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Pharmacology of benzodiazepines
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Adult oral Comparative OnSeraH I Elimination
Drug dose potency e d?)s:r e Metabolism half-life
(mg)* (mg)* (hours)®
I Used prir_narily to treat anxiety disurder_s ) . ) B .

Alprazolam 0.5-4 0.5 Intermediate Hepatic by CYP3A4 oxidation. One metabolite possesses partial activity. 12-15
Alprazolam extended 0.5-6 once
releases daily
Clonazepam 0.5-4 0.25-0.5 Intermediate Hepatic by CYP3A4 oxidation. No active metabolite. 18-50
Lorazepam 0.5-6 1 Intermediate Hepatic by glucuronidation (rapid). No active metabolite. 10-14

0.5-4

(hypnotic)
Oxazepam 30-120 15-30 Intermediate Hepatic by glucuronidation (rapid). No active metabolite. 5-15

15-30

(hypnotic)
Chlordiazepoxide 5-100 10 Intermediate Hepatic by CYP3A4 oxidation to active metabolites. 30-100
Diazepam 4-40 5 Rapid Hepatic by CYP2C19 and 3A4 oxidation. Multiple active metabolites. 50-100
Clorazepate 7.5-60 7.5 Rapid Hepatic by CYP3A4 oxidation to active metabolite. Requires acidity for 36-200

activation of parent compound.
Prazepamg 10-60 15 Slow Hepatic by CYP3A4 oxidation. Multiple active metabolites. Extensive first-pass | 30-200
metabolism.
Used primarily to treat insomnia¥

Triazolam 0.125-0.25 0.1 Rapid Hepatic by rapid CYP3A4 hydroxylation. No active metabolite. 2-5
Estazolam 1-2 0.3 Intermediate Hepatic by CYP3A4 oxidation. No active metabolite. 10-24
Temazepam 15-30 5 Intermediate Hepatic by UGT2B7, 2C19, 3A4 glucuronidation. No active metabolite. 10-40
Flurazepam 15-30 5 Intermediate Hepatic by CYP3A4 oxidation to active metabolites. 40-114
Quazepam i5 ] Intermediate Hepatic by CYP3A4 (major) and 2C19 (minor) oxidation to active metabolites. | 28-114

Data on drug metabolism and activity of metabolite(s) are for assessment of potential for drug interactions and risk of accumulation. Risk of accumulation is greater, and

dose reduction necessary, for older or debilitated adults and for patients with renal or hepatic insufficiency.

= Range of usual effective total daily dose for adults. Dosages usually given in divided doses two to four times daily for anxiety or panic.

« Important: data shown are for comparing potencies and are NOT recommendations for initation of therapy or for conversion between agents.
4 Half-life of parent drug and active metabolite(s), if any.

+ Give once daily in am; do not crush, break, or chew. Duration of effect longer than predicted by half-life due to extended release.

g Not available in US or Canada.

¥ Range of usual effective hypnotic dose for adults, given once daily at bedtime.

@ benzodiazepines and nonbenzodiazepines -
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