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The symbol † denotes a preparation no longer actively marketed The symbol ⊗ denotes a substance whose use may be restricted in certain sports (see p.vii)

Clonidine (BAN, USAN, rINN)

Clonidina; Clonidinum; Klonidiini; Klonidin; ST-155-BS. 2-(2,6-
Dichloroanilino)-2-imidazoline; 2,6-Dichloro-N-(imidazolidin-2-
ylidene)aniline.
Клонидин
C9H9Cl2N3 = 230.1.
CAS — 4205-90-7.
ATC — C02AC01; N02CX02; S01EA04.
ATC Vet — QC02AC01; QN02CX02; QS01EA04.

Pharmacopoeias. In US. 
USP 31 (Clonidine). A white to almost white, crystalline pow-
der. Freely soluble in alcohol and in methyl alcohol. Store in air-
tight containers.

Clonidine Hydrochloride (BANM, USAN, rINNM)

Clonidine, chlorhydrate de; Clonidini hydrochloridum; Hidro-
cloruro de clonidina; Klonidiinihydrokloridi; Klonidin-hidroklorid;
Klonidin-hydrochlorid; Klonidinhydroklorid; Klonidino hidrochlo-
ridas; Klonidyny chlorowodorek; ST-155.
Клонидина Гидрохлорид
C9H9Cl2N3,HCl = 266.6.
CAS — 4205-91-8.
ATC — C02AC01; N02CX02; S01EA04.
ATC Vet — QC02AC01; QN02CX02; QS01EA04.
Pharmacopoeias. In Chin., Eur. (see p.vii), Jpn, and US. 
Ph. Eur. 6.2 (Clonidine Hydrochloride). A white or almost white
crystalline powder. Soluble in water and in dehydrated alcohol.
A 5% solution in water has a pH of 4.0 to 5.0. 
USP 31 (Clonidine Hydrochloride). pH of a 5% solution in water
is between 3.5 and 5.5. Store in airtight containers at a tempera-
ture of 25°, excursions permitted between 15° and 30°.

Adverse Effects and Treatment
Drowsiness, dry mouth, dizziness, and headache are
common when starting therapy with clonidine. Consti-
pation is also common, and other adverse effects re-
ported include depression, anxiety, fatigue, nausea,
anorexia, parotid pain, sleep disturbances, vivid
dreams, impotence and loss of libido, urinary retention
or incontinence, orthostatic hypotension, and dry, itch-
ing, or burning sensations in the eye. Fluid retention
may occur and is usually transient, but may be respon-
sible for a reduction in the hypotensive effect during
continued treatment. Clonidine can cause rashes and
pruritus, and these are more common with transdermal
delivery systems. Bradycardia, including sinus brady-
cardia with AV block, other ECG disturbances, heart
failure, hallucinations, cramp, Raynaud’s syndrome,
gynaecomastia, and transient abnormalities in liver
function tests have been reported less often. Large dos-
es have been associated with initial increases in blood
pressure and transient hyperglycaemia, although these
do not persist during continued therapy. 
Symptoms of overdosage include transient hyperten-
sion or profound hypotension, bradycardia, sedation,
miosis, respiratory depression, convulsions, and coma.
Treatment consists of general supportive measures. An
alpha blocker may be given if necessary for hyperten-
sion, and atropine may be required for bradycardia and
associated hypotension. Cardiac pacing may be needed
rarely. 
Sudden withdrawal of clonidine may produce rebound
hypertension—see Precautions, below.
Effects on the gastrointestinal tract. Constipation is a rela-
tively common adverse effect of clonidine, US licensed product
information reporting an incidence of about 10%. Ileus or pseu-
do-obstruction of the bowel have been reported;1-3 withdrawal of
clonidine was associated with a return of bowel function to nor-
mal. Abdominal pain mimicking acute appendicitis occurred in
another patient; symptoms recurred on restarting the drug and
subsided on withdrawal.4
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Effects on the heart. Clonidine has been associated with im-
paired atrioventricular conduction in a few patients,1,2 although
some of these may have had underlying conduction defects and
had previously received digitalis, which may have contributed to
their condition. Other ECG abnormalities may also occur. Sud-
den death has been reported in 3 children receiving clonidine and
methylphenidate,3,4 although the significance of these reports has
been questioned.5
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Effects on mental function. There have been occasional re-
ports of disturbed mental state in patients given clonidine.1-4
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Effects on the skin. Skin reactions have been reported in up to
50% of patients using clonidine transdermal patches.1 Localised
erythema and irritation during early treatment are usually mild,
but allergic contact dermatitis may develop.2-4 Skin reactions
may become commoner during prolonged treatment; although
only mild skin reactions were seen in a study of transdermal clo-
nidine during 8 to 14 weeks of treatment in 15 patients, severe
skin reactions occurred after an average of 20 weeks in 4 of 5
patients who continued treatment.5 Despite a claim that skin re-
actions were due to a component in the patch and not to clonidine
itself,6 positive patch tests to clonidine have been obtained.2,4

