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OVERVIEW 
Zontivity, a protease-activated receptor-1 (PAR-1) antagonist, is indicated for the reduction of 
thrombotic cardiovascular (CV) events in patients with a history of myocardial infarction (MI) or with 
peripheral arterial disease (PAD).1  Zontivity has been shown to reduce the rate of a combined endpoint 
of CV death, MI, stroke, and urgent coronary revascularization.  The recommended dose is one tablet 
(Zontivity 2.08 mg) once daily (QD), with or without food.  One Zontivity tablet (2.08 mg) is equivalent 
to 2.5 mg of vorapaxar sulfate.  There is no experience with the use of Zontivity alone as the only 
administered antiplatelet agent.  Studies involving Zontivity involved adding the agent to aspirin and/or 
clopidogrel.  Use Zontivity with aspirin and/or clopidogrel according to indicated uses or the standard 
of care.  The clinical use of Zontivity with other antiplatelet medications is limited. 
 
Clinical Efficacy 
The efficacy of Zontivity is supported by a trial called TRA 2°P-TIMI 50 (Thrombin Receptor 
Antagonist in Secondary Prevention of Atherothrombotic Ischemic Events-Thrombolysis In Myocardial 
Infarction 50).1,2  This study was a multinational, multicenter, randomized, double-blind, placebo-
controlled trial that investigated the efficacy of Zontivity in patients with atherosclerosis that affected 
the coronary (spontaneous MI ≥ 2 weeks but ≤ 12 months prior), cerebral (ischemic stroke), or 
peripheral vascular (documented PAD) systems (n = 26,449).  The qualifying types of atherosclerosis 
were MI (67.25%), ischemic stroke (18.45%), and PAD (14.30%).  Most patients with a qualifying MI 
were receiving aspirin therapy (98.1%) and 78.1% of patients reported using a thienopyridine (e.g., 
clopidogrel).  A substantial proportion of patients with a qualifying event of PAD were receiving aspirin 
(88%); 36.8% of patients were receiving a thienopyridine.  The primary endpoint was the composite of 
CV death, MI, stroke, and urgent coronary revascularization.  The median follow up was 2.5 years.1-2  
After a median of 24 months of treatment, the data and safety monitoring board noted that there was an 
excess of intracranial hemorrhage (ICH) in patients with a history of stroke in the Zontivity group and 
recommended discontinuation of the medication in all patients with previous stroke, including patients 
who experienced a new stroke during the study.2  The trial was permitted to continue in patients without 
a history of stroke.  The 3-year event rate for the composite endpoint in patients who had a prior MI or 
PAD, without a history of stroke or TIA (n = 20,170), was 10.1% for patients given Zontivity vs. 11.8% 
in the placebo group (hazard ratio 0.83; 95% confidence interval [CI]:  0.76, 0.90; P < 0.001), an 
approximate 17% reduction.  Of note, among patients weighing < 60 kg (n = 1,177/20,170), those 
assigned to receive Zontivity did not have a favorable outcomes compared with the group given 
placebo.1,2 
 
Guidelines 
In 2016 and American Heart Association and the American College of Cardiology published a 
guidelines on the management of patients with lower extremity peripheral artery disease (PAD).3  The 
guidelines state that the overall clinical benefit of Zontivity added to existing antiplatelet therapy in 
patients with symptomatic PAD is uncertain.  
 
Safety 
Zontivity has a Boxed Warning regarding the risk of bleeding.  Zontivity is contraindicated in patients 
with a history of stroke, transient ischemic attack (TIA), or intracranial hemorrhage (ICH) because of 
the risk of ICH in this patient population. 
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POLICY STATEMENT 
Prior authorization is recommended for prescription benefit coverage of Zontivity.  Because of the 
specialized skills required for evaluation and diagnosis of patients treated with Zontivity, as well as the 
monitoring required for adverse events and long-term efficacy, initial approval requires Zontivity to be 
prescribed by or in consultation with a physician who specializes in the condition being treated.  All 
approvals are provided for 3 years in duration unless otherwise noted below. 
 
Automation:  None. 
 
 
RECOMMENDED AUTHORIZATION CRITERIA 
Coverage of Zontivity is recommended in patients who meet the following criteria: 
 
FDA-Approved Indication 
 
1. Patients with a Previous Myocardial Infarction (MI) or Peripheral Arterial Disease (PAD).  

Approve if the patient meets the following criteria (A, B and C): 
A) The patient is receiving Zontivity in combination with aspirin and/or clopidogrel; AND 
B) The patient has been determined to be at high risk for future thrombotic events as determined 

by the prescribing physician (e.g., patient has experienced multiple MIs, has undergone many 
urgent coronary revascularization procedures, has had placement of coronary artery stents, or 
the patient has other concomitant diseases that increase CV risk [e.g., diabetes]); AND 

C) The patient weighs ≥ 60 kg. 
 
 
CONDITIONS NOT RECOMMENDED FOR APPROVAL 
Zontivity has not been shown to be effective, or there are limited or preliminary data or potential safety 
concerns that are not supportive of general approval for the following conditions.  Rationale for non-
coverage for these specific conditions is provided below.  (Note:  This is not an exhaustive list of 
Conditions Not Recommended for Approval.) 
 
1. Acute Coronary Syndrome (ACS) that Occurred Recently (within < 14 days).  TRACER 

(Thrombin Receptor Antagonist for Clinical Event Reduction in acute coronary syndrome), which 
was a multinational, multicenter, double-blind, placebo-controlled, randomized investigation 
studied the effects of Zontivity in patients who had experienced an ACS without ST-segment 
elevation (n = 12,944).4  Patients were randomized to receive Zontivity (loading dose of 40 mg and 
then a daily maintenance dose of 2.5 mg thereafter) or matching placebo.  Most patients were also 
receiving a thienopyridine (87.4%) and aspirin (96.9%).  The trial was terminated early after a 
safety review indicated adding Zontivity to standard therapy increased the risk of major bleeding, 
including ICH.  Also, after a median follow-up of 502 days the primary endpoint (death from CV 
causes, MI, stroke, current ischemia with rehospitalization, or urgent coronary revascularization) 
was not significantly reduced with adding Zontivity compared with placebo (Kaplan-Meier 2-year 
rate 18.5% vs. 19.9% respectively; P = 0.07).  TRA 2°P-TIMI 50 enrolled patients who were 2 
weeks post a spontaneous MI or ischemic stroke.   
 

2. Patients with a Prior History of Stroke, Transient Ischemic Attack (TIA), or Intracranial 
Hemorrhage (ICH).  Zontivity is contraindicated for use in patients with a history of stroke, TIA 
or ICH due to an increased risk of ICH in this population. 
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3. Concurrent Use of Effient® (prasugrel tablets) or Brilinta® (ticagrelor tablets).  There is limited 

clinical experience involving use of Zontivity with antiplatelet agents other than aspirin and/or 
clopidogrel (e.g., Effient, Brilinta).  In the pivotal trial with Zontivity (TRA 2°P-TIMI 50) only 177 
patients (0.7%) received Effient during the trial.  Further data are needed to determine if Zontivity 
has efficacy and can be used safely in combination with other antiplatelet medications.  In the 
professional opinion of specialist physicians reviewing the data, we have adopted this criterion. 

 
4. Coverage is not recommended for circumstances not listed in the Recommended Authorization 

Criteria.  Criteria will be updated as new published data are available. 
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