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OVERVIEW

Introduction

Cyclobenzaprine is a centrally acting muscle relaxant closely related to the tricyclic antidepressants. Despite its
similarity to tricyclic antidepressants, there is little evidence that cyclobenzaprine causes liver injury.

Background

Cyclobenzaprine (sye" kloe ben' za preen) is a tricyclic antidepressant derivative that relaxes skeletal muscle by
an unknown mechanism of action. Cyclobenzaprine is also a central nervous system depressant, and its efficacy
may be related to its sedative effects. Cyclobenzaprine is used for the treatment of painful muscle spasms from
acute muscle conditions. The recommended dosage in adults is 5 to 10 mg three times daily for 3 to 4 weeks.
Cyclobenzaprine is available in tablets of 5 and 10 mg in multiple generic forms and under the trade names of
Flexeril, Flexamid and Amrix. Extended release capsules of 15 and 30 mg are also available. Cyclobenzaprine
was approved for use in the United States in 1977 and it remains widely used with more than 10 million
prescriptions filled yearly. It is usually administered for limited periods of time. Common side eftects include
sleepiness, dry mouth, dizziness and headache.

Hepatotoxicity

The product insert for cyclobenzaprine mentions that abnormal liver function, hepatitis, jaundice, and
cholestasis occur in <1% of patients. Details about these cases are not available and no convincing case reports of
cyclobenzaprine hepatotoxicity have been published.

Likelihood score: E* (Unproven but suspected cause of clinically apparent liver injury).

Mechanism of Injury

Because cyclobenzaprine is a tricyclic antidepressant derivative, it is unclear why it is not associated with
hepatotoxicity similar to that attributed to the tricyclic antidepressants. Cyclobenzaprine is metabolized by the
liver and has an enterohepatic circulation and half-life of several days.

Outcome and Management

The minor ALT elevations associated with chronic cyclobenzaprine use are usually asymptomatic and transient.
Any elevation of greater than 10 times the upper limit of normal or persistence of abnormalities greater than 5
times the upper limit of normal should lead to discontinuation. Rechallenge is not recommended unless the
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agent is felt to be highly needed. There is no reason to suspect cross sensitivity to hepatic injury among the
various muscle relaxant drugs.

Drug Class: Muscle Relaxants
PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Cyclobenzaprine — Generic, Flexeril®

DRUG CLASS

Autonomic Agents: Muscle Relaxants, Central

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG CAS REGISTRY NO MOLECULAR FORMULA STRUCTURE
Cyclobenzaprine 303-53-7 C20-H21-N
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