QBRI has been informed from FDA that the two external CD drive and associated software for
installation are.not needed. Therefore we have not enclosed the external CD drive.

3) Statistical Requests.

3.1 Data sets provided lin SAS 6.12 and SAS 6.12 transport on CD - ROM and Hard Copy
containing All the data sets used 1o support the ISE and 1SS separated by study. -

3.2 Annotated G@se report forms for the phase I1] studies, separated by study.

3.3 CD- ROM containing the integrated tables in Word 6.0.




-
-

/

LNOms

4) Index for all the technical sections of the NDA:

One inclusive Index ( 7 volumes, consecutively) containing the following;

1) The current Master Table of Contents (Section 1.0 Index)
2) Technical Sections, Table of Contents (all)
3) Individual Volume Indexes

5) Pharmacology Requests:
5.1 Replacement Requests for the Preclinical Reports. i
1) Volume 22: Full Document for report number Cl6176.
2) Volume 24: Fuli Document for report number 13001,

3) Replacement documents requested from the pharmacology/toxicology reviewer are
provided in full replacement volumes for volumes 25,27,28,33-37,39, 40-42 and 59. These
replacement volumes are identical to the original NDA volumes.

5.2 Sponsor Coding:
A table with the code name and compound names have been submitted in a separate binder.

Finally QBRI would like to inform the division that-our address has changed. The New address
is:

Quintiles BRI, Inc.

Suite 300

1801 Rockville Pike
Rockville, MD 20852-1633
Tel. 301-530-9222

Fax. 301-272-2150

If you have any questions regarding the above information, please do not hesitate to contact me
at (301) 272-3122.

Si;\cerely,

Jo

Mahager, Regulatory Affairs .
Strategic Regulatory Division

-
Enclosures




LES Quintiles, Inc.
Strategic Regulatory Division
1801 Rockville Pike, Suite 300
Rockville, MD 20852
301 530 9222 / 301 272 2150 Fax
http//www.cro.quintiles.com

April 21, 1998

VIA COURIER & FACSIMILE

Division of Anti-Inflammatory, Analgesic,
and Dental Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Consumer Safety Officer

Subject: Informational Amendment: Response to Clinical Request (Dated 4/8/98)
NDA 20-905
Serial No. 002

Dear Ms. Cook: .

In response to Clinical request from Dr. Johnson dated 8 April 1998, please find the enclosed
two copies (hard and electronic) of Scatter Plot Graphs of Changes from Baseline in Efficacy
Parameters (SJC, TJC, MHAQ) vs. Days on Study Treatment for Dropouts for Studies US301,
MN301, MN302, and YU203.

Each scatter plot graph contains data for all treatment groups, with individuals from the different
treatment groups coded as such. All dropouts are included, regardless of the reasons for
discontinuation. .

Please Note: There are sections of the graphs (particularly in US301) in which many points
overlap and the treatment groups are difficult to separate visually. Therefore, QBRI enclosed,
for the US301 study, graphs of mean changes in efficacy parameters vs. endpoint visits. .

Also Note: The endpoint visits on these graphs are the last visits on which the parameters in
question were assessed for a subject prior to/at discontinuation, and should approximate the days
on study treatment from the scatter plot divided by 7.

If you have any questions regarding the above information, please do not hesitate to contact me
at (301) 272-3122. Dr. Frank Hurley from QBRI will call Dr. Johnson to discuss these graphs

and any other infe‘nnation he may require.

Sincerely,

RN BSN
ager, Regulatory Affairs
egic Regulatory Division

-

Enclosures



Quintites, Inc.

Strategic Regutatory Division
1801 Rockville Pike, Suite 300
Rockville, MD 20852

301-530 9222 / 301 272 2150 Fax
http://www.cro.quintiles.com

April 24, 1998

VIA COURIER

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550
9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: Informational Amendment: Response to Written Request (Dated 4/13/98)
NDA 20-905 (Section 6.0: Electronic Version of the Phase I
Pharmacokinetic and Phase III Population Pharmacokinetic Data on CD-
ROM)

Serial No. 003

Dear Ms. Cook:

In response to Written Request dated 13 April 1998, please find enclosed two copies (hard
and electronic) of the analysis of the Phase I Pharmacokinetic and Phase III Population
Pharmacokinetic Data on CD-ROM.

If you have any qﬁestions regarding the above information, please do not hesitate to contact me
at (301) 272-3122.

Sincerely,

M§Bnager, Regulatory Affairs
Strategic Regulatory Division

Enclosures

. DUPLICATE
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Quintiles BRI

Strategic Regulatory Division

1801 Rockville Pike, Suite 300
Rockville, MD 20852 -
301 530 9222 /301 272 2150 Fax
http//www.cro.quintiles.com

April 27, 1998

VIA COURIER AND FACSIMILE

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products 8 M

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: Informational Amendment: Response to Clinical Verbal and Faxed Request
(Dated 4/8/98)
NDA 20-905

Serial No. 004

Dear Ms. Cook:

In response to a Clinical request, with a follow-up fax, from Dr. Kent Johnson dated April 8,
1998, please find the enclosed two copies in this submission of the following analyses, A
Reanalysis of the Results of X-rays of Hands and Feet and An Analysis of the Subjects Who
Were Non-Responders at Week 16.

* A Reanalysis of the Results of'x-rays of Hands and Feet

The analytic approach was modified in accordance with the request to present the final x-ray
for each patient at the end of therapy (i.e., not using the 12 month x-ray for subjects who
discontinued prior to month 12). Three tables are provided in the attachment:

-An accountability table showing the number of subjects included in the original analysis and
the available x-rays for each subject who discontinued early. This table can be used to
determine the number of subjects available for the modified approach to the analysis.

For example, the driginal analytic approach included 131 leflunomide subjects with an

endpoint x-ray. Some of the subjects included in that analysis were early discontinuations

who had only a 13 month x-ray. Those subjects are not included in the new analytic

approach as the reanalysis used only x-rays taken at the end of initial therapy. Thus, the

number of subjects in the new analysis can be determined as follows:
83 subjects who completed the protocol and had a 12 month x-ray )

2 subjects who entered alternate therapy, but who also had an x-ray taken at early termination
13 subjects who discontinued early and had an x-ray taken at early termination and at month 12
14 subjects who discontinued early and had only an early termination X-ray
112 subjects with an x-ray at the end of initial therapy

Thus, a total of 112 leflunomide subjects are included in the modified analytic approach.

ORIG AMERD; rEset
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-A copy of the tables showing the results of the original analysis for reference (Table 37 of
the integrated tables, included in Appendix A to Section 8.0, Volume 1.112, pg. 8-537).

-Table 37(revised) providing the results of the reanalysis. The reanalysis shows that all three
treatment groups have slightly less progression (i.e., smaller mean change in total score) than
found in the original analysis. This is as expected, given that the results reflect a shorter
time interval for the subjects who discontinued early. The pattern between the treatment
groups, nonetheless, remains the same as seen in the original analysis: leflunomide is
statistically significantly superior to placebo. The difference between leflunomide and
methotrexate is no longer statistically significant due to the smaller sample sizes, but the
mean change in the leflunomide group is numerically better than in the methotrexate group
and the relative difference between the two groups is similar to that using the original
analyvtic approach.

The results of the modified approach, therefore, support the findings of the original analysis
and support the conclusion that leflunomide effectively retards disease progression as
evidenced by x-rays of the hands and feet.

® An Analysis of the Subjects Who Were Non-Responders at Week 16

An analysis of subjects who were eligible to discontinue from the initial therapy phase and
enroll in alternate active therapy. The first table presents the number and percentage of
subjects who enrolled into alternate active therapy who were not responders at week 16. A
review of this table indicates that more of the placebo subjects discontinued and enrolled in
alternate therapy that subjects on both active therapies. Since ACR responder status requires
simultaneous improvement in multiple parameters, further analysis was done to determine if
the subjects, in all treatment groups, who did not enter the alternate therapy phase at week 16
had, in fact experienced some degree of improvement, though not enough to achieve ACR
responder status.

The remaining ‘tables present these results and support the conclusion that subjects who
chose to remain in initial therapy had experienced some improvement, while those who
entered alternate therapy showed little, if any, improvement on initial therapy.

) If you have any ques.t.ions' regarding the above information, please do not hesitate to c:ontact me
- at (301)272-3122. «

Sincerely, =

J ales, RN, BSN
. [anager, Regulatory Affairs
{ Strategic Regulatory Division

-

Enclosures
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1801 Rockville Pike. Suite 300 ; p oo e —
Rockville, MD 20852 . ﬂ )

301 530 9222 /301 272 2150 Fax

http.//www.cro.quintiles.com

May 1, 1998

VIA COURIER AND FACSIMILE

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: Informational Amendment: Official Request for Marketing Exclusivity for
ARAVA™
NDA 20-905

i Serial No. 005

Dear Ms. Cook:

Enclosed are two copies of an official letter from Hoechst Marion Roussel, Inc. requesting
extended marketing exclusivity for ARAVA™,

If you have any questions regarding the attached documentation, please do not hesitate to contact
me at (301) 272-3122.

Sincerely.

