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The following recommendations are based on medical evidence, clinician input, and expert opinion.  The content of the document is dynamic and will be revised as new information becomes available.  The purpose of this document is to assist practitioners in clinical decision-making, to standardize and improve the quality of patient care, and to promote cost-effective drug prescribing.  The clinician should utilize this guidance and interpret it in the clinical context of the individual patient.  Individual cases that are outside the recommendations should be adjudicated at the local facility according to the policy and procedures of its P&T Committee and Pharmacy Services.

(For additional details, refer to the Prasugrel Drug Monograph at www.pbm.va.gov or http://vaww.pbm.va.gov)
FDA approved indication for use:  To reduce the rate of thrombotic cardiovascular events including stent thrombosis in patients with acute coronary syndrome (ACS) (unstable angina [UA], non-ST elevation myocardial infarction [NSTEMI], or ST-elevation myocardial infarction [STEMI]) who are to be managed with percutaneous coronary intervention (PCI)
	Prasugrel is associated with an increased risk of major bleeding compared to clopidogrel.  To date, prasugrel has been evaluated only in patients with acute coronary syndrome (ACS) and undergoing percutaneous coronary intervention (PCI) and may be considered as an alternative to clopidogrel in these patients meeting the criteria specified below.  Prasugrel is not recommended for use outside the indications below (see criteria) until further evidence is available evaluating the efficacy and safety of prasugrel for other situations (clopidogrel remains the thienopyridine of choice for these other indications).  Providers must weigh the potential benefits and risk of bleeding in consideration of prasugrel use.  Requests for prasugrel initiated outside of the VA should be evaluated based upon VA criteria for use.

	EXCLUSION CRITERIA (If one is selected, patient is not eligible)

	Contraindications:
· Active pathological bleeding (e.g., peptic ulcer or intracranial hemorrhage [ICH])

· History of previous transient ischemic attack (TIA) or stroke
Lack of net clinical benefit and/or harm observed in the following situations:
· Anticipated coronary artery bypass graft (CABG) surgery within 7 days

· Age of ≥75 yrs, unless patient is deemed at high risk of recurrent ischemic events (e.g., diabetes [DM] or prior myocardial infarction [MI]) and otherwise low bleeding risk
Situations associated with an increased risk of bleeding (excluded from the pivotal clinical trial [TRITON-TIMI 38]):
· Recent fibrinolytic therapy (within 24 hrs of fibrin-specific therapy [e.g., alteplase, reteplase, tenecteplase] or within 48 hrs of non-fibrin-specific therapy [e.g., urokinase])
· Active internal bleeding or bleeding diathesis

· Intracranial neoplasm, arteriovenous malformation, or aneurysm

· International Normalized Ratio (INR) >1.5

· Platelet count <100K/mm3
· Anemia (hemoglobin <10 gm/dL)

· Chronic use of non-steroidal anti-inflammatory drugs (NSAIDs) or cyclooxygenase-2 (COX-2) inhibitors other than daily aspirin
· Warfarin therapy

· Anti-platelet therapy other than daily aspirin (e.g., cilostazol, dipyridamole)
· Severe hepatic impairment (e.g., Child-Pugh Class C)
· Other situations where patient is considered by provider to be at increased risk of bleeding
· Concurrent administration of clopidogrel

	INCLUSION CRITERIA (Restricted to Cardiology or local designee for initial VA prescription)

	1. 
ACS – STEMI with planned PCI in patients who have not been loaded with clopidogrel as follows:

One of the following must be selected for the patient to be eligible:
· Primary PCI in STEMI (e.g., within 12 hrs of symptom onset)

· Non-primary or delayed PCI in STEMI (e.g., within 2 wks of symptom onset) after coronary anatomy has been defined and is known to be suitable for PCI, and for whom a coronary intervention is imminent

2.
ACS – UA or NSTEMI with planned PCI in patients who have not been loaded with clopidogrel in moderate-to-high risk patients after coronary anatomy has been defined and is known to be suitable for PCI for whom a coronary intervention is imminent AND

All of the following must be selected for patients with UA/NSTEMI to be eligible

· Ischemic symptoms lasting 10 minutes or more and occurring within 72 hours before presentation

· TIMI risk score ≥ 3a
· Either ST segment deviation of ≥ 1 mm or elevated cardiac biomarkers of necrosis

3.
Stent thrombosis as follows:

The following must be selected for patient to be eligible:
· Definite or probable acute stent thrombosis (ARC definitionb) in patients documented to be compliant with aspirin and clopidogrel (combination therapy with prasugrel plus aspirin is indicated)

	PRECAUTIONS

	· Interruption or discontinuation:  Prasugrel should be discontinued for active bleeding, elective surgery, TIA or stroke.  However, in patients managed with PCI and stent placement, interruption or premature discontinuation of anti-platelet medications has been associated with an increased risk of stent thrombosis, MI, and death.  Lapses in therapy should be avoided unless there is clinical rationale otherwise.

