DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health service

Food and Drug Administration
Rockville, MD 20857

NDA 21-174

Wyeth-Ayerst

Attention: Maureen D. Skowronek
Director, U S. Regulatory Affairs
P.O. Box 8299

Philadelphia, PA 19101-8299

Dear Ms. Skowronek:

Please refer to your new drug application (NDA) dated and received October 29,1999,
submitted under section 505(b) of the Federal F ood, Drug, and Cosmetic Act for
Mylotarg (gemtuzumab 0zogamicin) for Injection.

We acknowledge receipt of your submissions dated December 13,21, 23, 30, 1999 and
January 27(2), February 14, 23, March 7, 15(2), 28, 31(2), and April 6,7, 13, 20 21(3),
27(2) and 28, 2000.

Mylotarg is indicated for the treatment of patients with CD33 positive acute myeloid
leukemia in first relapse who are 60 years of age or older and who are not considered
candidates for cytotoxic chemotherapy.

been presented to approve Mylotarg (gemtuzumab ozogamicin) for Injection for use as
recommended in the enclosed labeling text. Accordingly, the application is approved
under 21 CFR Subpart H. Approval is effective on the date of this letter. Marketing of
this drug product and related activities are to be in accordance with the substance and
procedures of the referenced accelerated approval regulations.

controlled studies to verify and describe the clinica] benefit. We remind you of your
post-marketing study commitment specified in your submission dated May 3, 2000.
This commitment is stated below.



designed to demonstrate superior survival in the three-drug (gemtuzumab
0zogamicin containing) group. Response rate results can be used as supportive
evidence; responses should be defined as CR’s or CRp’s of at least 4 weeks

a. Clarify the purpose and the number of interim analyses planned, adjusting

will review bone marrow results, conduct the interim analyses, and make
recommendations regarding continuation of the study. Responses should be
determined by an independent pathologist blinded to the treatment arm.

b. Pre-specify subgroups and covariates that are likely to be used in the
analyses. The relationship of CD33 quantitative expression to response
should be examined.

¢. Perform a thorough evaluation of toxicity, both hematologic and non-
hematologic, in patients undergoing subsequent post-remission therapy such

d. Perform long-term follow-up for relapse and survival in patients following
post-remission therapy, as well as for patients who receive no further
therapy.

¢. Perform the appropriate phase 1 trials to ensure that the toxicities observed
with the dose combinations ip the above trials are acceptable; and to identify
any potentially significant pharmacokinetic drug-drug interactions.

The final study report for the selected randomized trial st suld be submitted to this NDA
as a supplemental application. For administrative purposes, all submissions relating to
this Phase 4 commitment must be clearly designated "Subpart H Phase 4
Commitments."

In addition, we note that you have agreed to conduct the following post-marketing
study, described in your submissions dated April 20, 27, 28 and May 3, 2000.

You have reported multiple metabolites of CMA-676 in your NDA submission but the metabolism
of CMA-676 is not described, therefore, you will identify the enzymes involved in the metabolism



of CMA-676. Depending upon the pathways found to be involved, we may ask for additional
studies of possible drug-drug interactions.

We note that in your submissions dated April 20 and 27, 2000, you have agreed to:
1. Examine the pharmacokinetic data collected from all trials to explore the possibility

that various patient characteristics (demographic, clinica] status) affect total and
unconjugated calicheamicin pharmacokinetics.

3. Provide a detailed description of the test methods used for analyzing the strength
and purity.of [ ].

4. Develop a specification for assay of unconjugated antibody.

designated "FPL for approved NDA 21-174." Approval of this submission by FDA is

Please submit one market package of the drug product when it js available.

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, Project Manager, at (301) 594-5750.

Enclosure

Sincerely,

Robert Temple, M.D.

Director

Office of Drug Evaluation [

Center for Drug Evaluation and Research



