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Executive Summary 

	Purpose:
	The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be made available on an open access basis to prescribers, require a clinical edit or require prior authorization for use. 

	
	

	Dosage Forms & Manufacturer:
	Each 5 mg tablet of Effient contains 5 mg of Prasugrel and each 10 mg tablet of Effient contains 10 mg of Prasugrel. 
Eli Lilly and Company, Indianapolis, Indiana 46285.

	
	

	Summary of Findings:
	Effient is a third-generation thienopyridine antiplatelet agent that has demonstrated efficacy for the reduction of thrombotic cardiovascular (CV) events (including stent thrombosis) in patients with acute coronary syndrome (ACS) who are to be managed with percutaneous coronary intervention (PCI).  Effient appears to provide a more rapid and greater inhibition of platelet aggregation than clopidogrel and the TRITON-TIMI 38 clinical trial showed that Effient taken with aspirin had a 19% relative risk reduction of the combined endpoint of CV death, non-fatal MI, or non-fatal stroke compared to clopidogrel taken with aspirin.  However, in this study, the risk of major bleeding was significantly higher among patients receiving Effient versus those taking clopidogrel, especially among patients 75 years or older, those with a body weight < 132 pounds (60 kg), or those with a prior history of transient ischemic attack/stroke.  Effient offers an effective alternative treatment in appropriately selected patients with ACS undergoing PCI, but physicians must carefully weigh the potential benefits and risks of this new agent. 

	
	

	Status Recommendation:
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Purpose

The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be considered a prior authorization drug, a clinical edit drug or an open access drug. While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guide appropriate medication usage. This review will assist in the achievement of qualitative and economic goals related to health care resource utilization. Restricting the use of certain medications can reduce costs by requiring documentation of appropriate indications for use, and where appropriate, encourage the use of less expensive agents within a drug class.

Introduction
ACS, which includes heart attacks and unstable angina, affects nearly 1.5 million people in the U.S. annually, many of whom are managed with PCI.  
Dosage Form(s) 1
Each 5 mg tablet of Effient contains 5 mg of Prasugrel and each 10 mg tablet of Effient contains 10 mg of Prasugrel.
Manufacturer
Eli Lilly and Company, Indianapolis, IN 46285
Indication(s) 1
Effient is indicated to reduce the rate of thrombotic cardiovascular events (including stent thrombosis) in patients with acute coronary syndrome who are to be managed with percutaneous coronary intervention as follows: Patients with unstable angina (UA) or non-ST-elevation myocardial infarction (NSTEMI) or patients with ST-elevation myocardial infarction (STEMI) when managed with primary or delayed PCI.  
Clinical Efficacy1-12 (mechanism of action/pharmacology, comparative efficacy)
Effient is a thienopyridine prodrug that is metabolically converted by esterases to an active sulfhydryl compound.  The active metabolite inhibits platelet aggregation via irreversible inhibition of the platelet P2Y12 adenosine diphosphate (ADP) receptor.  After exposure to the Effient active metabolite, platelets are affected for their entire lifespan of approximately 7 to 10 days.  Clinical trials have shown that Effient achieves faster and greater inhibition of platelet aggregation compared to clopidogrel. 
	
	EFFIENT

	Protein binding
	98%

	Volume of distribution
	44-68 L (active metabolite)

	Metabolism
	Rapid hydrolysis in the intestine to a thiolactone, followed by ring opening to form active metabolite primarily via CYP3A4 and CYP2B6 and to a lesser extent by CYP2C9 and CYP2C19.

