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OVERVIEW

Introduction
Cilostazol is a quinolinone derivative that inhibits specific cellular phosphadiesterases, which cause arterial 
vasodilation and inhibition of platelet function and makes it a valuable as a therapy of intermittent claudication 
and as a means of secondary prevention of stroke. Cilostazol has not been associated with serum enzyme 
elevations during therapy or with published instances of clinically apparent liver injury.

Background
Cilostazol (sye loe' sta zol) acts by semi-selective inhibition of phosphodiesterase III, which causes an increase in 
intracellular cyclic AMP resulting in arterial vasodilation and inhibition of platelet aggregation. Cilostazol is 
used largely to treat symptoms of intermittent claudication due to peripheral vascular disease where it has been 
shown to increase pain-free walking distance and improve exercise tolerance. Cilostazol has also been evaluated 
as an antiplatelet agent and is used off-label as a means of prevention of recurrent stroke. Cilostazol was 
approved in the United States in 1999 and is widely used with more than one million prescriptions filled yearly. 
Current indications are limited to treatment of symptoms of intermittent claudication. Cilostazol is available in 
tablets of 50 and100 mg in several generic forms and under the brand name Pletal. The recommended 
maintenance dose is 100 mg twice daily. Side effects can include headache, dizziness, tachycardia, palpitations, 
diarrhea and peripheral edema. Rare, but serious adverse events include thrombocytopenia and agranulocytosis.

Hepatotoxicity
In publications of the multiple, large prospective trials of cilostazol therapy, rates of serum ALT elevations 
during therapy were not provided. Furthermore, there were no reported instances of clinically apparent acute 
liver injury. Since its approval and wide scale use, there have been no published reports of hepatotoxicity 
attributed to cilostazol. Nevertheless, the current product label mentions that instances of serum enzyme 
elevations and hepatitis have been reported to the sponsor. The time of onset, clinical pattern and course of liver 
test abnormalities during cilostazol therapy have not been reported.

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

Mechanism of Injury
The mechanism by which cilostazol might cause liver injury is not known, but it is metabolized in the liver, 
largely by cytochrome P450 (CYP) 3A4 and to a lesser extent by CYP 2C19. Thus, cilostazol is potentially 



susceptible to drug-drug interactions from inhibitors of CYP 3A4 (ketoconazole, erythromycin) and CYP 2C19 
(omeprazole), and liver injury may be caused by a toxic or antigen product of its metabolism.

Outcome and Management
The course and outcome of liver injury from cilostazol has not been reported.
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CHEMICAL FORMULA AND STRUCTURE
DRUG CAS 
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STRUCTURE

Cilostazol 73963-72-1 C20-H27-N5-O2
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