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OVERVIEW

Introduction

Tolmetin is a nonsteroidal antiinflammatory drug (NSAID) that is available by prescription only and used for
therapy of chronic arthritis. Tolmetin is associated with low rates of serum aminotransferase elevations during
therapy and has been linked to rare instances of clinically apparent drug induced liver injury.

Background

Tolmetin (tol' met in) belongs to the acetic acid derivative class of NSAIDs similar to diclofenac, sulindac and
indomethacin. Like other NSAIDs, tolmetin is a cyclo-oxygenase (Cox-1 and Cox-2) inhibitor which blocks the
formation of prostaglandins that are important in pain and inflammatory pathways. Tolmetin has analgesic as
well as antipyretic and antiinflammatory activities. Tolmetin is one of the oldest NSAIDs in clinical use having
been approved in the United States in 1976. It is currently not commonly used, having been replaced by NSAIDs
with longer half-lives and better tolerance. The current indications for tolmetin include osteoarthritis,
rheumatoid arthritis, ankylosing spondylitis and juvenile rheumatoid arthritis. Tolmetin is available only by
prescription and in several generic forms of 200, 400 and 600 mg tablets or capsules and formerly under the
brand name Tolectin. The usual dose in adults is 1200 to 1800 mg per day in divided doses. As with other
NSAIDs, tolmetin is generally well tolerated, but side effects can include headache, dizziness, somnolence,
dyspepsia, abdominal discomfort, diarrhea, peripheral edema and hypersensitivity reactions. Rare but serious
adverse events from NSAIDs include gastrointestinal ulceration and bleeding, increased risk for cardiovascular
disease, renal dysfunction and hypersensitivity reactions including anaphylaxis, exfoliative dermatitis and
Stevens Johnson syndrome.

Hepatotoxicity

Up to 5% of patients taking tolmetin chronically experience at least transient serum aminotransferase elevations.
These may resolve even with drug continuation. Marked aminotransferase elevations (>3 fold elevated) occur in
<1% of patients. There have been no convincing cases of tolmetin induced liver injury published in the literature
and tolmetin is not mentioned as an etiologic agent in large case series on drug induced liver injury or acute liver
failure. Reports of liver injury including hepatitis and acute liver failure attributed to tolmetin have been received
by the Food and Drug Administration. Thus, liver injury from tolmetin may occur, but is rare. The latency,
clinical features and outcome of tolmetin induced liver injury have not been described.

Likelihood score: D (possible, rare cause of clinically apparent liver injury).
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Mechanism of Injury

Tolmetin has a short half-life and is extensively metabolized by the liver. The mechanism of tolmetin
hepatotoxicity is not known.

Outcome and Management

The asymptomatic elevations in serum aminotransferase levels are usually self-limited and resolve even with
continuing tolmetin. Convincing instances of fatal and chronic cases have not been described in the literature,
but tolmetin like most drugs in the acetic acid class of NSAIDs (diclofenac, indomethacin) should be considered
capable of causing clinically apparent acute liver injury.

Drug Class: Nonsteroidal Antiinflammatory Drugs

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Tolmetin - Generic, Tolectin®

DRUG CLASS

Nonsteroidal Antiinflammatory Drugs

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG CAS REGISTRY NUMBER MOLECULAR FORMULA STRUCTURE
Tolmetin 26171-23-3 C15-H15-N-03
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