	Excretion
	Urine (68%) and Feces (27%)

	Half-life
	7 hours (active metabolite)


The approval of Effient was primarily based upon a multicenter, randomized, double-blind, parallel-group, comparative clinical trial (TRITON-TIMI 38) involving 13,608 patients with ACS who were to be managed with PCI.  Results from this study showed that patients receiving Effient with aspirin had a 19% relative risk reduction of the combined endpoint of cardiovascular death, non-fatal MI or non-fatal stroke compared to patients receiving clopidogrel with aspirin.  This benefit was driven predominantly by a reduction in non-fatal MIs, with no difference on strokes and little difference on CV death.  The beneficial effects of Effient compared with clopidogrel was seen as early as 3 days and continued over the 15-month study period.  In addition, there were fewer stent-related clots in patients treated with Effient compared with clopidogrel.  However, the risk of non-coronary artery bypass graft (non-CABG) related bleeding, which included life-threatening and fatal bleeding, was significantly higher with Effient (2.2%) compared with clopidogrel (1.7%).  When compared with the overall treatment population, the risk of major bleeding was highest among those patients with Effient who were either 75 years or older, had a body mass less than 132 pounds (60 kg), or had a prior history of transient ischemic attack/stroke. 
Clinical Studies

THROMBOTIC CARDIOVASCULAR EVENTS – ACUTE CORONARY SYNDROME
	Design
	Multicenter, international, randomized, double-blind, parallel-group, comparative clinical trial (n=13,608)

	Inclusion Criteria
	Patients with moderate to high-risk ACS and with scheduled PCI.

	Exclusion Criteria
	Key exclusion criteria included cardiogenic shock, an increased risk of bleeding (e.g., recent fibrinolytic therapy, active internal bleeding or bleeding diathesis, history of hemorrhagic stroke or ischemic stroke within 3 months, an international normalized ratio > 1.5), anemia, thrombocytopenia, and use of any thienopyridine within 5 days before enrollment.

	Treatment Regimen
	Patients were randomized to receive Effient (60 mg loading dose followed by 10 mg once daily) or clopidogrel (300 mg loading dose followed by 75 mg once daily), with administration and follow-up for a minimum of 6 months (actual median 14.5 months).  Patients also received aspirin (75 mg to 325 mg once daily).  Other therapies, such as heparin and intravenous glycoprotein IIb/IIIa (GPIIb/IIIa) inhibitors, were administered at the discretion of the treating physician.  Oral anticoagulants, other platelet inhibitors, and chronic NSAIDs were not allowed.

	Results
	      The percentage of UA/NSTEMI patients with CV death, non-fatal MI, or non-fatal stroke was 9.3% in patients receiving Effient compared to 11.2% in patients receiving clopidogrel (p=0.002).  The percentage breakdown for CV death, non-fatal MI, and non-fatal stroke in this population for Effient versus clopidogrel was 1.8% versus 1.8% (p=0.885), 7.1% versus 9.2% (p < 0.001), and 0.8% versus 0.8% (p=0.922), respectively.  The percentage of STEMI patients with CV death, non-fatal MI, or non-fatal stroke was 9.8% for patients receiving Effient compared to 12.2% for patients receiving clopidogrel (p=0.019).  The percentage breakdown for CV death, non-fatal MI, and non-fatal stroke for Effient versus clopidogrel was 2.4% versus 3.3% (p=0.129), 6.7% versus 8.8% (p=0.016), and 1.2% versus 1.1% (p=0.77), respectively.

	Safety
	The risk of non-CABG related bleeding, which included life-threatening and fatal bleeding, was significantly higher with Effient (2.2%) compared with clopidogrel (1.7%)


Contraindications1
· Active pathological bleeding.
· Prior transient ischemic attack or stroke.
Warnings and Precautions1
· CABG-related bleeding: Risk increases in patients receiving Effient who undergo CABG.
· Discontinuation of Effient: Premature discontinuation increases risk of stent thrombosis, MI, and death.

· General risk of bleeding: Thienopyridines, including Effient, increase the risk of bleeding.  Do not use Effient in patients with active bleeding, prior TIA or stroke.  Risk factors for bleeding are: Age >= 75 years; CABG or other surgical procedure; body weight < 60 kg (consider lower (5mg) maintenance dose); propensity to bleed (recent trauma or surgery, recent or recurrent gastrointestinal bleeding, active peptic ulcer disease, or severe hepatic impairment); or use of medication that increases the risk of bleeding (oral anticoagulants, nonsteroidal anti-inflammatory drugs and fibrinolytic agents)

· Thrombotic thrombocytopenic purpura (TTP): TTP has been reported with the use of other thienopyridines, sometimes after a brief exposure (<2 weeks).
Adverse Effects1
	Nonhemorrhagic, >=2.5%
	Effient
	Clopidogrel

