
ABC of Sleep Disorders

WITHDRAWAL FROM HYPNOTIC DRUGS

Peter Tyrer

As well as the traditional sedative/hypnotic group of drugs that relieve
anxiety by day and promote sleep at night there are several other groups of
drugs that are used to treat insomnia-particularly antidepressant,
antipsychotic, and antihistamine drugs. As they differ substantially in their
pharmacological and clinical effects on withdrawal I will consider them
separately.

The seven sleepers of Ephesus
were Christian soldiers who
were emtombed in a cave while
escaping religious persecution
during the third century. They
slept until the reign of Theodosius 11
(408-50) who, on hearing of their
miraculous experience, was
converted to Christianity.

Sedative/hypnotic drugs
The main drugs in this group are

benzodiazepines, but chloral derivatives (for
example, chloral hydrate, triclofos, and

fi dichloralphenazone), chlormezanone, and*~~IIctii~~j~~.~~ ., ~~ ~ ~ chlorethiazole are also used. Barbiturates and
excessaeimilar drugs (for example, glutethimide,

.~~~ :~~~~ methyprylone, and meprobamate) now have no
place in the treatment of insomnia (see article on

- s p_ sedychotropic drugs). Alcohol may also be
'M includedin this group. All these drugs act by

~~ ~~failtaing transmission of th1e inhibIitory
nertansmitter, -aiobutyric acid (GABA)

in the central nervous system. When problems
~~ ~ ris dring withdrawal they can be regarded

Q, inly ~~~~~~~~~~~~~assymptoms ofGABA deficiency. Many
-,fN

..*.. 9
f hypnotic drugs suppress the rapid eye movement

P,~~ ~ ~ ~~:4 (REM) phase of sleep and there is a compensatoryDQRhl9h.I~~~~~th*h ....~~~~~ excess after withdrawal. This adds to the sleep
-i .. . ...~ disturbance.

Nature and incidence ofwithdrawal problems
. ~ The main problem after withdrawal from

843 ~~~~ ~ ~ ~ ~ ~ ~~~~~~~~eaie/hypnotic drugs is a temporary increase
m the severity of insomnia within seven days of~ ~ ~ ~ .~~~~~~StoppMing treatment. This normally lasts for one to
three weeks (but can last up to two months)
before it returns to prewithdrawal levels, and it is
commonly termed "rebound insomnia." This is

an appropriate term if the insomnia is not as pronounced as it was before the
treatment started, but is better described as "recoil" or "overshoot"
insomnia if it is severe and leads to fewer hours of sleep than before the drug
was taken.
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Rebound and recoil insomnia.

In addition to further insomnia, patients also experience other symptoms
during the day including anxiety and its bodily manifestations (tremor,
palpitations, dizziness, muscular tension, and pains); and perceptual
distortions ofnoise (hyperacusis and tinnitus), touch (hyperaesthesiae,
itching, and tingling sensations), and movement. Epileptic seizures,
psychotic phenomena, and confusion may occur within seven days of
withdrawal, but are rare.

Differences between drugs
The time and severity ofrebound insomnia depend largely on the rate of

metabolism and excretion ofthe drug. The elimination half life (the time
taken for 50% ofthe drug to be inactivated) is a useful index ofthese

Benzodiazepines grouped according to their elimination
half lives

Triazolam*
Loprazolam*

Lormetazepam*
Temezepam*
Zopiclone

Intermediate
half life
(12-20 h)

Long half life
(>20 h)

Lorazepam Nitrazepam*
Oxazepam Flurazepam*

Diazepam**
Chlordiazepoxide*

*Drugs used primarily as hypnotics
**Drugs with short half lives that have active metabolites with long half lives
and which are therefore long-acting when given over a long period

Chloral hydrate derivatives cause fewer
problems, but are less effective, than
other drugs

differences. In general, the withdrawal
symptoms after a drug with a short half life has
been stopped occur sooner, are more severe, but
last for a shorter time than the equivalent
symptoms with drugs that have longer half lives.
It is claimed that newer hypnotic drugs such as
the cyclopyrrolones (for example, zopiclone) do
not have associated rebound insomnia. Those
that are available have intermediate half lives.
One strategy for withdrawing a patient from long
term hypnotic use is to switch to an alternative
class ofhypnotic drug-for example, from a
benzodiazepine to a cyclopyrrolone. A four week
course of the new drug should be given and then
hypnotic treatment (in a patient primed to expect
it) stopped.

Other sedative/hypnotic drugs
Other drugs in this group are similar to benzodiazepines with regard to

withdrawal symptoms except that factors other than half life are more
important in withdrawal. Barbiturates, alcohol, methyprylone, and
glutethimide are associated with more tolerance and escalation of dose as
well as with withdrawal reactions; chlormethiazole has many similarities
to the benzodiazepines; and chloral hydrate derivatives give fewer
problems after withdrawal than others in this group, but are less efficacious.

