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OVERVIEW

Introduction

Vorapaxar is an inhibitor of platelet aggregation that is used to decrease the risk of further cardiovascular
thrombotic events in patients with a history of myocardial infarction or peripheral vascular disease. Vorapaxar
therapy is associated with a low rate of serum aminotransferase elevations, but has not been linked to instances
of clinically apparent acute liver injury.

Background

Vorapaxar (vor" a pax' ar) is an inhibitor of the protease-activated receptor 1 (PAR-1) that is found on platelets
and is activated by thrombin resulting in platelet aggregation and formation of a vascular clot. The aggregation
of platelets also plays an important role in the growth of atheromatous plaques, which can lead to coronary,
cerebral and peripheral arterial occlusions. In large clinical trials, vorapaxar therapy has been shown to decrease
the frequency of recurrence of myocardial infarction and cardiovascular events in patients at high risk of
complications of atherosclerosis. Vorapaxar was approved for use in the United States in 2014 and current
indications are for reduction of atherosclerotic events (myocardial infarction, vascular death) in patients with a
history of myocardial infarction or peripheral vascular disease. Vorapaxar is contraindicated in patients with a
history of stroke or transient ischemic attacks because of an increased risk of intracerebral bleeding. Vorapaxar is
available in 2.08 mg tablets under the brand name Zontivity. The usual dose is one tablet (2.08) mg daily. Side
effects are not common, but can include headache, dizziness, fatigue, gastrointestinal upset, nausea, arthralgia
and rash. Uncommon, but potentially severe adverse reactions including bleeding and particularly intracerebral
bleeding in patients with a history of stroke.

Hepatotoxicity

Vorapaxar is associated with a low rate of serum enzyme elevations during therapy that was similar to the rate
that occurred with placebo or comparator therapies. In a large controlled trial in over 10,000 patients monitored
over a 2 year period, ALT elevations above 5 times the upper limit of normal occurred in 1% of vorapaxar vs
1.4% of placebo patients. In pooled analyses of laboratory studies from more than 39,000 patients receiving
vorapaxar or placebo, GGT was the only liver test that was abnormal in a higher proportion of patients receiving
vorapaxar (3.8%) than placebo (3.3%), and there were no reports of liver related serious adverse events or
clinically apparent liver injury. Thus, liver injury from vorapaxar must be rare, if it occurs at all.

Likelihood score: E (unlikely cause of clinically apparent liver injury).
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Mechanism of Injury

The mechanism by which vorapaxar might cause liver injury is not known. It is metabolized in the liver, largely
via CYP 3A4 and is susceptible to drug-drug interactions, particularly with potent inhibitors or induces of CYP
3A activity.

Outcome and Management

There is little evidence that cangrelor can cause liver injury or has any cross sensitivity to other antiplatelet
agents.

Drug Class: Antithrombotic Agents, Antiplatelet Agents

Other Drugs in the Subclass, Antiplatelet Agents: Aspirin, Cangrelor, Clopidogrel, Dipyridamole, Prasugrel,
Ticagrelor, Ticlopidine

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Vorapaxar - Generic, Zontivity®

DRUG CLASS

Antithrombotic Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH


https://www.ncbi.nlm.nih.gov/books/n/livertox/Anticoagulants/
https://www.ncbi.nlm.nih.gov/books/n/livertox/Anticoagulants/
https://www.ncbi.nlm.nih.gov/books/n/livertox/Aspirin/
https://www.ncbi.nlm.nih.gov/books/n/livertox/Cangrelor/
https://www.ncbi.nlm.nih.gov/books/n/livertox/Clopidogrel/
https://www.ncbi.nlm.nih.gov/books/n/livertox/Dipyridamole/
https://www.ncbi.nlm.nih.gov/books/n/livertox/Prasugrel/
https://www.ncbi.nlm.nih.gov/books/n/livertox/Ticagrelor/
https://www.ncbi.nlm.nih.gov/books/n/livertox/Ticlopidine/
http://dailymed.nlm.nih.gov/dailymed/search.cfm?labeltype=all&query=Vorapaxar

Vorapaxar

CHEMICAL FORMULA AND STRUCTURE

DRUG CAS REGISTRY MOLECULAR STRUCTURE
NO FORMULA

Vorapaxar 618385-01-6 C29-H33-F-N2-04
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