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Name:

Diazepam (Athena Neurosciences, Inc.)

Uses:
· Appropriate Indications

1. Control of acute seizure activity in patients whom immediate vascular access is difficult to attain

· Inappropriate Indications 

1. Maintenance, treatment or prophylaxis of chronic seizure disorders

2. Patients with easy vascular access 

3. Patients with continuous vascular access (i.e. heparin lock)

4. Medical conditions where oral therapy is equally effective.  Including but not limited to   the following:

a) anxiety

b) acute alcohol withdrawal (except as outlined under appropriate indications)

c) muscle spasms

d) preoperative medication

e) conscious sedation

Formulary Restrictions:

· Restricted to usage criteria as outlined above.

Drug Therapy Selection:

· Efficacy

Clinical trials have evaluated diazepam rectal in pediatrics for acute status epilepticus6,7,8, dental anesthesia9,10, minor surgery anesthesia12,13, and prophylaxis of febrile seizures14,15.  In adults this formulation has also been studied in minor oral surgery sedation16 and seizure prophylaxis17.


Cereghino, et. al.18 performed a multicenter, randomized, placebo controlled, parallel, double blind study of single administration Diastat®, by a caregiver, in treating acute repetitive seizures (ARS).  During the study period 114 patients were treated for ARS (study N=56 and placebo N=58).  Post-treatment the study patients experienced fewer seizures than placebo (p=.029).  In addition, during the 12-hour observation period after treatment 55% of study patients were seizure free versus 34% in the placebo (p=0.031).  In the Diastat® group 46% of patients reported at least one adverse event and only 28% in placebo.  The most commonly reported adverse event was somnolence.

· Safety

The most common adverse effect in clinical trials was somnolence (23%). Other adverse events were vasodilation (2%), diarrhea (4%), ataxia (3%), dizziness (3%), euphoria (3%), incoordination (3%) and headache (5%).

Brown, et. al.19 evaluated 51 patients (primarily pediatric) with an accidental overdose.  Patients received 188 – 256% of the recommended dose and 78% developed no untoward effect.  The events experienced by the remainder of patients were not classified as serious or judged to be related to diazepam rectal.  No respiratory depression (defined as <12 respirations/min for children and/or <10 respirations/min for adults) was seen in any patient. 

· Contraindications

1. Hypersensitivity to diazepam

2. Acute narrow angle glaucoma

· Precautions

1. Renal/Hepatic Insufficiency

2. Compromised respiratory function

3. Elderly

4. Pregnancy category D

Cost:


Adult Strengths:


Diastat 10mg twin pack


$78.92


Diastat 15mg twin pack


$79.48


Diastat
20mg twin pack


$83.79

Dosing:

The recommended dose of diazepam for patients 12 years and older is 0.2mg/kg.  This calculated dose should be rounded up to the available unit dose strength (10, 15 and 20mg).  Dosing in elderly and debilitated patients should be adjusted downward to reduce the likelihood of ataxia or oversedation.  If a second dose is required it may be given 4 to 12 hours after the initial dose.  The manufacturer recommends diazepam rectal gel not be administered more than once every 5 days or 5 episodes per month.

Drug Interactions:
· The central nervous system depressant actions of diazepam can be potentiated with phenothiazines, narcotics, barbiturates, MAOIs, and valproate. 

· The elimination of diazepam can be reduced with co-administration of cimetidine, quinidine, tranylcypromine, ketoconazole, troleandomycin and clotrimazole.

· The elimination of diazepam can be increased with co-administration of rifampin, carbamazepine, phenytoin, dexamethasone, and phenobarbital.

· Diazepam can interfere with the metabolism of omeprazole, propranolol, imipramine, cyclosporine, paclitaxel, theophylline, and warfarin.

Outcome Measures:

· Therapeutic

1.  Seizure activity

· Safety/Adverse Effects

1. Central nervous system adverse effects in the elderly

2. Specific side effects as listed under “Safety” section
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