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OVERVIEW

Introduction

Clotrimazole is an imidazole antifungal agent used primarily in the treatment of skin, oral and vaginal candida
infections. Clotrimazole is typically given topically or as oral or vaginal troches and has only modest systemic
absorption. Nevertheless, clotrimazole given orally or as troches has been associated with transient and
asymptomatic serum aminotransferase elevations during therapy, but it has not been linked to instances of
clinically apparent acute liver injury.

Background

Clotrimazole (kloe trim' a zole) is a synthetic imidazole that has broad spectrum activity against Candida
albicans and other yeast species. The azoles are believed to act by disruption of the fungal cell wall membrane.
Clotrimazole is typically given topically or as oral or vaginal troches. When given as an oral troche, it should be
allowed to dissolve in the mouth and not swallowed. Systemic absorption occurs even with the oral troche, but
concentrations adequate as therapy of candida infections are found only in local oral tissue and saliva.
Clotrimazole given orally (swallowed) was used in the past to treat various forms of candida infections, but it is
not currently approved as tablets or capsules for gastrointestinal absorption. Clotrimazole was approved for use
in the United States in 1975 and subsequently became available over-the-counter in topical creams (for
superficial fungal infections) and vaginal formulations (for fungal vaginitis). The oral troche (lozenge) remains
available only by prescription as large, slowly dissolving tablets (lozenges) containing 10 mg of clotrimazole
generically and under commercial names such as Mycelex and Lotrimin. Current indications for the oral
lozenges are as treatment or prevention of oropharyngeal candidiasis (oral thrush). The recommended regimen
is one troche five times daily for 7 to 14 days. The vaginal troche is used once daily for 3 to 7 days. Side effects are
not common but can include headache, nausea and itchiness. Side effects of topical administration include local
rash, redness and burning. Serious adverse reactions are very rare.

Hepatotoxicity

Transient elevations in serum aminotransferase levels occur in up to 15% of patients treated with clotrimazole
orally. The elevations are generally mild-to-moderate in degree and resolve spontaneously with or without
discontinuation. Despite decades of widespread use, clotrimazole has not been linked to instances of clinically
apparent hepatotoxicity.

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

The cause of the serum enzyme elevations during clotrimazole therapy is unknown, but many of the antifungal
azoles have been implicated in causing liver injury. Because there is minimal systemic absorption, clotrimazole
concentrations may not reach levels that could cause significant liver injury. Clotrimazole is metabolized in the
liver via the cytochrome P450 system and can inhibit via CYP 3A4 activity and thus cause significant drug
interactions with agents that are CYP 3A4 substrates. Because of its metabolism, the liver injury might be caused
by a toxic or immunogenic intermediate.

Outcome and Management

The serum enzyme elevations attributed to clotrimazole therapy are usually mild and transient and rarely require
dose adjustment or discontinuation. Nevertheless, the product labels for clotrimazole mention hepatotoxicity
and recommend "periodic assessment of hepatic function", particularly in patients with preexisting liver disease.
There is no information about cross sensitivity to hepatic injury between clotrimazole and other azole antifungal
agents.

Drug Class: Antifungal Agents

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Clotrimazole — Generic, Lotrimin®, Mycelex® (Troche)

DRUG CLASS

Antifungal Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG CAS REGISTRY NUMBER MOLECULAR FORMULA STRUCTURE
Clotrimazole 23593-75-1 C22-H17-CI-N2
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