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1 EXECUTIVE SUMMARY

512312008

Eli Lilly Inc. submitted NDA 22-307 - EFFIENT (prasugrel Hydrochloride tablets) on December
26, 2007. Prasugrel is proposed for the reduction of atherothrombotic events and the reductIon of
stent thrombosis in acute coronary syndromes (ACS).

EFFIENT is a novel adenosine diphosphate (ADP) receptor antagonist of the thienopyridine
class and an inhibitor of platelet activation and aggregation mediated by the P2Y12 ADP
receptor. EFFIENT was developed in collaboration with Daiichi Sankyo Inc.
EFFIENT will be marketed as an oral 5 and 10 mg film coated tablets.

The recommended administration: an initial single oral 60 mg loading dose and then continued at
a 10 mg once daily dose. All patients taking prasugrel should also take aspirin (75 mg to 325 mg)
daily. Prasugrel may be taken with or without food. Patients weighing less than 60 kg should be
given a single 60 mg loading dose and then continued at a 5 mg once daily dose.

The submission included 48 clinical pharmacology studies where the pharmacokinetics and
pharmacodynamics ofprasugrel were assessed. The sponsor conducted several in vitro studies to
assess the metabolism by CYP450, binding to plasma protein and drug-drug interaction studies
with drugs that could be possibly co-administered in the clinic. A total of 36 studies were
reviewed.

1.1 RECOMMENDATIONS:

The Office of Clinical Pharmacology has reviewed the clinical pharmacology and
biopharmaceutics (CPE) information submitted to NDA 22-307. The CPB information provided
in NDA 22-307 is acceptable.

SPECIFIC RECOMMENDATIONS:
1. The proposed dose adjustment of prasugrel maintenance dose to 5 mg QD for patients

with body weight less than 60 Kg is acceptable.
2. The proposed dose adjustment of prasugrel maintenance dose in patients with age 2:

75 y is not acceptable.
3. Pre-treatment of at least 6 hrs for prasugrel or clopidogrel is not necessary to achieve

maximum effectiveness. The loading dose for either prasugrel or clopidogrel should
be administered at least within 30 minutes of the start ofPCI.

The following comments should be properly addressed by the sponsor.

COMMENTS:

1. The sponsor should consider lowering the 60/10 dosing regimen ofprasugrel in order
to decrease the incidence ofbleeding.

2. The sponsor should investigate the effects of a CYP2B6 inhibitor on the PK of
prasugrel.
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3.

4.

Not enough information is provided in the study reports in patients with ESRD. The
sponsor is requested to provide additional information in order to better evaluate the
study results and be· able to provide labeling recommendations in this patient
population.

b(4)

5. The labeling comments should be addressed by the sponsor.

1.2 PHASE IV COMMINMENTS:

The sponsor should

Date-------
Elena Mishina, Ph. D.
Senior Clinical Pharmacologist

b(4)

Sripal Mada, Ph.D
Clinical Pharmacologist

Yaning Wang, Ph.D
Pharmacometrics Team Leader

Patrick Marroum, Ph. D.
Cardio-Renal Team Leader

CPB Briefing was held on May 21, 2008

Raj Madabushi, Ph.D
Pharmacometrics Reviewer

Attendees: Menon D, Younis I, Burkhart G, Mehta M, Unger E, Rahman A, Huang SM, Uppoor
R, Zhang L, Chen TO, Odof D, Yun X, Iyer G, Dorantes A, Ququan L, Hicks K, Marroum P,
Mada S, Mishina E, Madabushi R.
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