J /B8] RN(, BSN
ger, Regulatory Affairs
Strategic Regulatory Division

Enclosures

(=
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Sprston Dams: Apni ,ff_;,i;","";f("‘:@ \\
FOOD AND DRUG ADMINISTRATION CY e Ty i\
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN '+ 'FORFDAUSEONLY 1
ANTIBIOTIC DRUG FOR HUMAN USE T

APPLUICATIONNUMBER 'Y ]
(Title 21, Code of Federal Reguilations, 314 & 601) ¥ w0 s o : PPN /»

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION . .4:?¥”

Hoechst Marion Roussel, Inc. mabj l, (9938 .

TELEPHONE NO. (Inckude Arsa Code) FACSIMILE (FAX) Number (inciude Area Code)
816) 966-7297 - (816) 966-3594

and U.S. License number if previously issued): ZIP Code, elephone & FAX number) IF APPLICABLE

10236 Marion Park Drive © Quintiles BRI, Inc. _
Kansas City, MO 64137 1801 Rockville Pike, Suite 300
Rockville, MD 20852

APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mai Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Numbe, Streer, City, State,

. (301) 530-9222 FAX (301) 272-2150

L PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (if previously issued)
ESTABUSHED NAME (e.g., Proper name, USPAUSAN name) PROPRIETAQY NAME (rrade name) IF ANY
i ding) ARAVA'™M Tablets
CHEMICAL/BIOCHEMICAL/BLOOO PRODUCT NAME (W any) CODE NAME (#/ any)
. -(4'-tr1f1qugmethzlphen;g)-5-me;hxli§pxazole-4-carboxamide HWA 486, A77

| DOSAGE FORM: r“smsnems: ROUTE OF ADMINISTRATION:
Immediate Release Film-Coated Tablets 10mg, 20ng, 100mg. Oral Tablets

(PROPOSED) INDICATION(S) FOR USE:
Rheumatoid Arthritis

OPLICATION INFORMATION

APPLICATION TYPE ;
(check one) &) NEW DRUG APPLICATION (21 CFR 314.50) O ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)

O BIOLOGICS UCENSE APPLICATION (21 CFR part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE K 505 ) (1) 0 505 ®) (2) QO so7

IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug ) Hoider of Approved Application

TYPE OF SUBMISSION .
(check one) 3 oRIGINAL APPLCATION O AMENDMENT TO A PENDING APPLICATION O resusmission

O presusmissION 0 aNnUAL REPORT [0 ESTABUISHMENT DESCRIPTION SUPPLEMENT [ supac SUPPLEMENT
O eFRICACY SUPPLEMENT [ LABELING SUPPLEMENT (0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT Momsn

REASON FOR SUBMISSION Og»

1cao\ Request fine mocke ting Exeluciv bu for ACAVA™™

PROPOSED MARKETING STATUS (check one) PRESCRIPTION PRODUCT (Rx) OVER THE COUNTER P! T (OTC)

NUMBER OF VOLUMES SUBMITTED THIS APPLICATION IS O PAPER CJ_PAPER AND ELECTRONIC [ ELECTRONIC

ESTABLISHMENT INFORMATION

adadress. contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage lorm, Stability testing)
conducted at the site. Please indicate whethe] the site is ready for inspection or, if not, when it will be feady.

‘570\»09 locations of all manutacturing, packagi;g and control sites for drug substance and drug product (continuation sheets may be used i necessary). Inciude name,

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

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

1. index

2. Labeling (check one) (O Oratt Labeling [ Finat Printed Labeling

3. Summary (21 CFR 314.50 (c))

4. Chemistry section

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

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

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

Nonclinical phammacology and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 601.2)

Human pharmacokinetics and'Bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601 .2)

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

5

6

7. Clinical Microbioblogy (e.g. 21 CFR 314.50 (d) (4))
8

9

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

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

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

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

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

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

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

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

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

18. User Fee Cover Sheet (Form FDA 3397)

X | 19. OTHER (specity) OFF1 1 Reguest Fo€ Marketine, Exclusivity for ACAVA™™
CERTIFICATION v - ~

| agree to update this application with new safety information about the product that may reasonably atfect the statement of contraindications,
wamm?s. precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation oras
uested by FDA. If this application is approved, | agree to comply with ail applicabte laws and regulations that apply to approved applications,
inciuding, but not limited to the following:
1. Good manufacturing practice regulations in 21 CFR 210 and 211, 606, and/or 820.
Bfu%ig?icel establishment standards in 21 CFR Part 600.
ing regulations in 21 CFR 201, 806, 610, 660 and/or 809.
In the case of a prescription drug or biological product, arescri tion dru advenising regulations in21 CFR 202.
Regutations on making changes in application in 21 CFR 314.70, 314, 1, 314.72, 314.97, 314.99, and 601.12.
Regulations on reports in 21 CFR 314.80,314.81. 600.80 and 600.81.
. Local, state and Federal environmental impact laws.
H this application applies to a drug product that FDA has prorosed for scheduling under the Controlled Substances Act | agree not to market the
uct until the Drug Enforcement Administration makes a final scheduling decision. )
data and information in this submission have been reviewed and. 1o the best of my knowledge are certified 1o be true and accurate.
Waming: a willfully talse statemer}l is a criminal offense, U.S. Code, title 18, section 1001. _

NOMALN

SIGNATURE OF RESPONS FYCIAL OR AGENT TYPED NiME AND TITLE . DATE
?_)/ Douglas M. Hunt, Director QSRD jY\qu \)qut‘S

ADDRESS gifroer. City. State, and ZIP Cooe) Telephone Number
1801 Rockville Pike, #300, Rockville, MD 20852 ((301i 530-9222

1-Public reporting burden tor this collection of information is estimated to average 40 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed. and completing and reviewing the collection of
| information. Send comments regarding. this burden estimate or any other aspect of this collection of information, including suggestions for
. reducing this burden to:

F OHHS, Reports Clearance Officer An agency may .not conduct or sponsor, and a
Paperwork Reduction Project (0910-0338) person is not required to respond 1o, a collection of

[ Hubert H. Humphrey Building, Room 531-H information unless it displays a currently valid OMB
200 Independence Avenue, S.W. control number. -

Washington, OC 20201

k-

l—ﬁease DO NOT RETURN this form to this address.

FORM FDA 356h (7/97) -
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April 28, 1998

Dr. Michael Weintraub

Acting Director

Division of Anti-Inflammatory, Analgesic, and
Ophthaimologic Drug Products (HFD-105)
Room S219

Corporate 2

9201 Corporate Blvd.

Rockville, MD 20850

Subject: ARAVA™

Dear Dr. Weintraub;

Hoechst Marion Roussel

Hoechst Marion Roussel, Inc.
Malil Stop H4-M2630

10236 Maron Park Drive

Mail: P.O. Box 9627

Kansas City, MO 64134-0627

Telephone (816) 966-5000

As requested, this letter serves as an official request for a period of extended marketing exclusivity
for ARAVA™ under 21CFR 3 14.50(j) and 21CFR 314.108(b)(2). As a new chemical entity,
ARAVA™ js entitled to five (5) years of exclusivity pursuant to 505()(4)(D)(i1) of the Federal

Food. Drug and Cosmetic Act (21 U.S.C. 355). If

please contact the undersigned.

L.E. (Mick) Roebel, PhD - H4-M2630
Hoechst Marion Roussel, Inc.

P.O. 9627

Kansas City, MO 64134-0627
(816-966-7297)

Sincerely,

L.E. Roebel, PhD =~

Director, US Regulatory Affairs
"

kmh

you have any questions concerning this request,

Hocchst Marion Roussel
A member of the Hoechst Group

Hoechst




Hoechst Marion Roussel

Hoechst Marton Roussel, Inc.
. Mail Stop H4-M2630
Apnl 28, 1998 10236 Marion Park Drive
Mail: P.O. Box 9627
Kansas City, MO 64134-0627
Telephone (816) 966-5000

Dr. Michael Weintraub

Acting Director

Division of Anti-Inflammatory, Analgesic, and
Ophthalmologic Drug Products (HFD-105)
Room S219

Corporate 2

9201 Corporate Blvd.

Rockville, MD 20850

Subject: ARAVA™

Dear Dr. Weintraub;

As requested, this letter serves as an official request for a period of extended marketing exclusivity
for ARAVA™ under 21CFR 314.50(j) and 21CFR 314.108(b)(2). As a new chemical entity,
ARAVA™ js entitled to five (5) years of exclusivity pursuant to 505(3)(4)(D)(ii) of the Federal
Food, Drug and Cosmetic Act (21 U.S.C. 355). If you have any questions concerning this request,
please contact the undersigned.

L.E. (Mick) Roebel, PhD - H4-M2630
Hoechst Marion Roussel, Inc.