Subsequent reaction to oral clonidine in patients who develop
skin reactions to the transdermal patch is reported to be rare.7,8
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PEMPHIGOID. Anogenital cicatricial pemphigoid has been
reported1 in a patient receiving long-term clonidine therapy.
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Hypersensitivity. See Effects on the Skin, above.
Overdosage. Analysis by the UK National Poisons Informa-
tion Service1 of poisoning by clonidine in 133 children and 37
adults between 1976 and 1977 revealed that there were no deaths
but clinical features were often severe. Supportive measures
were usually adequate but atropine was often needed for severe
and persistent bradycardia. Forced diuresis was not advised be-
cause hypotension could be enhanced and there was no evidence
that excretion of clonidine was increased. More recently, death
has been reported2 in a 23-month old child. 
Direct medical evaluation has been recommended3 for children
who have ingested the following amounts: 100 micrograms or
more in those aged 4 years and under; more than 200 micrograms
in those aged 5 to 8 years; and 400 micrograms or more in older
children; 4 hours may be long enough to detect full onset of
symptoms. However, others4 believe that medical evaluation is
indicated in any child who has unintentionally ingested more
than a weight-appropriate therapeutic dose. 
Although naloxone has been suggested as an antidote for cloni-
dine overdose, no reversal of the hypotensive effects of clonidine
300 micrograms was noted in 6 hypertensive subjects given
naloxone by intravenous infusion.5 In a retrospective analysis of
47 children with clonidine poisoning, only 3 of 19 given
naloxone showed definite improvement;6 it was concluded that
naloxone is at best an inconsistent antidote for clonidine poison-
ing. 
Severe symptoms of overdosage have also been reported after
the ingestion of clonidine transdermal patches,7 and following
probable subcutaneous injection during filling of an epidural
pump reservoir.8
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Precautions
Clonidine should be used with caution in patients with
cerebrovascular disease, ischaemic heart disease in-
cluding myocardial infarction, renal impairment, oc-
clusive peripheral vascular disorders such as Ray-
naud’s disease, or those with a history of depression. 
Clonidine causes drowsiness and patients should not
drive or operate machinery where loss of attention
could be dangerous. 
Systemic effects also occur after epidural use and pa-
tients should be closely monitored, particularly during
the first few days of therapy. 
Intravenous injections of clonidine should be given
slowly to avoid a possible transient pressor effect espe-
cially in patients already taking other antihypertensives
such as guanethidine or reserpine. 
Withdrawal of clonidine therapy should be gradual
as stopping suddenly may cause rebound hypertension,
sometimes severe. Symptoms of increased catecho-
lamine release such as agitation, sweating, tachycardia,
headache, and nausea may also occur. Beta blockers
can exacerbate the rebound hypertension and if both
are being used, clonidine should not be stopped until
several days after the withdrawal of the beta blocker.
Patients should be warned of the risk of missing a dose
or stopping the drug without consulting their doctor
and should carry a reserve supply. 
Although hypotension may occur during anaesthesia in
clonidine-treated patients clonidine should not be with-
drawn; indeed, if necessary it should be given intrave-
nously during the operation to avoid the risk of re-
bound hypertension.
Abuse. Despite its central effects and ability to cause a form of
physical dependence, WHO rated the likelihood of abuse as very
low.1 However, clonidine may potentiate the psychoactive ef-
fects of morphine and abuse has been reported.2
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Diabetes mellitus. The effects of clonidine on carbohydrate
metabolism appear to be variable. Some studies suggest that it
does not affect carbohydrate metabolism in diabetic1 or non-dia-
betic hypertensive patients,2 although there has been a report of
a diabetic patient in whom clonidine was associated with elevat-
ed fasting blood-glucose values,3 and increased insulin require-
ments were noted in a diabetic child treated with clonidine for
tics.4 Conversely, clonidine was associated with severe hypogly-
caemia in children when used as a provocative test for growth
hormone deficiency (see Growth Retardation, below). However,
a study in 10 diabetic hypertensive patients found that although
clonidine impaired response to an acute glucose load, it did not
significantly affect diabetic control over a 10-week period.5
Problems may arise when clonidine is given to diabetics with au-
tonomic neuropathy: both severe orthostatic hypotension6 and
paradoxical hypertension7 have been reported. 
For discussion of the use of clonidine in diabetic diarrhoea see
below.
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