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Name:

Ambien( (Sanofi-Synthelabo)

Uses:
· Appropriate Indications

All of the following criteria must be met:

· Nonpharmacologic interventions including sleep hygiene education and relaxation therapies have failed.

· Treatment of an underlying psychiatric or medical condition has been ineffective at improving insomnia.

· Insomnia is causing impairment of the patient’s next day functioning.

In addition, one of the following criteria must be met:

· Intolerance or contraindication to each class of formulary alternatives (i.e., sedating antidepressant, sedating antihistamine and benzodiazepine).

· Failed each class of formulary alternatives (i.e., sedating antidepressant, sedating antihistamine and benzodiazepine).

· Inappropriate Indications

· First-line agent for insomnia.

· Treatment of insomnia associated with a psychiatric condition (i.e., depression, anxiety) not currently being treated with standard therapy (i.e., antidepressant, anxiolytic).

· Patients with a history of substance abuse.  Non-benzodiazepines have a similar risk of addiction as benzodiazepines.

· Inadequate trial of each class of formulary alternatives (i.e., sedating antidepressant, sedating antihistamine, and benzodiazepine) if not contraindicated.

Formulary Restrictions:

· Non-formulary medication.

· Restricted to usage criteria as outlined above.

Drug Therapy Selection:

· Efficacy

· The efficacy of zolpidem is similar to that of benzodiazepines for the treatment of insomnia.  Although non-benzodiazepines and benzodiazepines exert their effect through modulation of the gamma-aminobutyric acid (GABA)-receptor complex, non-benzodiazepines may be less likely to disturb sleep architecture or cause cognitive and psychomotor side effects.  

· Safety

· Zolpidem is well tolerated at recommended doses.  Adverse effects tend to be dose related, particularly in geriatric patients and at doses exceeding those recommended.

· Common side effects with zolpidem include drowsiness (42%), hangover (23%), and dizziness or nausea (18%).  

· Doses greater than 20mg have been associated with dizziness, gastrointestinal distress, impaired vision, and impaired motor skills.

· Dose-dependent rebound insomnia has occurred with zolpidem upon discontinuation.  

· Abrupt discontinuance or rapid reduction in dosage of zolpidem should be avoided in patients who have received prolonged therapy (more than 1 to 2 weeks).  Withdrawal symptoms are similar to those associated with other sedative and hypnotic drugs.

· Contraindications

· Hypersensitivity to zolpidem 

· Precautions

· Elderly or debilitated patients

· Respiratory impairment (small studies suggest this may be less of a precaution than benzodiazepines, but additional studies are necessary).

· Hepatic or renal impairment

· Depressed patients

· If insomnia does not resolve after 7 to 10 days, an evaluation of other causes of sleep disturbances should be performed.

· No anxiolytic properties, so overuse is possible when used in anxious patients for sleep induction.

Cost:

	Name
	Strength
	Dosing
	Cost/Month$

	Zolpidem (Ambien()
	5mg

10mg
	5mg qhs

10 – 20mg qhs
	36.73

45.19 – 90.38

	Sedating Antidepressants

	Trazodone
	50mg

100mg
	50mg qhs

100 – 200mg qhs
	0.59

1.08 – 2.17

	Doxepin
	10mg

25mg
	10mg qhs

25mg qhs
	0.57

0.62

	Sedating Antihistamines

	Diphenhydramine
	25mg

50mg
	25mg qhs

50mg qhs
	0.25

0.38

	Hydroxyzine
	10mg

25mg

50mg
	10mg qhs

25mg qhs

50mg qhs
	0.29

11.78

14.67

	Benzodiazepines

	Temazepam
	15mg

30mg
	15mg qhs

30mg qhs
	0.71

0.91

	Lorazepam
	0.5mg

1mg

2mg
	0.5mg qhs

1mg qhs

2mg qhs
	1.36

1.58

3.09


Dosing:

· Initial
· The usual adult dosage of zolpidem is 10mg taken immediately before retiring due to the rapid onset of action.

· Zolpidem should also be taken on an empty stomach.

· Dosage Adjustment
· In geriatric and/or debilitated patients, an initial zolpidem dosage of 5mg should be used.
· Reduced doses may be necessary in patients receiving concomitant CNS depressants.
· Dosage adjustment in patients with hepatic impairment is recommended.  An initial dose of 5mg should be used in patients with liver disease.
· Maximum
· Doses should not exceed 20mg/d.
Drug Interactions:

· CNS depressants can produce an additive CNS depressant effect.
· Zolpidem is a cytochrome P4503A4 substrate.  
· Inducers of 3A4 may decrease the serum concentrations of zolpidem, thereby decreasing their sedative-hypnotic efficacy.  Some inducers of this pathway include carbamazepine, phenobarbital, and phenytoin.  
· Inhibitors of 3A4 may increase the serum concentrations of zolpidem, thereby increasing their side effects.  Some inhibitors of this pathway include cimetidine, cyclosporin, diltiazem, erythromycin, antifungals (fluconazole, itraconazole, ketoconazole), metronidazole, and protease inhibitors (ritonavir, saquinavir, nelfinavir, indinavir).

Outcomes Measures:

· Therapeutic

· Patients should be monitored for improvement in the quality of sleep and next day functioning.

· Clinical improvement in other symptoms related to insomnia.

· Safety/Adverse Effects

· Short-term therapy:  headaches, drowsiness, dizziness.
· Long-term therapy:  headaches, drowsiness, lethargy, drugged feeling, lightheadedness, depression, amnesia, anxiety, nervousness, sleep disorder, abnormal dream, dry mouth, back pain.

· Toxicity:  Excessive sedation, drug hangover (daytime sedation), anterograde amnesia, tolerance and dependence, and withdrawal symptoms upon discontinuation.

