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Drug Monograph

	Drug/Drug Class:
	Flexeril( (cyclobenzaprine) / Skeletal Muscle Relaxant
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Executive Summary 

	Purpose:
	The purpose of this monograph is to provide a review of new dosing strength to determine whether the reviewed drug should be made available on an open access basis, apply clinical edit or require prior authorization for use. 

	
	

	
	

	Dosage Forms & Manufacturer:
	5mg and 10mg tablets

Merck & Co. Inc., West Point, PA 19486

	
	

	
	

	Summary of Findings:
	Flexeril( 5mg relieves muscle spasm pain with a lower incidence of side effects (primarily drowsiness and dry mouth) than the 10mg tablet. Generic cyclobenzaprine 10mg is available with a Missouri MAC in place.  Most likely a generic 5mg cyclobenzaprine will be available in the near future. Since Flexeril( 5mg is indicated as an adjunct therapy to rest and physical therapy the increase incidence of drowsiness with the 10mg tablet of cyclobenzaprine helps reinforce the rest aspect of the treatment.
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Purpose

The purpose of this monograph is to provide a review of new dosing strength to determine whether the reviewed drug should be made available on an open access basis, apply clinical edit or require prior authorization for use.  While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guiding appropriate medication usage. This review will assist in the achievement of qualitative and economic goals related to health care resource utilization. Restricting the use of certain medications can reduce costs by requiring documentation of appropriate indications for use, and where appropriate, encourage the use of less expensive agents within a drug class.

Introduction 1,2
Approximately 15 percent to 20 percent of the U.S. population suffers from low back pain in any given year, and according to the federal Agency for Health Care Policy and Research about two-thirds have low back pain at some point in their lives.  In fact, low back pain is the most frequent cause of disability in people under age 45.  Until now, cyclobenzaprine has been available only in 10mg tablets.  The U.S. Food and Drug Administration has recently approved Flexeril( 5mg tablets, a new lower-dose and less-sedating version of Flexeril(.

Dosage Form(s)  3
5mg and 10mg tablets

Manufacturer 3
Merck & Co., Inc., West Point, PA 19486

Distributed and Marketed by McNeil Consumer & Specialty Pharmaceuticals, Fort Washington, PA 19034

Indication(s) 1,3
Flexeril( is indicated as an adjunct to rest and physical therapy for relief of muscle spasm associated with acute, painful musculoskeletal conditions.  Flexeril( should be used only for short periods (up to two or three 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.

Clinical Efficacy 1-10  (mechanism of action/pharmacology, comparative efficacy)
Cyclobenzaprine relieves skeletal muscle spasm of local origin without interfering with muscle function.  It is ineffective in muscle spasm due to central nervous system disease.  Animal studies show that cyclobenzaprine acts primarily within the central nervous system at brain stem as opposed to spinal cord levels, although it action on the latter may contribute to its overall skeletal muscle relaxant activity.  Evidence suggests that the net effect of cyclobenzaprine is a reduction of tonic somatic motor activity, influencing both gamma and alpha motor systems.  Cyclobenzaprine is highly bound to plasma proteins.  It is extensively metabolized.  Cytochromes P-450 3A4, 1A2, and to a lesser extent, 2D6, mediate N-demethylation, one of the oxidative pathways for cyclobenzaprine.  It has an effective half-life of 18 hours.

The efficacy of Flexeril( 5mg was demonstrated in two seven-day, double-blind controlled clinical trials enrolling 1405 patients.  One study compared Flexeril(l 5mg and 10mg t.i.d. to placebo; and a second study compared Flexeril( 5mg and 2.5mg to placebo.  Comparisons of Flexeril( 5mg and placebo groups in both trials established the statistically significant superiority of the 5mg dose for all three primary endpoints at day 8 and, in the study comparing 5mg and 10mg, at day 3 or 4 as well. There does not appear to be any conclusive evidence that any of the skeletal muscle relaxants are superior to the others.
Adverse Effects 1
	
	Flexeril( 5mg
	Flexeril( 10mg
	Placebo

	
	N=464
	N=249
	N=469

	Drowsiness
	29%
	38%
	10%

	Dry Mouth
	21%
	32%
	7%

	Fatigue
	6%
	6%
	3%

	Headache
	5%
	5%
	8%


Adverse reactions which were reported in 1% to 3% of the patients were: abdominal pain, acid regurgitation, constipation, diarrhea, dizziness, nausea, irritability, mental acuity decreased, nervousness, upper respiratory infection, and pharyngitis.

Drug Interactions 1,3
MAOIs

Tramadol

Dosage and Administration 1
5mg three times a day.  Based on individual patient response, the dose may be increased to 10mg three times a day.  Use of Flexeril( for periods longer than two or three weeks is not recommended.  Less frequent dosing should be considered for hepatically impaired or elderly patients.

Cost Comparison 11,12 (at commonly used dosages)

Daily cost of Flexeril( 5mg t.i.d. is $3.72 based on AWP.

Daily cost of Flexeril( 10mg t.i.d. is $4.14 based on AWP.

Daily cost of Cyclobenzaprine 10mg t.i.d. (generic) is $0.62 based on Missouri MAC.

Conclusion

Flexeril( 5mg relieves muscle spasm pain with a lower incidence of side effects (primarily drowsiness and dry mouth) than the 10mg tablet.  In clinical practice it has been found that a patient who does not experience sedation in the early stages of treatment, will most likely not experience drowsiness later in the course of treatment.  Cyclobenzaprine 5mg is not available generically whereas the 10mg is available generically.  
Recommendation(s)

It is recommended that brand name Flexeril( 5mg remain on prior authorization status.  Generic cyclobenzaprine 10mg is available with a Missouri MAC in place.  Most likely a generic 5mg cyclobenzaprine will be available in the near future. Since Flexeril( 5mg is indicated as an adjunct therapy to rest and physical therapy the increase incidence of drowsiness with the 10mg tablet of cyclobenzaprine helps reinforce the rest aspect of the treatment.  
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