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Supervisory Medical Officer's Memorandum

Date submitted: February 13, 2004
Date received: February 18, 2004
Memo draft completed: December 10, 2004

Drug product (tradename): ELIGARD® 45 mg
Drug product (non-proprietary): leuprolide acetate for injection
Dose: 45 mg every 6 months
Route: subcutaneous injection
Indication: palliative treatment of advanced prostate cancer

Sponsor: Atrix Laboratories, Fort Collins, CO
Related INDs/NDAs: IND #64,779 (6-month formulation) and NDAs 21-343 (I-month
formulation), 21-379 (3-month formulation) and 21-488 (4-morith formulation).

I. Executive summary:
The purpose of this medical team leader's memo is to provide a regulatory recommendation for
NDA 21-731. I recommend that ELIGARD 45 mg should be approved for the indication of
palliative treatment of advanced prostate cancer. There are no unresolved issues.

H. Clinical and regulatory background:
ELIGARD 45mg is the fourth drug product in this sponsor's leuprolide product line.

ELIGARD is a novel subcutaneous formulation of leuprolide intended for palliative treatment of
men with advanced, hormonally-sensitive prostate cancer. The one-month formulation (7.5 mg)
was approved in January 2002 under NDA 21-343. ELIGARD 22.5mg, the 3-month formulation,
was approved in July 2002 under NDA 21-379. ELIGARD 30 mg, the 4-month formulation, was
approved in February 2003 under NDA 21-488. Finally, the original IND for this newest
formulation, ELIGARD 45 mg (every 6-month), was submitted to this Division on June 29,2002.

This 6-month formulation will be the first commercially available 6-month depot leuprolide
preparation. Leuprolide can be administered as a non-biodegradable one-year implant as either
Duros (ALZA) or as Vantas (Valera Pharmaceuticals). However, ELIGARD 45mg would be the
longest-acting biodegradable preparation that does not require removal from the body at the end
of the dosing interval. Currently, the longest acting biodegradable preparations are for 4 months
duration. For many prescribers and patients, this difference in dosing interval is an important
benefit in terms of convenience and quality of life during palliative care for advanced cancer.

It should also be noted that Lupron Depot® (TAP) is an intramuscular injection and Zoladex®
(AstraZeneca) is a subcutaneous "implant". Atrix contends that ELIGARD may be an
improvement upon these formulations since it is a sucutaneous suspension able to be delivered
with a fine-gauge, fairly short needle. The volume ofthis 45mg formulation is 0.375 mL,
actually a smaller volume than the ELIGARD 22.5 mg, 4-month formulation. This new
formulation of ELIGARD differs from the approved 4-month formulation primarily in the ratio of
lactide to glycolide subunits in the polymer (now 85:15), a small change in the molecular weight
of the polymer (now slightly greater), and a larger total amount ofleuprolide acetate.


















































































