P.0O. 9627

Kansas City, MO 64134-0627
(816-966-7297)

Sincerely,
(€

L.E. Roebel, PhD

Director, US Regukatory Affairs

“ay

kmh

- Hoechst Marion Roussel
A member of the Hoechst Group

Hoechst
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Strategic Regulatory Division
1801 Rockville Pike, Suite 300
Rockville, MD 20852

301 530 9222 / 301 272 2150 Fax
http//www.cro.quintiles.com

May 1, 1998
VIA COURIER AND FACSIMILE

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: Informational Amendment: Response to Statistical Request (Dated 4/7/98)
and Response to Pharmacology/Toxicology Request for Nonclinical
Summary Handbook
NDA 20-905

Serial No. 006
Dear Ms. Cook:
Enclosed are two copies of the following:
Volume 1: Statistical Request

Program Documentation for Sample SAS Programs for Integrated Efficacy Tables provided on
diskette and Hard Copy containing the list of program name and Description.

Volumes 2-9: Nonclinical Pharmacology/Toxicology Request
Nonclinical Summary Handbook

Note: This.handbook also contains the Summary Table of Macroscopic Findings for the Oral
Carcinogencity Studies in Mice (Document- 13384) and Oral Carcinogencity Studies in Rats
(Document- 13211)

If you have any questions regarding the attached documentation, please do not hesitate to contact me at
(301) 272-3122. .,

Sincerely, -

Bates, RN, BSN -
Manager, Regulatory Affairs
Strategic Regulatory Division ) o

Enclosures
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May 5, 1998

VIA COURIER AND FACSIMILE

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager
Subject: Informational Amendment: Response to Verbal and Faxed Request (Dated 4/8/98)
NDA 20-905

Serial No. 008
e Dear Ms. Cook:

In response to a telephone request from Dr. Kent Johnson on April 29, included in this submission are two copies of
the following analyses:

¢ Presentation of individual efficacy measure results for all subjects who discontinued early in Protocol
us3o1. .

These tables show the mean change from baseline for all subjects who discontinued early; the results are
presented overall as well as separately for subjects who did and did not enter alternate therapy. Also included is a
table showing the number of subjects who enrolled into the alternate therapy phase based on reason for early
discontinuation. The results show that the relationship among the three treatment groups are similar in the
subjects who discontinued early to those in the overall group, though as would be expected, less improvement is
seen in those who discontinued early. Those who enrolled into the alternate therapy phase showed poorer results
than those who did not, reflecting the fact that most who entered alternate therapy did so after discontinuing
initial therapy due to lack of efficacy. Those who did not enter alternate therapy had discontinued initial therapy
for reasons other than lack of efficacy, and thus, some did show some level of improvement.

e Flow charts showiﬁgsubjecl and x-ray of hands and feet accountability.
These flow charts are provided for the three Phase 11l studies, US301, MN301, and MN302.
If you have any question§ regarding the above information, please do not hesitate to contact me at (301)272-3122.

Sincerely,

= Enclosures
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May 5, 1998

VIA COURIER

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Admiinistration, HFD-550
9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: Informational Amendment: Response to Written Request (Dated 4/13/98)
for NDA 20-905 (Section 3.0 and 4.0: Electronic Version of the CMC
Section in Word Format)
Serial No. 007

Dear Ms. Cook:

In response to FDA’s Written Request dated 13 April 1998, enclosed please find two electronic
copies containing the available electronic files the Chemistry, Manufacturing, and Controls
(CMC) section (Section 3.0, volumes 1.3 to 1.7) and the Samples, Methods Validation and
Labeling section (Section 4.0, volumes 1.8 to 1.9). The electronic versions are provided on CD
ROM and are in MS Word v. 6.0 format.

To facilitate your use of the enclosed electronic version of Sections 3.0 and 4.0, please refer to
the informational “Read Me” file which is intended to serve as a general guide for the reviewer.
This file is provided in hard copy and electronically (NDA.doc) in MS Word v. 6.0.

The files are named according to the corresponding individual document number. For example,
the document entitled “Stability Testing for the Drug Product,” with document number #PDA-
ST 38/98 and NDA page number 3-772, has been given the filename: PDA-ST 38 98. ~

Please Note: Every effort has been made to electronicaily capture all of the information that
was submitted to the NDA. Al files that are electronically provided in this submission are
indicated as REDLINED text in the Table of Contents, which is included electronically as well
as in hard copy. :




Items which could not be electronically captured include documentation relating to packaging,
previous validation reports (for methods used during stability testing), the environmental

assessment document, completed batch records, information on the proposed labeling, signatures
on final documents, and certain figures.

If you have any questions regardTng the above information, please do not hesitate to contact me
at(301)272-3122.

n&ger, Regulatory Affairs
Strategic Regulatory Division

Enclosures

= Cc: Kansas City District Office
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May 6, 1998
VIA COURIER

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager
Subject: Informational Amendment: Section 5.0: Electronic Version of the Study Data for the Oral
Carcinogencity Studies in Mice (Document- 13384) and Oral Carcinogencity Studies in Rats
4B (Document- 13211) on CD-ROM
\' f- NDA 20-905
: Serial No. 009

‘ Dear Ms. Cook:

_ ‘ In response to Written Request dated 13 April 1998, please find enclosed two copies of the electronic version of the
! Study Data for the Oral Carcinogencity Studies in Mice (Document- 13384) and Oral Carcinogencity Studies in Rats
A l (Document- 13211). The electronic document has been provided on CD ROM. The study data has been formatted
i B according to the FDA Guidelines for the Formats and Specifications for Submission of Animal Carcinogencity Study
Data (Dated 3/12/97) and per the reviewing statistician requests.

If you have any questions regarding the above information, please do not hesitate to contact me at (301) 272-3122.

Sincerely,

gic Regulatory Division

Enclosures
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May 7, 1998
VIA COURIER

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

. Attn: Ms. Sandra Cook, Project Manager
Subject: Informational Amendment: Section 2.0: Request for Electronic Version of the Summary
Application Provided in Word Perfect Format on Diskette
NDA 20-90s

Serial No. 010
Dear Ms. Cook:
Per the Clinical Reviewer’s'requesl. enclosed please find enclosed two copies of the Section 2.0: Summary

Application and the Annotated Labeling for ARAVA™ provided in hard copy and electronically in WordPerfect
format on diskerte. -

Joy K. Bates, RN, BSN
Mar ge"r,/Regulatory Affairs
Strategic Regulatory Division-

Enclosures

‘g




INTILES Quintiles BRI

J Strategic Regulatory Division
1801 Rockville Pike, Suite 300
Rockville, MD 20852

301 530 9222 / 301 272 2150 Fax
http//www.cro.quintiles.com

May 15, 1998

VIA COURIER -

Division of Anti-Inflammatory, Analgesic,

and Ophthaimologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550
. 9201 Corporate Boulevard

Rockville, MD 20850
Attn: Ms. Sandra Cook, Project Manager
Subject: Informational Amendment: Section 6.0: Request for Electronic Version of the Human
Pharmacokinetic and Bioavailability Text Provided in Word 6.0 on Diskette
- NDA 20-905

- Serial No. 011
Dear Ms. Cook:

Per the PK Reviewer’s request, enclosed piease find enclosed two copies of Section 6.0: Human Pharmacokinetic and
Bioavailability text provided electronically in Word 6.0 on diskette.

Please Note: Due to the size of the electronic file, we have provided it as executable file. When opened, the file will
prompt the viewer to save the file in another location.

If you have any questions regarding the above information, please do not hesitate to contact me at (301) 272-3122.

es, RN, bSN '

_Manager, Regulatory Affairs
Strategic Regulatory Division

Sincerely,

Enclosures




LES Quintiles BRI

( INTI StrategicRegulatory Division
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301 530 9222/ 301 272 2150 Fax
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May 22, 1998

VIA COURIER

Division of Anti-Inflammatory, Analgesic,
r and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550
9201 Corporate Boulevard -
i Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager
Subject: Informational Amendment: Response to Telephone Request (Dated 5/13/98)
NDA 20-905 (Section 3.0: Electronic Version)
. Serial No. 012

Dear Ms. Cook:

i In response to FDA’s Telephone Request dated May 13, 1998, enclosed please finda two
electronic copies of the available electronic files of the Chemistry, Manufacturing, and Controls
(CMC) section (Section 3.0. volumes 1.3 to 1.7). A previous amendment to the NDA (Serial
No0.007) was submitted on May 5, 1998 that contained two electronic copies of these files.
However, based on the May 13 teleconference, these files have been reorganized to better
facilitate the use and review of Section 3.0. The revised CD-ROMs are enclosed in this
amendment.

The electronic documents are divided into two main folders: “Info” and “Section3”. The “Info™
folder contains the informational “Read Me” file which is intended to serve as a general guide
for the reviewer. The “Section3” folder contains sub-folders that correspond to the NDA Section
numbers (e.g., A, B1, B2, B3, etc.). Sub-sub-folders have been created where necessary. The
individual files have.been placed in the following sub-folders:
- A
- Appendix
- Bl
_ - B2
e - ot B3
. - .. B4
- - BS
- Bé -
- B7
- B8

- Introduc




{  JINTILES

As indicated in Serial No.007, items which could not be electronically captured include
documentation relating to packaging, previous validation reports (for methods used during
stabiiity testing), the environmental assessmeni document, completed batch records, information
on the proposed labelingssignatures on final documents, and certain figures.

Additionally, we have enclosed a hard copy of the Table of Contents.

If you have any questions regarding the above information, please do not hesitate to contact me
at (301) 272-3122.

