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OVERVIEW

Introduction

Griseofulvin is a fungistatic agent used to treat superficial fungal skin infections such as tinea capitis and pedis.
Griseofulvin therapy can cause transient mild-to-moderate serum aminotransferase elevations and has very
rarely been linked to clinically apparent acute drug induced liver injury.

Background

Griseofulvin (gris" ee oh ful' vin) is a metabolic product of Penicillium griseofulvum with potent activity against
fungal agents. Its antifungal activity is believed to be due to disruption of the mitotic spindle of fungal cells,
which interferes with cell division. Griseofulvin may also inhibit fungal DNA replication. Griseofulvin has been
used for superficial dermatophyte infections (tinea corporis, capitis, barbae, cruris, pedis or unguium) for many
years. Griseofulvin is available in generic forms as tablets of 500 mg, and an oral suspension in several generic
forms and under the brand names of Grifulvin V and as film coated tablets of 125 and 250 mg as Gris-PEG.
Because of the availability of other more potent antifungal agents with a wider sprectum of action, griseofulvin is
now rarely used. The usual recommended dose is 500 to 1000 mg daily depending upon the type and severity of
the infection. Common side effects include nausea, vomiting and headache.

Hepatotoxicity

Transient mild-to-moderate elevations in serum aminotransferase levels occur in up to 5% of patients treated
with griseofulvin, but these abnormalities are usually asymptomatic and resolve even with continuation of the
medication. Clinically apparent hepatotoxicity is rare and only isolated case reports have been published. The
liver injury is typically cholestatic and usually arises within the first few months of therapy. Signs of
hypersensitivity such as fever, rash and eosinophilia are rare but griseofulvin can include hypersensitivity
reactions and at least one case of DRESS syndrome accompanied by serum aminotransferase elevations has been
reported with its use. Published cases of griseofulvin induced liver injury have all been self-limited, recovery
requiring 1 to 3 months. Griseofulvin can increase intrahepatic levels of protoporphyrin and induce acute
attacks of porphyria in patients with acute intermittent porphyria in remission.

Likelihood score: C (probable rare cause of clinically apparent liver injury).

Mechanism of Injury

The cause of clinically apparent hepatotoxicity from griseofulvin is unknown, but it is extensively metabolized by
the liver which may lead to production of a toxic intermediate. In high doses, griseofulvin can interfere with the
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mitotic spindle in mammalian cells by binding to microtubular proteins. Griseofulvin also inhibits ferrocheletase
activity the enzyme that inserts iron into the prophyrin ring and, therefore, interferes with porphyrin
metabolism and can trigger attacks of acute porphyria.

Outcome and Management

The severity of the liver injury due to griseofulvin ranges from mild and transient enzyme elevations to marked
cholestatic hepatitis. Typically, improvements are seen within a few weeks of discontinuation. Rechallenge may
lead to recurrence and should be avoided. No cases of acute liver failure or chronic bile duct injury have been
reported due to griseofulvin. There is no evidence for cross sensivity to hepatic injury between griseofulvin and
other antifungal agents.

Drug Class: Antifungal Agents

CASE REPORT

Case 1. Griseofulvin induced hepatitis.

[Modified from: Chiprut RD, Viteri A, Jamroz C, Dyck WP. Intrahepatic cholestasis after griseofulvin
administration. Gastroenterology 1976; 70: 1141-3. PubMed Citation]

A 63 year old man developed anorexia, fatigue and pruritus 3 weeks after restarting griseofulvin (500 mg twice
daily), but didn’t stop treatment until ten days later when he was admitted for evaluation. He was jaundiced but
without rash or fever. Laboratory results showed elevations in bilirubin, AST and alkaline phosphatase (Table).
Liver tests had been normal in the past, including five months previously when he had a hypersensitivity
reaction to griseofulvin (which he had been taking for 5 months and was then stopped for several weeks and
then restarted). In addition, he underwent bilateral renal artery endartectomy for severe hypertension and
required several blood transfusions approximately 2 months before presentation with jaundice. He did not drink
alcohol and took no other medications. Testing showed absence of HBsAg and autoantibodies. A liver biopsy
showed intrahepatic cholestasis that was interpreted as compatible with drug induced liver injury. After stopping
griseofulvin, he rapidly became asymptomatic and all liver tests were normal three months later.

Key Points

Medication: Griseofulvin

Pattern: Cholestatic (R=0.7)

Severity: 3+ (jaundice and hospitalization)

Latency: 3 weeks (reexposure) to symptoms, 5 weeks to jaundice
Recovery: Within 3 months

Other medications: None

Laboratory Values

Time After Starting Time After Stopping AST (U/L) AlkP (U/L) Bilirubin (mg/dL) Other

Pre 0 46 24 0.9 Surgery

5 weeks 0 75 43 34 Admission
6 weeks 1 week 26 35 2.4 Liver biopsy
10 weeks 5 weeks 54 32 1.1

4.5 months 3 months 30 17 0.7
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Table continued from previous page.

Time After Starting Time After Stopping AST (U/L) Alk P (U/L) Bilirubin (mg/dL) Other

~1 year ~1 year 30 15 0.8
Normal Values <40 <13 <1.2
Comment

This patient developed a mild cholestatic hepatitis 3 weeks after restarting griseofulvin, having a previous history
compatible with a drug-hypersensitivity reaction (facial edema and pruritus). A liver biopsy was compatible with
drug induced cholestasis as was the improvement that followed discontinuation. Because he received a blood
transfusion approximately 2 months before developing symptoms of liver injury, the possibility of hepatitis C
(which had yet to be described in 1976) also exists, but the pattern of enzyme elevation and liver biopsy were not
typical of viral hepatitis. Despite griseofulvin's known effects on the liver in mice and rats (causing Mallory body
formulation), there have been very few case reports of liver injury due to griseofulvin published in the literature.

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Griseofulvin - Generic, Grifulvin V*

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
Griseofulvin 126-07-8 C17-H17-Cl-06
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