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Temazepam tablet shortage
	Introduction

Temazepam 10mg and 20mg tablets appear to be in short supply and the price has increased substantially. February’s Drug Tariff (updated Feb 13th) gives the price as £24 for 28 x 10mg and £25 for 20mg x 28 (http://www.nhsbsa.nhs.uk/3880.aspx).
This document provides background and information about using zopiclone as an alternative hypnotic, though patients should perhaps be offered the opportunity to discontinue hypnotic use in preference to simply switching to an alternative hypnotic (see section later in this document).
Background

Despite various initiatives and NICE guidance on hypnotics in 2004 a substantial number of patients continue to take hypnotics long term in Primary Care. Some of these have been initiated in Psychiatry but many appear to have been initiated by their GP; one survey of 1600 patients taking hypnotics found that over 85% had been started by the GP.1
Is zopiclone a suitable alternative?
Zopiclone was the first of the so-called Z-drugs to be introduced and is now available as a generic product. Chemically it is a cyclopyrrolone rather than a benzodiazepine, though it has a closely related mechanism of action. Benzodiazepines such as temazepam act to enhance the effect of gamma amino butyric acid (GABA) in the brain, producing sedation and an anxiolytic effect. Zopiclone has a similar action, though not identical, by acting on GABA-A receptors, but does not act on the same domain(s) of the binding sites as the benzodiazepines. This is illustrated by the finding that in mice for example, the effects on GABA decline with continued use of benzodiazepines over several weeks, but with zopiclone there is no decline in effect over the same period.2
Zopiclone does appear to substitute for benzodiazepines and seems to reduce the appearance of so-called ‘rebound’ and withdrawal effects that are often experienced in patients who try to reduce or discontinue their use of benzodiazepine hypnotics.

Clinical studies
Three studies investigated the effect of switching patients from benzodiazepine hypnotics to zopiclone, in studies intended to help discontinue hypnotic use altogether.

The first of these was a Belgian study that recruited 653 patients (average age 60) and used a cross- tapering method to reduce benzodiazepine use.3  They gave patients half their normal benzodiazepine dose together with 7.5mg zopiclone for 10 days, followed by 18 days of zopiclone 7.5mg alone at night, after which the zopiclone was discontinued. A total of 566 patients completed the study and at the end, 21% had ceased hypnotic use.
The second study4 recruited 134 patients (average age 50), who were allocated to one of three methods of converting to zopiclone: either the drugs were cross tapered as in the study above using a dose of 7.5mg zopiclone, or there was immediate substitution of one drug for another; or alternatively patients were told to leave a gap of 3 days between stopping their regular benzodiazepine and starting zopiclone. The second method was found to be most successful, with improved sleep and increased alertness while taking zopiclone. The zopiclone was then withdrawn within one-two months. A year later over 80% of patients had remained off hypnotics.
The third and largest study5 involved 1004 patients with an average age of 44 years and had a design similar to the second study – patients were randomised to one of three methods: either benzodiazepine therapy was taken at half the normal dose for 14 days together with 7.5mg zopiclone, followed by 20 
days of zopiclone 7.5 -15mg. (Note: 15mg is an unlicensed dose). After that the dose of zopiclone was halved and then withdrawn at day 56. The next group had their benzodiazepine abruptly substituted 
with zopiclone 7.5 to 15mg, then reduced and withdrawn after 56 days. The last group of patients remained on their original benzodiazepine, which was halved in dose on Day 36 of the study then withdrawn on day 56. Like the second study described above, the group who had abrupt substitution of zopiclone had the best outcomes, and at the end of the study over 80% of those patients in the two groups who had been transferred to zopiclone had successfully withdrawn from hypnotic use. Those who had not been transferred to zopiclone had a lower chance of withdrawing (70%).
Zopiclone therefore does appear to substitute adequately for benzodiazepine hypnotics and may help to mask or reduce the effects of benzodiazepine withdrawal such as rebound insomnia that might otherwise be seen.

Dose equivalence 

There is little information on directly equivalent doses of hypnotics. One early review6 suggests that zopiclone 7.5mg is at least as effective as 20mg temazepam, but direct evidence that 3.75mg is equivalent to 10mg temazepam is lacking. Zopiclone is cleared more slowly in elderly patients, the SPC for zopiclone does say that patients over 65 should initially receive 3.75mg.
Suggested doses based on limited evidence
Temazepam 10mg at night : zopiclone 3.75mg, especially elderly
Temazepam 20mg at night: zopiclone 7.5mg

Temazepam doses over 20mg: halve dose for several nights then substitute 7.5mg zopiclone, or cross taper doses.
Should patients be asked to discontinue hypnotic treatment?

The current shortage presents an opportunity to review treatment in patients taking hypnotics long term. These drugs are not licensed for use for more than a few weeks (generally a month) and it is doubtful if patients achieve much benefit from long term use as the hypnotic effect declines with continued use. 
A recent meta-analysis in the British Journal of General Practice7 found that a brief intervention in the form of either a letter or a single consultation by a GP, for long-term users of benzodiazepine is an effective strategy to encourage patients to decrease or stop their medication and 16-30% did so as a result. In these studies, there was also an improvement in general health status of those who stopped hypnotic treatment. It also found that if letters requesting patients to stop were issued, the ‘number needed to post’ was about 12 for one additional person to cease benzodiazepine use. The authors concluded that this strategy would be clinically and economically worthwhile.
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