Sincerely,
nn f
/’J@ {

- Joy K/ Bates, RN, BSN

- Manager, Regulatory Affairs
Strategic Regulatory Division

Enclosures

Cc: Kansas City District Office
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, May22, 1998

f " VIA COURIER

: Division of Anti-Inflammatory, Analgesic, ]
) and Ophthalmologic Drug Products

Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550
9201 Corporate Boulevard

- Rockville, MD 20850
Attn: Ms. Sandra Cook, Project Manager
Subject: Informational Amendment: Section 10.0: Request for Electronic Version of the ISS and ISE j
Tables and Figures and Additional Detailed AE Information from the ISS and ISE Integrated |
Table Appendices provided in Word and Hard Copy. L
" NDA 20-905 3

Serial No. 013

Note: Excel application was used to produce some of the figures in the ISE document, therefore, we have included
those figures in both Excel and Word format. :

If you have any questions regarding the above information, please do not hesitate to contact me at (301)272-3122.

Sincerely, > L. . .

20 0 ik
Joy K. Bat%-; RN, BSN )
- Manager,Regulatory Affairs T

Strategic Regulatory Division

Enclosures
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May 26, 1998

VIA COURIER
Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550
9201 Corporate Boulevard
- Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager
Subject: Informational Amendment: Scction 5.0; Request for Summary Table of Clinical Observations
for the Rat and Mouse Two-Year Carcinogencity Studies.
NDA 20-905
- Serial No. 014
Dear Ms. Cook:

Per the Pharm/Tox Reviewer’s request, enclosed please find two copies of the Summary Table of Clinical
: Observations for the Oral Carcinogencity Studies in Mice (Document- 13384) and Oral Carcinogencity Studies in
Rats (Document- 13211),

If you have any questions regarding the above information. please do not hesitate to contact me at (301) 530-9222.

Sincerely, ~
s 4 2 S -
)@{j[) /9/7 me‘é/;j/ P77 4 ?Z%/%cm
Joy K. Bates, RN, BSN
Manager, Regulatory Affairs

Strategic Regulatory Division

Enclosures 5

]
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May 27, 1998

VIA COURIER

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager
. Subject: Written Correspondence: Request for a 90 Day Meeting with FDA for
' NDA #20-905

Serial No. 016
Dear Ms. Cook:
Quintiles BRI and HMR would like to request a 90 Day meeting with the FDA Review team
assigned to NDA #20-905 to discuss any issues the FDA reviewers may have with the
ARAVA™ (leflunomide) product in preparation for the Advisory Panel Meeting scheduled
for August 7, 1998.

In order to have both HMR Germany and HMR Kansas City present, we would like to
request the date for the meeting either on June 18th or 19th, 1998,

Please let me know if this is acceptable with the FDA review team.

If you have any questions regarding the above information, please do not hesitate to contact

me at (301) 272-3106.

Sin-cerely, / %' | —-

- Director, Regulatory Affairs
Strategic Regulatory Division

Enclosures




. QUINTILES Quintiles BRI

Strategic Regulatory Division
1800 Rockville Pike, Suite 300
Rockviile. MD 20852

301 530 9222 / 301 272 2150 Fax
http-//www.cro.quintiles.com

May 27, 1998

ViA COURIER
Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550
9201 Corporate Boulevard
. Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager
Subject: Information Request: Annotated Labeling for NDA 20-905
Serial No. 015

Dear Ms. Cook:

In response to FDA’s request for a thorough review of NDA 20-905 for technical errors, we have found three
volume/source document errors in the Human Pharmacokinetic section of the annotated labeling for the ARAVA ™
(leflunomide) product. The corrections are as follows:

Line Number Changed From: Changed To:

115 Vol.1.101: 6.7.34, p6-17362, 6.7.36, p6- Vol.1.108: 6.7.34, p6-17362, 6.7.36, p6-
17404 17056

305 Vol. 1.98: 6.7.17, p6-13574, 6.7.18, p6- Vol. 1.98: 6.7.17, p6-13574, Vol. 1.99:
13767 6.7.18, p6-13767

307 Vol. 1.102: 6.7.19, p6-14068 Vol. 1.102: 6.7.20, p6-14659

312 Vol. 1.103, 1.97: 6.7.21, p6-15193 Vol. 1.103: 6.7.21, p6-15193

Please note that the corrections only consist of location of the source documents. The contents of the labeling have
not changed.

We have attached a revised labeling with the correct information HIGHLIGHTED and the deleted information
marked by STRIKEOUT.

If you have any questions‘r.égarding the above information, please do not hesitate to contact me at (301) 272-3106.

"
Doug H ) V

Directog/Regulatory Affairs
Strategic Regulatory Division

Sincerely,

Enclosures




Quintiles BRI

Stratégic Regulatory Division
1801 Rockville Pike. Suite 300
Rockvilie, MD 20852

301 530 9222 / 301 272 2150 Fax
http//www.cro.quintiles.com

June 2, 1998
VIA COURIER

Division of Anti-Inflammatory, Analgesic,™
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager
Subject: Written Correspondence: Response to FDA Request for X-Ray
Sensitivity Analysis

Serial No. 017

Dear Ms. Cook:

Please find attached a memo to Dr. Kent Johnson. This was faxed last week in draft format
and is now being submitted in final version.

If you have any questions regarding this memo, please do not hesitate to contact me at (301)
272-3106.

Sincerely,

TNos e &"\
Douglas M. Hunt :
Director, Regulatory Affairs -
Strategic'Regulatory Division '

Enclosures

Cc: Dr. Kent Johnson
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June 3, 1998

VIA COURIER

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550 -

9201 Corporate Boulevard

Rockville, MD. 20850

Attn: Ms. Sandra Cook, Project Manager
Subject: Response to FDA Request for NONMEM Statistical Data Files
Serial No. 018

Dear Ms. Cook:
Per FDA'’s request please find two copies of the following NONMEM statistical data files
for the Population PK section of NDA #20-905. These are being provided in zip format on

diskette. The file listings on the diskette are provided in the attached directories.

If you have any questions regarding this information, please do not hesitate to contact me at
(301) 272-3106.

Smcerely, /z ;/ :

Dou M Hunt =-
Director, Regulatory Affairs
Strategic Regiilatory Division

Enclosures

- . -
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http/fwww.cro.quintites.com

June 11, 1998

VIA COURIER -

Division of Anti-lnﬂammatory, Analgesic,
and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550
9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

NDA 20-905, ARAVA™ (leflunomide) Tablets
Serial No. 019

" Dear Ms. Cook:
On behalf of Hoechst Marion Roussel

referenced NDA to provide an v
NDA.

Enclosed please find two stability reports as follows:

* PDA-ST 189.0/98: 6-month u
Compiegne (France) facility with Drug Substance

PDA-ST 191.0/98: 3-month update report on Drug Prod
Compiegne (France) facility with Drug Substance

This study was performed accordin
in the original NDA.

If you have any questions re
(301) 272-3122.

bt

Sincerely, N

ates, RN, BSN
anager, Regulatory Affairs
Strategic Regulatory Division

Enclosures

-

Ce: Kansas City District Office

Quiritnes BRI @')C/
Strategic Regulatory Division

Rockville, MD 20852 ORIG AXICNDLENT

Subject: Informational Amendment: Drug Product Stability Data Update

, Inc. (HMR), we are submitting an amendment to the above
pdate to the drug product stability data that was filed in the original

pdate report on Drug Product batches manufactured at the

at the Frankfurt (Germany) facility.
This report updates the data reported in Doc. No. PDA-ST 03/98 of the original NDA.

uct batches manufacturedat the
at the Vertolaye (Franee) facility.
8 to the stability protocol no. PDA-ST 169/97 submitted

garding the enclosed information, please do not hesitate to contact me at
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VIA COURIER

June 15, 1998

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550
9201 Corporate Boulevard

Rockviiie, MD 20850

i Attn: Ms. Sandra Cook, Project Manager
. Subject: Written Correspondence: List of Participants and Agenda for 90 Day Meeting
i NDA 20-905, ARAVA" (leflunomide) Tablets
I Serial No. 021
Dear Ms. Cook:

This letter is to inform FDA of the participants and proposed agenda for the 90 Day meeting for ARAVA™
scheduled for Thursday, June 18, 1998.

The following Quintiles BRI and HMR participants plan on attending the meeting:

Mick Roebel, Ph.D. - HMR Regulatory — Meeting Leader

Hans Donaubauer, Ph.D. - HMR Preclinical

Andrew Wade, Ph.D. - HMR Preclinical

Mark Eller, Ph.D. - HMR Pharmacokinetic

Wilhelm Hom, M.D. -HMR Clinical

Vibeke Strand, M.D. - HMR Consultant

Frank Hurley, Ph.D. - QBRI Clinical Statistical

Kit Dorrier, M.S. — QBRI Clinical Statistical

Joy Bates, RN, BSN — QBRI Regulatory

Douglas Hunt, B.Sc. - QBRI CMC and Regulatory -

The proposed agenda is to discuss any outstanding issues the FDA reviewers may have with
NDA 20-905, ARAVA™ (leflunomide) Tablets in preparation for the Advisory Panel Meeting
scheduled for August 7, 1998.

