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Drug: Medroxyprogesterone acetate injectable suspension, USP (104 mg/0.65 ml), 160 mg/ml
Trade name: none given
Generic name (list alphabetically): depot medroxyprogesterone acetate
Code name: -
Chemical name: 17-hydroxy-6a-methylpregn-4-ene-3,20-dione | 7-acetate
CAS registry number: -
Mole file number: -
Molecular formula/molecular weight: C;4H3404/344.48
Structure: see review of NDA 21-583 dated 6-30-03

Relevant INDs/NDAs/DMFs: IND 61,388; NDA 21-583
Drug class: progestin_

Indication: endometriosis

Clinical formulation: same as under NDA 21-583

Route of administration: subcutaneous injection into the anterior thigh or abdomen once every 3
months

Proposed use: as a treatment to relieve pain symptoms caused by endometriosis

Disclaimer: Tabular and graphical information is from sponsor’s submission unless stated
otherwise,




Executive Summary
I Recommendations

A. Recommendation on Approvability: The present formulation, dosage, route and
frequency of administration are similar to the formulation approved under NDA 21-
853 for contraception.

B. Recommendation for Nonclinical Studies: All studies referred to those submitted for
the approval of NDA 21-853

C. Recomunendations on Labeling: the labeling 1s similar to that approved for NDA 21-
583.

II. Summary of Nonclinical Findings: see review of NDA 21-853
A. Bref Overview of Nonclinical Findings: see review of NDA 21-583

B. Pharmacologic Activity: Inhibits the secretion of gonadotropins which, in turn,
prevents follicular maturation and ovulation, decreases estrogen secretion, and results
~ in endometrial thinning.

C. Nonclinical Safety Issues Relevant to Clinical Use. none

I Administrative: The present formulation is similar to the currently approved formulation
for contraception under NDA 21-583. It is to be administered by the same route of
administration with similar dosage and frequency of administration. Based on the clinical
experience with the approved formulation under NDA 21-583 along with no significant adverse
effects reported in preclinical studies, Pharmacology recommends approval of NDA 21-584 for
the treatment of endometriosis.
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Reviewer: Krishan L. Raheja, D.V.M., Ph.D. NDA No. 21-854.000

PHARMACOLOGY/TOXICOLOGY REVIEW

PHARMACOLOGY:
See P/T review of NDA 21-583

SAFETY PHARMACOLOGY:
See P/T review of NDA 21-583

PHARMACOKINETICS/TOXICOKINETICS:
See P/T review of NDA 21-583

GENERAL TOXICOLOGY:
See P/T review of NDA 21-583

V. GENETIC TOXICOLOGY:
See P/T review of NDA 21-583
V1. CARCINOGENICITY:
See P/T review of NDA 21-583

VII. REPRODUCTIVE AND DEVELOPMENTAL TOXICOLOGY:
See P/T review of NDA 21-583

VIII. SPECIAL TOXICOLOGY STUDIES:
None submitted

IX. DETAILED CONCLUSIONS AND RECOMMENDATIONS:

Conclusions: The proposed formulation under this NDA for endometriosis is similar to that
approved under NDA 21-583 for contraception. The dosage, route and the frequency of
administration are also similar.

General Toxicology Issues: none

Recommendations: Pharmacology recommends approval of NDA 21-584.

Labeling with basis for findings: Labeling is similar to the currently approved NDA 21-583 for
contraception.

X. APPENDIX/ATTACHMENTS:
Addendum to review: none
Other relevant materials (Studies not reviewed, appended consults, etc.): none

Any compliance issues: none
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