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NDA 21-029/8-004

Schering Corporation
2000 Galloping Hill Road
Kenilworth, NJ 07033

Attention: Mary Jane Nehring
Sr. Director
Marketed Products Support

Dear Ms. Nehring:

Please refer to your supplemental new drug application dated December 4, 2001, received
December 5, 2001, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act
for Temodar (temozolomide) Capsules.

This "Changes Being Effected" supplemental new drug application provides for an updated
package insert with revisions to the ADVERSE REACTIONS section. The revised labeling is
the result of the Agency’s August 28, 2001 correspondence and review by Schering’s Drug
Safety Surveillance Group.

We have completed the review of this supplemental application and have concluded that
adequate information has been presented to demonstrate that the drug product is safe and
effective for use as recommended in your December 4, 2001 submission. Accordingly, the
supplemental application is approved effective on the date of this letter.

The final printed labeling (FPL) must be identical to the draft labeling included in this
submission.

Please submit the copies of final printed labeling (FPL) electronically according to the guidance
for industry titled Providing Regulatory Submissions in Electronic Format - NDA (January
1999). Alternatively, you may submit 20 paper copies of the FPL as soon as it is available but no
more than 30 days after it is printed. Please individually mount ten of the copies on heavy-
weight paper or similar material. For administrative purposes, this submission should be
designated "FPL for approved supplement NDA 21-029/S-004." Approval of this submission by
FDA is not required before the labeling is used.

If a letter communicating important information about this drug product (i.e., a "Dear Health
Care Professional” letter) is issued to physicians and others responsible for patient care, we
request that you submit a copy of the letter to this NDA and a copy to the following address:
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MEDWATCH, HF-2
FDA

5600 Fishers Lane
Rockville, MD 20857

We remind you that you must comply with the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81.

If you have any questions, call Sean Bradley, R.Ph., Regulatory Project Manager, at 301-594-5750.

Sincerely,

{See ans% electronic signature page}

Richard Pazdur, M.D.

Director

Division of Oncology Drug Products
Office of Drug Evaluation [

Center for Drug Evaluation and Research



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

Richard Pazdur
1/18/02 05:30:43 PM



REGULATORY PROJECT MANAGER REVIEW

Application Number: 21-029/5004 (FPL)
Name of Drug: Temodar® (temozolomide) Capsules
Sponsor: Schering Corporation

Material Reviewed

Supplement Number Letter Date Receipt Date
004 (FPL) January 15, 2002 January 16, 2002
004 (SLR) December 4, 2001 December 5, 2001

Background and Summary Description:

Temodar® (temozolomide) Capsules was originally approved on August 11, 1999 for the
treatment of adult patients with refractory anaplastic astrocytoma.

S-004 provides an updated package insert with revisions to the ADVERSE REACTIONS
section. The revised labeling is the result of the Agency’s August 28, 2001 correspondence and
review by Schering’s Drug Safety Surveillance Group.

S-004 was approved with draft labeling on January 18, 2002. Since it was a CBE, the company
had already printed and distributed the new package labeling before the Agency’s review was
completed. Schering submitted the FPL for $-004 to the Agency for review on January 15,
2002. This labeling was compared to S-004 approved draft labeling and they were identical.

CONCLUSION:

The FPL for supplement S-004 should be approved because it is identical to the approved draft
labeling for $-004. i

Sean Bradley, R.Ph./24JAN02
Regulatory Project Manager



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

Sean Bradley
1/24/02 01:23:10 PM
Cso

Dotti Pease
1/24/02 03:27:08 PM
CSO
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REGULATORY PROJECT MANAGER REVIEW

Application Number: 21-029/5004
Name of Drug: Temodar® (temozolomide) Capsules
Sponsor: Schering Corporation

Material Reviewed

Supplement Number Letter Date Receipt Date
004 (SLR) December 4, 2001 December 5, 2001
001 (FA) September 9, 1999 September 10, 1999

Background and Summary Description:

Temodar® (temozolomide) Capsules was originally approved on August 11, 1999 for the
treatment of adult patients with refractory anaplastic astrocytoma.

S-004 provides an updated package insert with revisions to the ADVERSE REACTIONS
section. The revised labeling is the result of the Agency’s August 28, 2001 correspondence and
review by Schering’s Drug Safety Surveillance Group.