If you have any questions tegarding the above information, please do not hesitate to contact me at (301) 272-3122.

er, Regulatory Affairs . -
tegic Regulatory Division -
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June 15, 1998

VIA COURIER

Division of Anti-Inflammatory, Analgesic, -
and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550 -
9201 Corporate Boulevard
Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: Response to FDA Request for Additional Pharmacokinetic Analysis
- Serial No. 020

Dear Ms. Cook:

During the June 2, 1998 teleconference between FDA and HMR/Quintiles, Dr. Deneeta
Tandon, the reviewer from the Division of Clinical Pharmacology and Biopharmaceutics,
had the following requests with respect to the population pharmacokinetic analysis:

1. A secondary analysis excluding data points for which there was incomplete dosing
and/or sampling time information, i.e. those for whom assumed times were used.
(NONMEM files from this analysis are included electronically in Appendix II.

2. A more extensive discussion of how samples were categorized as outliers.

3. Copies of the NONMEM data in either text (ASCII), SAS, or Excel format and the
control files. -

The following are the responses to items #1 and #2. The data and control files requested in

item #3 were delivered to FDA on June 3, 1998 and are not included in this document.

If you havg.nany questions regarding this information, please do not hesitate to.contact me at
(301) 272-3106.

- -
' Sincerely,

Dir€ctor, Regulatory Affairs
P, Strategic Regulatory Division

Enclosures _

L
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June 16, 1998

VIA COURIER _

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager
Subject: Informational Amendment: Section 8.0: Request for Additional Analysis of X-rays of Hands
and Feet
NDA 20-905
- Serial No. 022
Dear Ms. Cook:

Per the Clinical Reviewer’s request, enclosed please find two copies of the Additional Analysis of X-rays of Hands
and Feet.

If you have any questions regarding the attached information, please do not hesitate to contact me at (301) 272-3122.

Sincerely,

. I
Jo , BS
Mahagey, Regulatory Affairs
Su‘megic Regulatory Division

Enclosures
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June 17, 1998

VIA COURIER

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

- Rockville, MD 20850 =
Attn: Ms. Sandra Cook, Project Manager
Subject: Informational Amendment: Section 10.0; Response to June 11, 1998 Written Request for
Additional Information on Liver Function Tests, X-rays and Alternative Therapy
NDA 20-905
. Serial No. 023
- Dear Ms. Cook:

Per the Statistical Reviewer’s written request dated June 11, 1998, enclosed please find two copies of the Additional
Information on Liver Function Tests, X-rays and Altemative therapy.

If you have any questions_regarding the attached information, please do not hesitate to contact me at (301) 272-3122.

Sincerely,

Jo es, RN, BSN
ager, Regulatory Affairs
Strategic Regulatory Division

Enclosures
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Rockville, MD 20852

301 530 9222 / 301 272 2150 Fax
hitp//www.cro.quintiles.com

June 19, 1998

VIA COURIER

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: Informational Amendment: Section 10.0: Request for P-values for the Interaction Between
Treatment Groups and the Subgroups in the ISE
NDA 20-905

Serial No. 024

- Dear Ms. Cook:

Per the Statistical Reviewer’s request, enclosed please find two copies of the P-values for the interaction between the
treatment groups and subgroups included in Tables 33-39 of the Integrated Summary of Efficacy.

L _ If you have any questions regarding the above information, please do not hesitate to contact me at (301) 272-3122.

Sincerely, %/
Joy K. Bgtes, RN, BS/

ManageT, Regulatory Affairs
Strategic Regulatory Division

Enclosures

{*
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June 23, 1998

VIA COURIER

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

X Rockville, MD 20850 -
Attn: Ms. Sandra Cook, Project Manager
Subject: Information Amendment: Biopharmaceutical Information
NDA 20-905
Serial No. 025
. Dear Ms. Cook:

Enclosed please find two copies of the NDA amendment to report Biopharmaceutical Information regarding the use of
5 x 20 mg tablets as an alternative to | x 100 mg tablet as the loading dose regimen for Leflunomide. A report is
appendicized to this amendment to provide comparative in vitro dissolution data. This issue was discussed in a
teleconference on May 29, 1998 between Dr. Mark Eller of Hoechst Marion Roussel, Inc. (HMR) and Dr. Dennis
Bashaw of the FDA.

If you have any questions regarding the above information, please do not hesitate to contact me at (301) 272-3122.

Sincerely,

Manager, Regulatory Affairs
Strategic Regulatory Division

Enclosures . -
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http//www.cro.quintiles.com

June 24, 1998
VIA COURIER -

Division of Anti-Inflammatory, Analgesic,

and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550
9201 Corporate Boulevard

Rockville, MD 20850
Attn: Ms. Sandra Cook, Project Manager
Subject: Information Amendment: Section 5.0: Response to Pharmacology Reviewer’s

Request (Dated May 27, 1998) for Exposure Ratios at Maximum Doses of Animals to
Humans for Carcinogenicity and Reproductive Portions of the Labeling

NDA 20-905

Serial No. 027

Dear Ms. Cook:

In response to the Pharmacology Reviewer’s request dated May 27, 1998, we have provided the following
attachment tabulating the exposure data for A77 1726, the active metabolite of leflunomide, in animals and
humans. Animal data have been obtained from the carcinogenicity and reproductive toxicity studies.
Tables summarizing the exposure data for humans have been included for comparison.

If you have any questions regarding the above information, please do not hesitate to contact me at (301)
272-3122.

Sincerely,

Stfategic Regulatory Bivision =

Enclosures -
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Strategic Regulatory Division
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http//www.cro.quintiles.com

June 23, 1998
VIA COURIER ‘ -

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager
Subject: Informational Amendment: Section 10: Random Sampling Sensitivity Analysis
NDA 20-905

Serial No. 026
Dear Ms. Cook:

Per the Statistician’s request, please find two copies of of the random sampling sensitivity analysis
according to our proposal of 5/27/98 (Attachment 1). The results of this analysis are consistent with the
sensitivity analysis already provided in accordance with our 5/29/98 memo. That is, (as discussed during
our 6/18/98 meeting) the boundary value for the missing Leflunomide data was not quite as large as the
observed placebo progression and the boundary value for the placebo missing data was not quite as good as
the observed Leflunomide results. In the current analysis where missing values were replaced by
randomly selected observations from the opposite group, in the US301 study 55 of the 100 samples still
resulted in p-values less than 0.05.

For MN301, the sample results show 35 of the 100 samples result in p < 0.05. Thus, as shown by the
previous analysis, the missing cases would have to be dramatically different from the observed results in
order to change the conclusions of the primary analysis. -

If you have any questions regarding the above information, please do not hesitate to contact me at (301)
272-3122.

Sincerely,

~ay -

rategic Regulatory Division

Enclosures
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June 24, 1998
VIA COURIER . -

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550 :
. 9201 Corporate Boulevard -
Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager
Subject: Information Amendment: Section 6.0: Response to PK Reviewer’s Request for
‘e Document No. 16639

- “Investigations into the metabolism of HWA 486 using urine from a single human
volunteer dosed orally with 100mg unlabelled HWA 486.”
NDA 20-905
Serial No. 029

Dear Ms. Cook:

Per the PK Reviewer’s request, enclosed please find two copies of Document No. 16639, “Investigations
into the metabolism of HWA 486 using urine from a single human volunteer dosed orally with 100 mg
unlabelled HWA 486.”

To summarize this report, the human radiolabelled study the slow rate of excretion of radioactivity in urine
and feces precluded radiochromatographic profiling at time-points later than 48-96h.: Consequently, the
metabolic fate of only approximately 35% of the dose was positively established. However, it is very likely
that the metabolite pattern exhibited in the last samples investigated i.e. predominantly A77 1726 in feces
and TFMA oxanilic acid in urine, would persist and that these metabolites would therefore ultimately
account for the majority, if not all, of the remaining dose. The percentages shown in the summary figure
for metabolism in man are therefore an extrapolation based on this assumption.

If you have any questions regarding the above information, please do not hesitate to contact me at (301)
= 272-3122. -

Sincerely,

Strategic Regulatory Division

Enclosures
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301 530 9222 / 301 272 2150 Fax
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June 24, 1998
VIA COURIER -

Division of Anti-Inflammatory, Analgesic,

and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550
9201 Corporate Boulevard

Rockville, MD 20850
Attn: Ms. Sandra Cook, Project Manager
- Subject: Information Amendment: Section 8.0: Response to Clinical Reviewer’s Request for
Additional Information on Adverse Events
- NDA 20-905
Serial No. 028
Dear Ms. Cook:

Per the Clinical Reviewer’s request, enclosed please find two copies of tables summarizing the adverse
events for patients treated with leflunomide. The tables provide additional information for the following
five adverse events: hypertension, alopecia, infections, allergic reactions, and weight decrease.

If you have any ques;ions regarding the above information, please do not hesitate to contact me at (301)
272-3122.

