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OVERVIEW

Introduction

Chloral hydrate is a mild hypnotic that is used to treat simple insomnia. Despite many years of use, chloral
hydrate has not been implicated in causing serum enzyme elevations or clinically apparent liver injury.

Background

Chloral hydrate is a hypnotic agent that was developed in the 19th century and was commonly used as a sleeping
aid into the 1970s, when it was replaced by the benzodiazepines. Chloral hydrate is a simple chlorinated
molecule that is converted in the liver (by alcohol dehydrogenase) to trichloroethanol, which is the active moiety.
Chloral hydrate has been used to treat simple insomnia and formerly was prescribed for a large proportion of
hospitalized patients on a "as needed" basis. Tolerance to the hypnotic activity of chloral hydrate develops
rapidly, and it is recommended for short term use only. Residual somnolence is not infrequent, and prolonged
use can lead to physical dependence and withdrawal agitation and insomnia. Furthermore, overdose of chloral
hydrate can cause respiratory depression and death. Because of the availability of safer and more effective
medications for insomnia, chloral hydrate is now rarely used. Current indications are for short term
management of simple insomnia. An off-label use has been sedation in children undergoing diagnostic, dental
or anxiety provoking procedures. Chloral hydrate is available generically in 500 mg capsules. The recommended
dose is 500 to 1,000 mg taken orally 15 to 30 minutes before going to bed. Chloral hydrate is classified as a
schedule IV controlled substance (low potential for abuse and for limited physical or psychological dependence)

and is now rarely used. Side effects include daytime somnolence, fatigue, dizziness, confusion, ataxia and
headache.

Hepatotoxicity

Chloral hydrate has been in clinical use for many decades and has not been linked to serum enzyme elevations
during therapy or instances of clinically apparent liver injury. While prospective studies of the eftects of chloral
hydrate on liver tests have not been done, the absence of reported instances of liver injury attributable to chloral
hydrate suggests that it has little or no hepatic toxicity. Chloral hydrate has been linked to hypersensitivity
reactions such as rash, fever and eosinophilia. Chloral hydrate also has major drug-drug interactions with oral
anticoagulants, antidepressants and alcohol. In patients with cirrhosis and hepatic decompensation, chloral
hydrate can trigger or worsen hepatic encephalopathy.

Likelihood score: E (unlikely cause of clinically apparent liver injury).

Drug Class: Sedatives and Hypnotics, Miscellaneous
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PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Chloral Hydrate — Generic

DRUG CLASS

Sedatives and Hypnotics

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG CAS REGISTRY NUMBER MOLECULAR FORMULA STRUCTURE

Chloral Hydrate 302-17-0 C2-H3-CI3-02 o
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