REVIEW

The package insert from S-004 was compared to the final approved labeling (FA) submitted to
the Agency September 9, 1999 and approved October 13, 1999. The following changes arc the
only changes that were made to the approved product labeling.

Proposed Changes in S-004

The following highlighted text has been added to the ADVERSE REACTIONS section starting
at the end of paragraph four:

In the entire safety database for which hematologic data exist (N=932), 7% (4/61) and
9.5% (6/63) of patients over age 70 experienced Grade 4 neutropenia or thrombocytopenia in the
first cycle, respectively. For patients less than or equal to age 70, 7% (62/871) and 5.5% (48/879)
experienced Grade 4 neutropenia or thrombocytopenia in the first cycle, respectively.
Pancvtopenia, leukopenia, and ancmia have also been reported.

In addition. the following spontaneous adverse experiences have been reported during the
marketing surveillance of TEMODAR Capsules; _allergic reactions including rare cases of
anaphylaxis, Rare cases of crythema multiforme have becn reported which resolved after
discontinuation of TEMODAR and. in some cases, recurred upon rechallenge.
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CONCLUSION:

Supplement S-004 should be approved because the changes made were already agreed upon by
the Agency on September 14, 2001 (see attached email transmissions). The acceptability of
these changes is indicated by the concurrence of the noted reviewers below.

Secan Bradley, R.Ph./08JANO2
Regulatory Project Manager

This review was reviewed and signed off by:

Concurrence: Dotti Pease/08JANO2
Chief, Project Management Staff

Concurrence: Martin Cohen, M.D./11JANO2
Medical Reviewer

Concurrence: John Johnson, M.D./14JAN02
Medical Team Leader
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(: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
4""430

Food and Drug Administration
Rockville, MD 20857

NDA 21-029S-004

Schering Corporation
2000 Galluping Hill Road
Kenilworth, NJ 07033

Attention: Mary Jane Nehring
Senior Director, Marketed products Support
Worldwide Regulatory Affairs

Dear Ms. Nehring:

We acknowledge receipt of your January 15, 2002 submission containing final printed labeling
for your supplemental new drug application for Temodar (temozolomide) Capsules.

We have reviewed this labeling and we find it acceptable.

If you have any questions, call Sean Bradley, R.Ph., Regulatory Project Manager, at 301-594-
5750.

Sincerely,

{See %Sr/ded electronic signature page}

Richard Pazdur, M.D.

Director

Division of Oncology Drug Products
Office of Drug Evaluation |

Center for Drug Evaluation and Research



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

Dotti Pease
2/1/02 11:53:53 AM
Signing for Richard Pazdur, M.D.
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a3y

Foed and Drug Administration
Rockville, MD 20857

NDA 21-029/5-004 CBE-0 SUPPLEMENT

Schering Corporation
2000 Galloping Hill Road
Kenilworth, New Jersey 07033

Attention: Mary Jane Nehring
Senior Director, Marketed Products Support
Worldwide Regulatory Affairs

Dear Ms. Nehring:

We have received your supplemental drug application submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: Temodar® (temozolomide) Capsules
NDA Number: 21-029

Supplement number: S-004

Date of supplement: December 4, 2001

Date of receipt December 6, 2001

This supplemental application was submitted as a “Supplement - Changes Being Effected.” The
appropriateness of reporting the proposed change(s) as changes being effected is under review.

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, this application will be filed under section 505(b) of the
Act on February 4, 2002, in accordance with 21 CFR 314.101(a).



NDA-21-029/5-004
Page 2

All communications concerning this supplement should be addressed as follows:

U.S. Postal Service:
Center for Drug Evaluation and Research
Division of Oncology Drug Products, HFD-150
Attention: Division Document Room, 3067
5600 Fishers Lane
Rockville, Maryland 20857

Courier/Overnight Mail:
Food and Drug Administration
Center for Drug Evaluation and Research
Division of Oncology Drug products, HFD-150
Attention: Document Room 3067

1451 Rockville Pike

Rockville, Maryland 20852

If you have any question, call Sean Bradley, R.Ph., Regulatory Project Manager, at (301) 594-
5750

Sincerely yours,

Dott1s Pé.se

Chief, Project Management Staff
Division of Oncology Drug Products
Office of Drug Evaluation 1

Center for Drug Evaluation and Research



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

Sean Bradley
12/20/01 03:04:11 PM
Signing off for Dotti Pease