Sincerely

. Betés, RN, BSN
anager, Regulatory Affairs
Strategic Regulatory Division

Enclosures
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June 26, 1998

VIA COURIER -

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: Information Amendment: Section 3.0: Chemistry, Manufacturing, and Controls
NDA 20-905
Serial No. 030

Dear Ms. Cook:
Enclosed please find the letter of authorization for the FDA to reference information contained in the Type
I1 Drug Master File #8116 for Leflunomide (HWA 486). The file was last updated on June 26, 1998, with

Hoechst Marion Roussel’s responses to FDA requests for information dated June 17, 1998.

If you have any questions regarding the above information, please do not hesitate to contact me at (301)
272-3122.

Sincerely,

Managéf, Regulatory Affairs
Strategic Regulatory Division

Enclosures
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June 30, 1998

VIA COURIER

Division of Anti-Inflammatory, Analgesic,

and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550
9201 Corporate Boulevard

Rockville, MD 20850 -
Attn: Ms. Sandra Cook, Project Manager -
Subject: General Correspondence: Section 8.0: Clinical: Materials for US Clinical Site
Inspections
NDA 20-905
- Serial No. 031

Dear Ms. Cook:

Enclosed please find the cover letter, which accompanied the materials required by the Division of
{ Scientific Investigations for US clinical site inspections for NDA 20-905.

If you have any questions regarding the above information, please do not hesitate to contact me at (301)
272-3122.

Sincerely,

“Batés, RN, BSN
nager, Regulatory Affairs
Strategic Regulatory Division -

Enclosures
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July 2, 1998

VIA FACSIMILE AND COURIER

Division of Anti-Inflammatory, Analgesic,

and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550
9201 Corporate Boulevard

JUL'0 2 1998

MEGAD
0C Rgé?
N

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: Information Amendment: Section 6.0: Biopharm Request for Polymorphic
Composition of the batches for 10, 20, and 100 mg tablets used in phase III and
specific PK studies.
NDA 20-905

Serial No. 034
Dear Ms. Cook:

Per the Biopharm Reviewer’s written request dated June 30, 1998, enclosed please find two copies of
polymorphic composition (Form I or II or its ratio) for the batches of 10, 20, and 100 mg tablets used in
the pivotal clinical trials (US301, MN301, and MN302) and the PK studies (multiple dose studies, food
effect, drug interaction, and study in dialysis patients).

If you have any questions regarding the above information, please do not hesitate to contact me at (301)
272-3122.

o LAkl

Jo tes, RN, BSN
nager, Regulatory Affairs
Strategic Regulatory Division

Enclosures

-
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July 2, 1998

' vIA COURIER -

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550
- 9201 Corporate Boulevard
Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: General Correspondence: Draft Briefing Package
NDA 20-905
Serial No. 033

h Dear Ms. Cook:

Enclosed for your review and comments please find 12 copies of the draft version of the Hoechst Marion Roussel
Advisory Committee Meeting Briefing Package.

Please forward the copies to the Reviewing Team and return your comments to my attention by July 8, 1998. After
incorporating your comments, the final copy of the Advisory Committee Meeting Briefing Package will be forwarded
July 13, 1998 to the Arthritis Advisory Committee for the panel meeting scheduled August 7, 1998.

Please send your comments to my attention via fax (301-272-2150) or by phone (301-272-3122).

Sincerely,

. _aleE, ZN, B&

ager, Regulatory Affairs
Strategic Regulatory Division

Enclosures

Y
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July 2, 1998
 VIA FACSIMILE AND COURIER —
. @r"" L= = e
Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products - -
Center for Drug Evaluation and Research O R I G I
Food and Drug Administration, HFD-550 N A |
9201 Corporate Boulevard
Rockville, MD 20850
Attn: Ms. Sandra Cook, Project Manager
Dr. Kent Johnson, Clinical Medical Reviewer
.Subject: Information Amendment: Section 8.0: Clinical Reviewer’s Request for Suggested
- Revisions to the proposed labeling for ARAVA™ Tablets (leflunomide)
NDA 20-905

Serial No. 035
' ar Ms. Cook:

Per the Clinical Reviewer’s request, enclosed please find two copies of the revised proposed labeling for
ARAVAT™ Tablets (leflunomide) with the suggested revisions from the Clinical Reviewer. This
submission is provided in hard copy and electronically in Word 7.

To assist in the review of the document:

All additions to the labeling have been marked by an underline/highlight and

All deletions to the labeling have been marked by a strikeout.

Note: At this time, annotations information (i.e. volume, section, page number) have not been updated to
reflect the new suggested revisions. This section of the labeling will be revised upon the
division’s official recommendations. -

We welcome the opportunity to interact cooperatively on label construction. Our desire is to move the
~ process along as much as possible, without limiting the possibility of negotiating specific
«—important details of the labeling.at a later time. .
~ We have incorporated many ofthe suggested alterations into this version of the label. However, areas that
. still need to have detailed discussion include, but are not limited to, the carcinogenicity area, the
_ teratology/pregnancy area and the efficacy display area. =

With regard to efficacy presentation, we have maintained the draft version of the Clinical Trials section as

( . roposed by Dr. Kent Johnson for discussion purposes. However, we would like to continue to discuss the

<., uestion of inclusion of the MN302 trial in the efficacy presentation, since we feel that the efficacy results
have very limited applicability. |

-

h—_
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July 9, 1998
VIA COURIER

Division of Anti-Inflammatory, Analgesic,

and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550
9201 Corporate Boulevard

Rockville, MD 20850
Attn: Ms. Sandra Cook, Project Manager
Subject: General Correspondence: Response to FDA Written Request (Dated June 16, 1998),

Regarding the Proposed Proprietary Name for NDA 20-905
NDA 20-905; Serial No. 037

Dear Ms. Cook:
Enclosed please find two copies of Hoechst Marion Roussel, Inc. response to FDA Written
Correspondence (Dated June 16, 1998), regarding the Nomenclature Committee decision not to accept

ARAVAT™ as the proposed proprietary name for NDA 20-905.

If you have any questions regarding the above information, please do not hesitate to contact me at (301)
272-3122.

Sincerely, - .
Jo&khﬁ% BSN
Manhager, Regulatory Affairs
Strategic Regulatory Division

Enclosures A



Hoechst Marion Roussel

July 7, 1998 Hoechst Marion Roussel, Inc.
10236 Marion Park Drive
. Mail: P.O. Box 9627
Ms. Sandra Cook, Project Manager Kansas City, MO 64134-0627

Division of Anti=Inflammatory, Analgesic, Telephone (816) 966-5000
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research -

Food and Drug Administration, HFD-550

9201 Corporate Blvd.

Rockville, MD 20850 -

Dear Ms. Cook

This note is in regard to your FAX of 6/16/98 to Joy Bates (copy attached) in
which you mention that the nomenclature committee has found the proposed
proprietary name (ARAVA) for NDA 20-905 unacceptable. The reason for
unacceptability was listed as “A common oncolytic regimen is termed “ara-
a” and the proposed name is very close to this common designation”.

We strongly disagree with the nomenclature committee’s opinion.

The results of-a trademark database search (attached) indicates that “ara-a”
has not been registered or applied for as a trademark. “ara-a” is also not
listed anywhere as a generic name. The only reference to “ara-a” is found in
a product monograph for vidarabine (generic name), marketed as an anti-
viral with the trade name of Vira-A. The product monograph for Vira-A
(attached) states that vidarabine is also known as adenine arabinsoside .and
ara-a. Vidarabine is marketed as an ophthalmic ointment for herpes simplex
keratitis and intravenously for the treatment of herpes simplex encephalitis
and neonatal herpes simplex virus infections. The 1997 sales for Vira-A
(vidarabine) amounted to _ (based on IMS America sales data).
In summary, “ara-a” is not a registered trade name nor generic name, but
only an informal “code-designation” for a compound used in an ophthalmic
ointment with very limited sales. ARAVA (leflunomide) is a tablet
formulation that will have much more extensive use in a very different
patient population. To allow the short-hand term “ara-a” to prevent the

. Hoechst Marion Roussel
A member of the Hoechst Group

- Hoechst 4




adoption of the name ARAVA is, in our opinion, extremely inappropriate.
We feel that the possibility of prescription dispensing situations arising

where “ara-a” and ARAVA are confused to be extremely limited or non-
existent.

Based on the dbove, we ask the Division to accept the trade name ARAVA
as the proprietary name for NDA 20-905.

Best Regards,

l e"/Z//

L. E. Roebel, Ph. D.
Director, U.S. Regulatory Affairs
Hoechst Marion Roussel, Inc.




—

JINTILES  ouinites sai D Uﬁ

4
PLICATF

Strategic Regulatory Division
1801 Rogkville Pike, Suite 300
Rockvillg, MD 20852

301 530 9222 / 301 272 2150 Fax
http/rwww.cro.quintites.com

July 9, 1998
VIA COURIER

Division of Anti-lnﬂammatory,_Analgesic,
and Ophthaimologic Drug Products
Center for Drug Evaluation and Research s
Food and Drug Administration, HFD-550 :
9201 Corporate Boulevard
Rockville, MD 20850 -

Attn: Ms. Sandra Cook, Project Manager

Subject: Information Amendment Request: Section 8.0: Clinical Request (Dated July 8, 1998) for
Suggested Revisions to Labeling and Response to “Message to Readers” for NDA 20-905
NDA 20-905; Serial No. 038

Dear Ms. Cook:

Enclosed please find two copies of Hoechst Marion Roussel, Inc.’s response to the Clinical Reviewer’s request for the
following :

1. Hoechst Marion Roussel_, Inc.’s “Response to Message to Readers” and
2. Revised Sections to Selected Portions of the Labeling

Note: The revised labeling only contains suggest wording for the following :

Black Box Statement,

Wamming Section (Dealing with Pregnancy),
Information for Patients,

Laboratory Tests, and

Informed Consent Section

.