	Hypertension
	7.5%
	7.1%

	Hypercholesterolemia / Hyperlipidemia
	7.0%
	7.4%

	Headache
	5.5%
	5.3%

	Back pain
	5.0%
	4.5%

	Dyspnea
	4.9%
	4.5%

	Nausea
	4.6%
	4.3%

	Dizziness
	4.1%
	4.6%

	Cough
	3.9%
	4.1%

	Hypotension
	3.9%
	3.8%

	Fatigue
	3.7%
	4.8%

	Non-cardiac chest pain
	3.1%
	3.5%

	Atrial fibrillation
	2.9%
	3.1%

	Bradycardia
	2.9%
	2.4%

	Leukopenia (<4 x 10(9) WBC/L)
	2.8%
	3.5%

	Rash
	2.8%
	2.4%

	Pyrexia
	2.7%
	2.2%

	Peripheral edema
	2.7%
	3.0%

	Pain in extremity
	2.6%
	2.6%

	Diarrhea
	2.3%
	2.6%

	
	
	

	Non-CABG-Related Bleeding
	Effient
	Clpidogrel

	
	
	

	Major or minor bleeding
	4.5%
	3.4%

	Major bleeding
	2.2%
	1.7%

	Life-threatening bleeding
	1.3%
	0.8%

	Fatal bleeding
	0.3%
	0.1%

	Symptomatic intracranial hemorrhage
	0.3%
	0.3%

	Bleeding requiring inotropes
	0.3%
	0.1%

	Bleeding requiring surgical intervention
	0.3%
	0.3%

	Bleeding requiring transfusion (>=4 units)
	0.7%
	0.5%

	Minor Bleeding
	2.4%
	1.9%

	
	
	

	CABG-Related Bleeding
	Effient
	Clpidogrel

	
	
	

	Major or minor bleeding
	14.1%
	4.5%

	Major bleeding
	11.3%
	3.6%

	Fatal bleeding
	0.9%
	0%

	Bleeding requiring reoperation
	3.8%
	0.5%

	Bleeding requiring transfusion (>=5 units)
	6.6%
	2.25

	Intracranial hemorrhage
	0%
	0%

	Minor bleeding
	2.8%
	0.9%


Drug Interactions1
· NSAIDs
· Warfarin
Dosage and Administration1

USUAL DOSE  Initiate treatment with a single 60 mg oral loading dose.  Continue at 10 mg once daily with or without food.  Consider 5 mg once daily for patients <60 kg.  Patients should also take daily aspirin in a dose of 75 mg to 325 mg.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / MONTH

	Prasugrel
	Effient
	5 mg tablets
	1 tablet daily
	$ 163.50

	Prasugrel
	Effient
	10 mg tablets
	1 tablet daily
	$  163.50

	Clpidogrel
	Plavix
	75 mg tablets
	1 tablet daily
	$  141.27


*Wholesale Acquisition Cost (WAC)
Conclusion

Effient is a third-generation thienopyridine antiplatelet agent that has demonstrated efficacy for the reduction of thrombotic cardiovascular (CV) events (including stent thrombosis) in patients with acute coronary syndrome (ACS) who are to be managed with percutaneous coronary intervention (PCI).  Effient appears to provide a more rapid and greater inhibition of platelet aggregation than clopidogrel and the TRITON-TIMI 38 clinical trial showed that Effient taken with aspirin had a 19% relative risk reduction of the combined endpoint of CV death, non-fatal MI, or non-fatal stroke compared to clopidogrel taken with aspirin.  However, in this study, the risk of major bleeding was significantly higher among patients receiving Effient versus those taking clopidogrel, especially among patients 75 years or older, those with a body weight < 132 pounds (60 kg), or those with a prior history of transient ischemic attack/stroke.  Effient offers an effective alternative treatment in appropriately selected patients with ACS undergoing PCI, but physicians must carefully weigh the potential benefits and risks of this new agent. 
Recommendation

This drug is being reviewed for inclusion in the state specific Preferred Drug List.
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