· General increased bleeding risk:  Prasugrel has been shown to be associated with an overall increased risk of bleeding compared to clopidogrel, including life-threatening and fatal bleeding.  Benefits and risks should be considered by patient and provider. 
· Advanced age (≥75 yrs):  Increased risk of life-threatening and fatal bleeding has been shown with unclear benefit; prasugrel should generally be avoided unless a high risk patient (e.g., DM or prior MI), where benefits and risks should be considered
·  Low body weight (<60 kg):  Higher levels of active metabolite and increased risk of bleeding have been shown; consider lower maintenance dose of prasugrel (e.g., 5 mg daily), although this dose has not been prospectively studied
· CABG:  Several-fold increased risk of bleeding has been shown; do not use prasugrel in patients likely to undergo CABG.  Prasugrel should be discontinued in patients at least 7 days prior to CABG when possible.

	DOSAGE AND ADMINISTRATION

	· The recommended dose of prasugrel is a 60 mg oral loading dose followed by a maintenance dose of 10 mg orally daily, which should be administered with concomitant aspirin 75-325 mg orally daily.

· For patients weighing <60 kg, consideration of a reduced maintenance dose of 5 mg orally daily is recommended, based on an increased exposure to the active metabolite and increased risk of bleeding in this population, although efficacy and safety of this dose has not been prospectively studied. 

	ISSUES FOR CONSIDERATION

	· Patients with the following conditions were excluded from TRITON-TIMI 38:  cardiogenic shock, refractory ventricular arrhythmia, New York Heart Association Class IV heart failure, intolerance of or allergy to aspirin, ticlopidine, or clopidogrel, pregnancy (FDA Category B), breastfeeding, or those associated with poor treatment compliance.  Prasugrel should be used with caution in the absence of safety or efficacy data in these situations.
· Prasugrel appears to lack significant interaction with drugs that elevate gastric pH or those that affect the cytochrome P450 (CYP P450) enzyme system; however, the use of prasugrel as an alternative to clopidogrel in patients that require proton-pump inhibitor (PPI) therapy is not recommended in the absence of data that demonstrates safety of prasugrel, a more potent anti-platelet agent, in this patient population likely at higher baseline bleeding risk.  (See VA PBM Services document on clopidogrel and PPI interaction: http://vaww.national.cmop.va.gov/PBM/Clinical%20Guidance/Clinical%20Recommendations/PBM%20Response%20clopidogrel-omeprazole%20FDA%20alert%20(1%2023%2010).doc)
· There is no evidence to provide additional guidance on the use of prasugrel as an alternative to clopidogrel in other situations including:  patients shown to be hypo-responsive to clopidogrel based solely on platelet reactivity testing, patients carrying a genetic variant of CYP2C19, or patients considered at high risk of stent thrombosis (e.g., small diameter vessels, long stents, bifurcation lesions, etc.).  Prasugrel should be used with caution in the absence of safety or efficacy data in these situations (See PBM guidance documents on CYP2C19 – http://www.pbm.va.gov/vamedsafe/Clopidogrel%20Genetic%20mutations_NATIONAL%20PBM%20BULLETIN_032510_FINAL.PDF ).   

	RENEWAL CRITERIA

	The recommended duration of dual anti-platelet therapy (with aspirin) in ACS with PCI is generally 12 months according to 2009 ACC/AHA/SCAI guidelines  (refer to guidelines for additional details).  Prasugrel was studied for a median duration of 14.5 months.  Safety and efficacy of prasugrel beyond this duration is unknown.
· Continuation beyond 12 months’ duration only after re-evaluation by Cardiology


ACC=American College of Cardiology; AHA=American Heart Association; SCAI=Society for Cardiovascular Angiography and Interventions
aTIMI Risk (one point each): age ≥65; ≥3 coronary artery disease (CAD) risk factors; known CAD with >50% stenosis; aspirin use in past 7 days; severe angina within preceding 24 hrs, elevated cardiac markers
bAcademic Research Consortium (ARC): definite stent thrombosis-ACS with angiographic evidence of thrombus or occlusion; probable stent thrombosis-acute MI involving the target-vessel territory without angiographic confirmation
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