This information has been provided in hard copy and electronically in Word 7. Due to computer technology, the
number lines on the document have been updated to reflect the new numbering. Therefore, for reviewing ease, we
have added the previous line-numbers from the July 2, 1998 document in front of the new numbers.

If you have any questions regarding the above information, please do not hesitate to contact me at (301) 272-3122.

Sjincerely,

,,gf()m )
Jo JBa es, RN, BSN -

Manager, Regulatory Affairs
Strategic Regulatory Division =

Enclosures
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July 10, 1998

VIA COURIER

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products
Center for Drug Evaluation and Research . -
Food and Drug Administration, HFD-550 "
9201 Corporate Boulevard

Rockville, MD 20850 -
Attn: Ms. Sandra Cook, Project Manager
Subject: Information Amendment: Section 9.0: Safety Update Report :Four Month Safety

Update for ARAVA™ (leflunomide) Tablets NDA 20-905
Serial No. 040

Dear Ms. Cook:

Pursuant to Section 505(b) of 21 CFR 314.50 (d)(5)(vi)X(b), we are submitting to Section 9.0: Safety
Update Report: The Four Month Safety Update for NDA 20-905, ARAVA™ (leflunomide) Tablets.

If you have any questions regarding the enclosed document, please do not hesitate to contact me at (301)
272-3122.

Sincerely,

Stfategic Regulatory Division - .

Enclosures
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Strategic Regutatory Division
1801 Rockville Pike, Suite 300
Rockville, MD 20852

301 530 9222 / 301 272 2150 Fax
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July 10, 1998

VIA COURIER

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: Information Amendment Request: Labeling Request (Dated July 8, 1998) for Suggested
Revisions to Labeling for NDA 20-905
Serial No. 039

Dear Ms. Cook:

Enclosed please find two copies of the FDA request for the revised Clean Version of the Labeling for NDA 20-905.
Provided in hard copy and Word 7. This labeling contains the following new information:

1. Correction to Line Number 312- the Liver Function Test Table with Elevations of > 3x the Upper Limits of
Normal (ULN) for US301, MN301 and MN302. The correction only involve the titles for the treatment groups.

Table 2. u-?r Elevations > 3x Upper Limits of Normal (ULN)

US301 MN301 MN302

{LEF | PL | MIX | LEF | PL | SSZ | LEF | MIX

3. Additional Liver Function Test Table with Elevations of > 2x to 3x the Upper Limits of Normal (ULN) for
US301, MN301 and MN302

4. The clean version of revised sections submitted in Submission No. 038 on July 9, 1998. The submission
contained the following revisions for: -

Black Box Statement,

Wamning Section (Dealing with Pregnancy),

Information for Patients,

Laboratory Tests, and

Informed Con3ent Section -

e & o6 o o

If you have any questioﬁ? regarding the above information, please do not hesitate to contact me at (301) 272-3122.

Sincerely, =

Jo ates, , BSN
M er, Regulatory AfTairs
Strategic Regulatory Division

-

Enclosures
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Strategic Regulatory Division
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July 13, 1998
VIA COURIER

Division of Anti-Inflammatéry, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: Information Amendment: Request for Clarification of Revisions to Labeling for NDA 20-905
(Serial Number 039, Date 7/10/98)
Serial No. 041

- Dear Ms. Cook:

Per our telephone conversation this moming, enclosed please find two copies of the Clarification to the Clean
Version of the Labeling for NDA 20-905 submitted as Serial number 039.

1. Correction to Page 18 Table 3 The Liver Function Test Table with Elevations of > 2x to 3x the Upper Limits of
{ Normal (ULN) for US301, MN301 and MN302. The correction only involves the following cell

["Table 3. LFT Elevations > Ix 10 31 Upper Limits of Normar (LN
Us301 MR301 MN303

T LEF T PL | MTX | LEF | PL | SSZ | LEF | MTX
— T ——— 1
ALT (SGPT) "
>2x to 3x UNL 12 - 12 1 - 6 22 74
(n %) (6.6) - (6.6) 0.8) - (4.5) 44) (14.9)
Reversed to <dx ULN: 12 . 11 | - s 20 K
Reversed to < 23 ULN:

2. Correction for Page 27, 4" Paragraph: The following paragraph should not have been presented in BOLD Type:

Drug Elimination Procedure

Drug Elimination Procedure -

After discontinuing ARAVA, your doctor will prescribe a drug elimination procedure consisting of a full 10-day
( - course of drug elimination medication followed by a laboratory blood test to assure a very low drug level in your
body plus an additional waiting period of at least one month (one menstrual cycle). If your drug levels are too high, a
repeat drug elimination prgcedunc may be necessary. Repeat blood test will be required. )
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If you have any questions regarding the above information, please do not hesitate to contact me at (301) 272-3122.

Sincerely, _

LT
Jdy K. Bales. RN; BSN
nager, Regulatory Affairs
Swrategic Regulatory Division

Enclosures
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July 14, 1998

.. "
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Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: General Correspondence: Briefing Document for the Arthritis Advisory Committee
Meeting on August 7, 1998 for ARAVA™ (leflunomide) Tablets
NDA 20-905
Serial No. 042

Dear Ms. Cook:

Enclosed please ﬁnd the cover letter, which accompanied the materials required by the Arthritis Advisory
Committee for the panel meeting for NDA 20-905.

If you have any questlons regarding the above information, please do not hesitate to contact me at (301)
272-3122.

Sincerely,

JoyJK/. Bates, RN, BSI:J -
nager, Regulatory Affairs

Strategic Regulatory Division

Enclosures
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July 15, 1998
VIA FACSIMILE and COURIER

Division of Anti-Inflammatory, Analgesic,

and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550
. 9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager
Subject: Informational Amendment: Response to FDA Request for CMC Information
NDA 20-905, ARAVA™ (leflunomide) Tablets
- Serial No. 043

Dear Ms. Cook:
W reference your facsimile dated July 8, 1998, and the teleconference held on July 14, 1998.

On behalf of Hoechst Marion Roussel, Inc. (HMR), we are submitting an amendment to the above
referenced NDA to respond to the Chemistry Reviewer’s request.

Based on the July 14™teleconference, it is our understanding that the stability data requested by the
Reviewer have been identified (Serial N0.019, June 11, 1998), and will not be included within this
submission.

However, based on our teleconference, we are submitting the standard 3 point stability commitment
(request number 3 in the fax) as requested in the July 8" fax. Please find the commitment and July 8%
fax attached. -

In addition to being faxed, two hard copies of this submission will also be sent to you via courier.

If you have any questions regarding the enclosed information, please do not hesitate to contact me at
— (301) 272-3122. - . -

- Sincerely, -

ager, Regulatory Affairs
egic Regulatory Division

Enclosures -
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July 17, 1998
VIA COURIER  _

Division of Anti-Inflammatory, Analgesic,

and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550
9201 Corporate Boulevard

Rockville, MD 20850
Attn: Ms. Sandra Cook, Project Manager
Subject: General Correspondence: Section 8.0: Clinical: Materials for European Clinical Site
Inspections
- NDA 20-905
- Serial No. 044

Dear Ms. Cook:

Enclosed please find the cover letter, which accompanied the materials required by the Division of
Scientific Investigations for European clinical site inspections for NDA 20-905.

If you have any questions regarding the above information, please do not hesitate to contact me at (301)
272-3122. '

Sincerely,

s, RN,'BSN _
er, Regulatory Affairs
tegic Regulatory Division

Enclosures
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Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550 ’yal

9201 Corporate Boulevard ?\}0“ e -

Rockville, MD 20850 Pl :

Attn: Ms. Sandra Cook, Project Manager

Subject: General Correspondence: Briefing Document for the Arthritis Advisory Committee
Meeting on August 7, 1998 for ARAVA™ (leflunomide) Tablets
NDA 20-905
Serial No. 042

Dear Ms. Cook:

Per your request July 17, 1998, enclosed is a archive copy of the documentation submitted 1o the Arthritis
Advisory Committee for the panel meeting for NDA 20-905 on July 14, 1998.

Please have document control add this letter and the enclosed materials to Submission Serial No. 042.

If you have any questions regarding the above information, please do not hesitate to contact me at 301)
272-3122.

Sincerely,

. Bates, RN, BSN
anager, Regulatory Affairs
Strategic Regulatory Division

Enclosures

-
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July 28, 1998

VIA COURIER -

A

Division of Anti-Inflammatory, Analgesic,

and Ophthalmologic Drug Products by o &
Center for Drug Evaluation and Research ‘\\f \V_ \\(A
Food and Drug Administration, HFD-550 ) .k\v / -
9201 Corporate Boulevard
Rockville, MD 20850
Attn: Ms. Sandra Cook, Project Manager
Subject: Information Amendment: Section 9.0: Four Month Safety Update Report: Revisions
to Section 2.4: Malignancies (Serial Number 040, Date 7/10/98) NDA 20-905
Serial No. 046

Dear Ms. Cook:

Enclosed please find two copies of an updated table to the Four-Month Safety Update Report (submitted as
Serial number 040 on July 10, 1998) for NDA 20-905.