Antidepressant and antihistamine drugs

Antidepressants can cause rebound
panic on occasions if they are
withdrawn abruptly

Antidepressant drugs are often prescribed for patients who cannot sleep,
not least because it is common for depressed patients to have insomnia.
These drugs help insomnia in two ways-by their immediate sedative
actions (most pronounced with the tricyclic antidepressants such as

amitriptyline, trimipramine, and dothiepin), and by relieving both anxiety
and depression after regular doses for several weeks. Antihistamines are
also sedative (and indeed the sedative effects of antidepressant drugs are

partly a result of their antihistaminic effects). Ifwithdrawal of
antidepressants is abrupt (particularly ifthe patient has been taking a large
dose) symptoms of severe anxiety, including panic, are possible. These can

usually be avoided by gradual reduction ofthe dose over four weeks.

Antipsychotic drugs
Though in high doses antipsychotic drugs are used primarily for the

treatment of schizophrenia and affective psychoses, they have sedative
actions in low doses (for example, chlorpromazine 50 mg/day). Drugs with
greater anticholinergic action (for example, thioridazine) are more sedative
than those which act mainly on dopamine receptors (for example,
flupenthixol). The main advantage ofthe anticholinergic type ofdrugs is
that they are not prone to cause dependence and so withdrawal seldom
causes any problems. Long term treatment is not advisable because ofthe
risk (albeit low at these doses) oftardive dyskinesia.
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Very short half life Short half life
(up to4h) (4-12h)

Antipsychotic drugs rarely cause
dependence and may be chosen as
hypnotics in patients pronetodependence
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Preventing and reducing withdrawal symptoms

Differences in timing and intensity of withdrawal
symptoms-with benzodiazepines.

New symptoms can arise during
withdrawal

Withdrawal programmes

Iypes I WInlaUawai purogrammeI in1 pJaTLIesL:
dependent on hypnotic benzodiazepines

"Postwithdrawal" syndrome

Often the first evidence of dependence on hypnotic drugs is noticed
during withdrawal. As dependence, once established, is difficult to treat, it
is better to anticipate problems of withdrawal wherever possible. By
assessing the various factors that contribute to dependence, both the
duration of drug treatment and the mode of withdrawal can be selected to
minimise symptoms.
Most of the factors that contribute to dependence have already been

discussed. In general, the greater the amount of drug taken and the more
rapidly it is withdrawn the greater the risk of dependence.
The influence of personality is also important. Patients with dependent

personalities rely to a large extent on external forms of support including
people and drugs, and when this support is withdrawn they have great
difficulty in adjustment. Such patients often rely a great deal on their
medical attendants (particularly their general practitioners) for such
support and are sometimes described as "fat folder" patients because of the
impressive width of their medical records. It is sometimes (accurately) said
that the single most important factor in withdrawing a patient from
dependency on hypnotic drugs is the relationship between the patient and
the doctor.
Though rebound phenomena are neurophysiologically universal, certain

patients are more prone to develop greater dependence on hypnotic drugs.
Only about 30% to 40% of patients experience clinical problems in the form
of withdrawal symptoms. New symptoms can also arise after a drug has
been stopped, which are unrelated to its pharmacological actions
("pseudowithdrawal" symptoms). This is an example of the nocebo effect
(nocebo=I will harm), the converse of the placebo effect. As public
awareness of problems of withdrawal after taking tranquillising and
hypnotic drugs increases, the nocebo effect assumes greater importance and
complicates the interpretation of withdrawal symptoms.

The simplest form of withdrawal programme is gradual withdrawal over
a period varying from two weeks to many months. This permits adaptive
changes to take place in the central nervous system that reduce the
perturbation of withdrawal. The reduction can be supervised by the
clinician or in some cases left primarily to the patient (though monitored
medically through review of prescriptions). If reduction is planned over a
long period (for example, six to 12 months) it is preferable for the patient to
take the main role in planning the programme unless there is additional help
from other therapists, including psychologists, community nurses,
psychiatrists, and self help organisations. Formal withdrawal programmes
can include yoga, meditation, hypnotherapy, and cognitive therapy; these
non-pharmacological treatments of insomnia can help to counteract the
severity of withdrawal symptoms as well as promoting sleep in their own
right.

Although rebound and recoil insomnia last for a period of only one to
three weeks, problems often continue after this time. These cannot be
described easily in the language of pharmacological dependence, because
they can last for up to nine months after withdrawal. There is evidence that
this "postwithdrawal" syndrome is the result of a delay in
neurophysiological adjustment after withdrawal of a drug, during which
there is reappraisal of the perception of threat. In other words, the patient
has to relearn how to cope with stress and is unsettled while this is taking
place.

If insomnia persists after this period both clinician and patient are faced
with a difficult decision. If drug treatment is reinstituted it is likely to be
long term or permanent. While this option is not attractive it may be the
only realistic one in some cases, and can be chosen when the benefits
achieved are greater than the consequences of dependence.

The illustration of the seven sleepers ofEphesus is from Greek Ministry of Culture. From
Byzantium to El Greco: Greekfrescoes and icons. Athens: Byzantium Museum ofAthens, 1987.

Peter Tyrer is professor ofcommunity psychiatry, St Mary's Hospital Medical School,
London.
The ABC of Sleep Disorders has been edited by Professor ColinM Shapiro.
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Main features of postwithdrawal
syndrome
* Persistence of insomnia more than eight
weeks after complete withdrawal

* Greater vulnerability to stress
* Anxiety and irritability during the day
* Temporary resolution with benzodiazepines
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