Cyclobenzaprine

(Flexeril, various)

Classification:
Muscle Relaxants

Description: Cyclobenzaprine is structurally similar to the tricyclic antidepressants. Cyclobenzaprine may be confused with Cyproheptadine, Flexeril® may be confused with Floxin®
Pharmacology: 

Cyclobenzaprine relieves skeletal muscle spasm of local origin without interfering with muscle function by acting at the brain stem as opposed to the spinal cord level. It is ineffective in muscle spasm due to central nervous system (CNS) disease. Evidence suggests that the net effect of cyclobenzaprine is a reduction of tonic somatic motor activity, influencing both gamma (γ) and alpha (α) motor systems. Pharmacological studies in animals showed a similarity between the effects of cyclobenzaprine and the structurally related tricyclic antidepressants, including reserpine antagonism, norepinephrine potentiation, potent peripheral and central anticholinergic effects, and sedation. 

Pharmacokinetics: 

Absorption:
mean oral bioavailability is 33-55%

Distribution:
subject to enterohepatic circulation; highly protein bound to plasma proteins

Metabolism:
extensively metabolized by the Cytochrome P-450 system (3A4, 1A2, and, to a lesser extent, 2D6)

Elimination:
primarily as glucuronides via the kidney

Indications:


Indicated as a short term (up to 2 or 3 weeks) adjunct to rest and physical therapy for relief of muscle spasm associated with acute, painful musculoskeletal conditions. 

Dosage: 5 mg three times daily for up to 2-3 weeks. The dose may be increased to 10 mg three times daily. Less frequent dosing should be considered for hepatically impaired or elderly patients.

Contraindications and Precautions: 

· Pregnancy Category B

· Use with caution in patients with hepatic impairment

· Concomitant use of monoamine oxidase (MAO) inhibitors or within 14 days after their discontinuation. [seizures, and deaths have occurred in patients receiving cyclobenzaprine (or structurally similar tricyclic antidepressants)]

· Do not use in patients in the acute recovery phase of myocardial infarction

· Do not use in patients with arrhythmias, heart block or conduction disturbances, or congestive heart failure

· Do not use in patients with hyperthyroidism

· Because of its atropine- like action, cyclobenzaprine should be used with caution in patients with a history of urinary retention, angle- closure glaucoma, increased intraocular pressure, and in patients taking anticholinergic medication

Interactions: 

· Substrate of CYP 1A2 (major), 2D6 (minor), 3A4 (minor). Increased levels/effects of Cyclobenzaprine may be seen with amiodarone, ciprofloxacin, Fluvoxamine, Ketoconazole, norfloxacin, ofloxacin and rofecoxib

· Cyclobenzaprine may enhance the effects of alcohol, barbiturates, and other CNS depressants

· Cyclobenzaprine may have life- threatening interactions with MAO inhibitors. Tricyclic antidepressants may enhance the seizure risk in patients taking tramadol.

Adverse Reactions: 

Most common: Drowsiness, Dry mouth, Fatigue, Headache. Adverse reactions reported in 1- 3%: abdominal pain, acid regurgitation, constipation, diarrhea, dizziness, nausea, irritability, mental acuity decreased, nervousness, upper respiratory infection, and pharyngitis.

Costs and Monitoring: 

Monitoring should include signs and symptoms of effectiveness

Average daily cost of therapy is $ 0.17

Product Identification: 

Tablet: 5 mg, 10 mg

Conclusions: 

The term “muscle relaxant” is a very broad category and includes a wide range of drugs with different mechanisms of action. Controversies surrounding the use of muscle relaxants have resulted in some resistance to their use. Despite the lack of good quality research, studies do suggest a potential role for muscle relaxants in clinical practice. When used for short periods of time, Cyclobenzaprine has been shown to provide some relief in acute, painful musculoskeletal conditions when used alone or in combination with analgesics.
Cyclobenzaprine should be used only for short periods (up to 2 or 3 weeks) because adequate evidence of effectiveness for more prolonged use is not available and because muscle spasm associated with acute, painful musculoskeletal conditions is generally of short duration and specific therapy for longer periods is seldom warranted. Cyclobenzaprine has not been found effective in the treatment of spasticity associated with cerebral or spinal cord disease, or in children with cerebral palsy.

Recommendation: Add to formulary
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