Changes to the table entitled “Malignancy Data through December, 1997,” obtained during RA studies
with leflunomide and presented in the original four-month safety update, are listed in Attachment 1.

The originally submitted table included benign conditions, as well as malignant conditions. The revised
table shows a lower incidence of malignancies in all treatment groups. The conclusion reached in the four-
month update remains the same and is reiterated here: “The table indicates that the relative incidence
(based on years of patient experience) of malignancies is similar among all study treatment groups, with
the lowest rate of occurrence in the leflunomide group.”

For ease of review, we are also providing the following:

L. Attachment 2: The table originally submitted with the safety update

2. Attachment 3: A table delineating both the deletions and additions made to the original table

If you have any questions regarding the above information, please do not hesitate to contact me at (301)
272-3122.

Sincerely,

Joy K. Pdtes, RN, BSN
Manager, Regulatory Affairs
Strategic Regulatory Division
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August 4, 1998

VIA COURIER  _

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550 -
9201 Corporate Boulevard
Rockville. MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: Information Amendment: Section 5.0: Response to FDA Carcinogencity Panel
s Request Regarding Thymoma Verification
) NDA 20-905

Serial No. 049
i Dear Ms. Cook:

Enclosed please find two copies of the response to FDA’s request dated July 29, 1998 from the
FDA Carcinogencity Panel regarding:

Verify that the thymomas. identified in the Carcinogenicity Studies are epithelial in
origin with non-neophyte lymphocyte infiltration.

If you have any questions regarding the enclosed information, please do not hesitate to contact me
at (301) 272-3122.

Sincerely,

‘Bates, s B§N
ManageT, Regulatory ‘Affairs
- Strategic Regulatory Bivision

Enclosures
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August 11, 1998

VIA COURIER

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: Information Amendment: Section 5.0: Response to FDA Pharmacology
Reviewer Request Regarding Historical Vehicle Control Data for Metaphase
Aberrations from Report No. 91.0115
NDA 20-905
Serial No. 050

Dear Ms. Cook:

Enclosed please find two copies of the response to FDAs request dated August 8, 1998 from the
FDA Pharmacology Reviewer regarding:

Historical vehicle control data for metaphase aberrations from study report no. 91.0115
entitled “A77 1486 (HWA 486) in the In Vivo Cytogenetic Test in Bone Cells of the
Chinese Hamster — Chromosome Analysis”.
If you have any quégiions regarding the enclosed information, please do not hesitate to contact me
at (301) 272-3122.

Sincerely,

Enclosures
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August 13, 1998 H
2
VIA COURIER {'

Division of Anti-Inflammatory, Analgesic,

and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550
9201 Corporate Boulevard

Rockville, MD 20850
Attn: Ms. Sandra Cook, Project Manager i
Subject: Information Amendment Request: Labeling Request (Dated August 7, 1998) for Revisions to

Labeling for NDA 20-905

Serial No. 051

Dear Ms. Cook:

Enclosed please find two copies of the FDA request for the revised ARAVAT™ Tablets labeling for NDA 20-905.
The following has been provided:

1. Clean version of the labeling provided in hard copy and Word 7.
2. Redline version which containing all edits to FDA’s version of the labeling submitted to the Arthritis Advisory
Committee for review in preparation of the August 7* panel meeting.

To assist in the review of the edited document:

All additions to the labeling have been marked by an underline/highlight and
All deletions to the labeling have been marked by a strikeout.

The revised labeling contains the following revisions:

Suggested wording per the outcome of the Arthritis Advisory Committee meeting held on August 7, 1998,
Incorpcration of the trade name ARAVATN,

Black Box Statement,

Revisions to the Mechanism of Action and Pharmacokmeucs,

Revisions to the Clinical Studies Section,

Revisions to the Contraindications and Warning Section (Dealing with Pregnancy),

Laboratory Tests, and

Guidance for Ceunseling Female Patients of Childbearing Potential -

We welcome the opportiﬁity to interact cooperatively on label construction. Our desire is to move the process along
as much as possible, without limiting the possibility of negotiating specific important details of the labeling.




NTILES

If you have any questions regarding the above information, please do not hesitate to contact me at (301) 272-3122.

incerely,

at B&N T,

r, Regulatory Affairs
tegic Regulatory Division

Enclosures
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August 14, 1998

VIA COURIER

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products . .

Center for Drug Evaluation and Research e

Food and Drug Administration, HFD-550

9201 Corporate Boulevard

Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: Information Amendment: Response to FDA Pharmacokinetics Reviewer’s.
Written Request (Dated August 6, 1998) Regarding Smoking, Drug Clearance,
and Required Dose of Arava™
NDA 20-905
Serial No. 052

Dear Ms. Cook:
Enclosed please find two copies of the response to the FDA Pharmacokinetics Reviewer’s written

request regarding smoking, drug clearance, and required dose of Arava™ in your fax dated August
6, 1998. A copy of your August 6™ fax is also enclosed for your reference.

If you have any questions regarding the enclosed information, please do not hesitate to contact me
at (301) 272-3122.

Enclosures




AHC

) O ORIG AXTENDLi:
/ t M l
QUINTILES Quintiles, Inc. ’ [k d

( Strategic Regulatory Division
1807 Rockville Pike, Suite 300
Rockville, MD 20852
301 530 9222 / 301 272 2150 Fax
hitp//www.cro.quintiles.com

August 21, 1998
VIA COURIER

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550 —

9201 Corporate Boulevard -

Rockville, MD 20850
Attn: Ms. Sandra Cook, Project Manager
Subject: Information Amendment: Response to FDA CMC Reviewer’s Written Request
(Dated August 19, 1998) for Arava™ Tablets
;" NDA 20-905
Serial No. 053
Dear Ms. Cook:

Enclosed please find two copies of the response to the FDA CMC Reviewer’s written request
regarding Arava™ dated August 19, 1998. A copy of your August 19* fax is also enclosed for
your reference.

Please Note: This response answers Questions 1 to 12.

We will inform FDA as to the date when the information for Question 13 will be available.

If you have any questions regarding the enclosed information, please do not hesitate to contact me
at (301) 272-3122. i

Sincerely,

ates, RN, BSN

ager, Regulatory-Affairs
Strategic Regulatory Division

Enclosures
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August 28, 1998

VIA COURIER -

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550 -
9201 Corporate Boulevard
Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: Information Amendment: Response to FDA Draft Version of the Labeling
(Dated August 27, 1998) for Arava™ Tablets
NDA 20-905
Serial No. 054

Dear Ms. Cook:

Enclosed please find two copies of the response to the FDA draft version of the labeling for
Arava™ dated August 27, 1998. Hoechst Marion Rousell, Inc. would like to include the following
revised Modified Health Assessment Questionnaire (MHAQ) statement insert for the Arava
labeling.

If you have any questions regarding the enclosed information, please do not hesitate to contact me
at (301) 272-3122. '

Sincerely,

. Bdtes, RN, BSN
anager, Regulatory Affairs -
Strategic Regulatory Division
"

Enclosures
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August 31, 1998

VIA COURIER -
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Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products
Center for Drug Evaluation and Research

Food and Drug Administration, HFD-550 -

9201 Corporate Boulevard
Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager

Subject: Information Amendment: Response to FDA Draft Version of the Labeling
(Dated August 31, 1998) for Arava™ Tablets
NDA 20-905
Serial No. 055

Dear Ms. Cook:

Enclosed please find two copies of the response to the FDA draft version of the labeling for
Arava™ dated August 31, 1998. Hoechst Marion Rousell, Inc. The following has been enclosed:

1. Clean vérsion of the labeling provided in hard copy and Word 7.
2. Redline version which containing all edits to FDA'’s version of the labeling.

To assist in the review of the edited document:

All additions to the labeling have been marked by an underline/highlight and -
All deletions to the labeling have been marked by a strikeout.

If you have any questions regarding the enclosed information, please do not hesitate to contact me
at (301) 272-3122.

“ne -

Sincerely,

er, Regulatory Affairs : -
Strategic Regulatory Division

Enclosures
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September 1, 1998

VIA COURIER -

Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration, HFD-550 -
9201 Corporate Boulevard ’
Rockville, MD 20850

Attn: Ms. Sandra Cook, Project Manager
R Subject: Information Amendment: Revised Package labeling for
- 10 mg, 20mg, and 100 mg for Arava™ Tablets
NDA 20-905
Serial No. 056
‘ Dear Ms. Cook:

Enclosed please find two copies of the revised package labeling for 10 mg, 20 mg, and 100 mg
tablets for the Arava (leﬂunomide).

If you have any questions regardiﬁg the enclosed information, please do not hesitate to contact me
at (301) 272-3122.

Sincerely,

Manager, Regulatory Affairs
Strategic Regulatory Division

Enclosures
- -




