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   Drug Coverage Policy 
 

Effective Date .................... 12/1/2025 
Coverage Policy Number .......... IP0707 
Policy Title……………………….. Zontivity 
 

Cardiology – Zontivity for Individual and 
Family Plans 

• Zontivity® (vorapaxar tablets − Wraser) 

 
 
INSTRUCTIONS FOR USE 
The following Coverage Policy applies to health benefit plans administered by Cigna Companies. 
Certain Cigna Companies and/or lines of business only provide utilization review services to clients 
and do not make coverage determinations. References to standard benefit plan language and 
coverage determinations do not apply to those clients. Coverage Policies are intended to provide 
guidance in interpreting certain standard benefit plans administered by Cigna Companies. Please 
note, the terms of a customer’s particular benefit plan document [Group Service Agreement, 
Evidence of Coverage, Certificate of Coverage, Summary Plan Description (SPD) or similar plan 
document] may differ significantly from the standard benefit plans upon which these Coverage 
Policies are based. For example, a customer’s benefit plan document may contain a specific 
exclusion related to a topic addressed in a Coverage Policy. In the event of a conflict, a customer’s 
benefit plan document always supersedes the information in the Coverage Policies. In the absence 
of a controlling federal or state coverage mandate, benefits are ultimately determined by the 
terms of the applicable benefit plan document. Coverage determinations in each specific instance 
require consideration of 1) the terms of the applicable benefit plan document in effect on the date 
of service; 2) any applicable laws/regulations; 3) any relevant collateral source materials including 
Coverage Policies and; 4) the specific facts of the particular situation. Each coverage request 
should be reviewed on its own merits. Medical directors are expected to exercise clinical judgment 
where appropriate and have discretion in making individual coverage determinations. Where 
coverage for care or services does not depend on specific circumstances, reimbursement will only 
be provided if a requested service(s) is submitted in accordance with the relevant criteria outlined 
in the applicable Coverage Policy, including covered diagnosis and/or procedure code(s). 
Reimbursement is not allowed for services when billed for conditions or diagnoses that are not 
covered under this Coverage Policy (see “Coding Information” below). When billing, providers 
must use the most appropriate codes as of the effective date of the submission. Claims submitted 
for services that are not accompanied by covered code(s) under the applicable Coverage Policy 
will be denied as not covered. Coverage Policies relate exclusively to the administration of health 
benefit plans. Coverage Policies are not recommendations for treatment and should never be used 
as treatment guidelines. In certain markets, delegated vendor guidelines may be used to support 
medical necessity and other coverage determinations. 
 

 

OVERVIEW 
Zontivity, a protease-activated receptor-1 antagonist, is indicated for the reduction of thrombotic 
cardiovascular (CV) events in patients with a history of myocardial infarction (MI) or with 
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peripheral arterial disease (PAD).1  The agent has been shown to reduce the rate of a combined 
endpoint of cardiovascular death, MI, stroke, and urgent coronary revascularization. 
 
Studies evaluating Zontivity involved adding the agent to aspirin and/or clopidogrel.1  Zontivity 
should be used with aspirin and/or clopidogrel according to indicated uses or  standard of care.  The 
clinical use of Zontivity with other antiplatelet medications is limited, as well as data involving 
Zontivity as the only antiplatelet agent.  In a subgroup analysis of the pivotal data, patients weighing 
< 60 kg who received Zontivity did not have a favorable outcome regarding the primary composite 
endpoint of CV death, MI, stroke, or urgent coronary revascularization.2 
 
Guidelines 
Various guidelines mention Zontivity: 

• Chronic Coronary Disease:  The guidelines for the management of patients with chronic 
coronary disease (2023) from the American Heart Association (AHA) and the American 
College of Cardiology (ACC) address Zontivity.3  It is noted that in the TRAP 2P TIMI 50 trial, 
at a mean follow-up of 3 years, patients with a history of MI, ischemic stroke, or PAD 
randomized to either Zontivity, on a background of aspirin therapy, had a reduced number 
of ischemic events or died from common from CV causes after 3 years compared with 
placebo.  However, patients experienced more major and intracranial bleeding. 

• Peripheral Arterial Disease:  Guidelines for the management of lower extremity peripheral 
arterial disease from the AHA, ACC, and other organizations (2024) state that in patients 
with symptomatic peripheral arterial disease, the benefit of adding Zontivity to existing 
antiplatelet therapy is uncertain.4 

 
Safety 
Zontivity has a Boxed Warning regarding the risk of bleeding.1  Zontivity is contraindicated in 
patients with a history of stroke, transient ischemic attack, or intracranial hemorrhage (ICH).  
Antiplatelet medications, including Zontivity, increase the risk of bleeding, including ICH and fatal 
bleeding. 
 
Coverage Policy 
 
POLICY STATEMENT 
Prior Authorization is required for benefit coverage of Zontivity.  All approvals are provided for the 
duration noted below. 
 
 
Zontivity is considered medically necessary when the following criteria are met:   
 
1. Patient with a Previous Myocardial Infarction (MI) or Peripheral Arterial Disease 

(PAD). Approve for 1 year if the patient meets ALL of the following (A, B, and C): 
A) Patient weighs ≥ 60 kg; AND 
B) Patient is receiving Zontivity in combination with aspirin and/or clopidogrel; AND 
C) Patient has been determined by the prescriber to be at high risk for future thrombotic events. 

Note:  Examples of high risk include that the patient has experienced multiple myocardial 
infarctions, has undergone many urgent coronary revascularization procedures, has had 
placement of coronary artery stents, or the patient has other concomitant diseases that 
increase cardiovascular risk such as diabetes. 

 
Conditions Not Covered 
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Zontivity for any other use is considered not medically necessary, including the 
following (this list may not be all inclusive; criteria will be updated as new published 
data are available):  
 

1. Acute Coronary Syndrome (ACS) that Occurred Recently (within < 14 days). In the 
TRACER (Thrombin Receptor Antagonist for Clinical Event Reduction in acute coronary 
syndrome) study, adding Zontivity to standard therapy in those who experienced an ACS 
increased the risk of major bleeding and did not result in clinical benefits. 

 
2. Patient 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. 

 
3. Concurrent Use of Effient (prasugrel tablets) or Brilinta (ticagrelor tablets). There 

is limited clinical experience involving use of Zontivity with antiplatelet agents (e.g., Effient, 
Brilinta) other than aspirin and/or clopidogrel. 

 
Receipt of sample product does not satisfy any criteria requirements for coverage. 
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Revision Details 
 

Type of Revision Summary of Changes Date 

New New policy 12/15/2024 
Annual Revision No criteria changes 12/1/2025 

 
The policy effective date is in force until updated or retired.  

 
 
“Cigna Companies” refers to operating subsidiaries of The Cigna Group. All products and services are provided exclusively 
by or through such operating subsidiaries, including Cigna Health and Life Insurance Company, Connecticut General Life 
Insurance Company, Evernorth Behavioral Health, Inc., Cigna Health Management, Inc., and HMO or service company 
subsidiaries of The Cigna Group. © 2025 The Cigna Group. 
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