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Sialorrhea is a common adverse effect of clozapine therapy1,
which may increase the risk of aspiration pneumonia2, a
potentially life threatening condition. M4 agonism, α2
antagonism and impaired deglutition have been hypothesised
as probable underlying mechanisms.3 A few previous case
reports have shown topical atropine, an antimuscarinic agent,
to be effective in the management of clozapine induced
sialorrhea (CIS).4-6 Informed consent was received for
publication of the following case material. 

A 46 year old Afro-Caribbean male with chronic refractory
schizophrenia, was compulsorily hospitalised after
experiencing an acute psychotic relapse. His relapse was
precipitated by clozapine discontinuation. During his hospital
treatment, the patient failed to respond to olanzapine up to a
dose of 40 mg/day (plasma level 59 mcg/L) and was therefore
cross tapered to clozapine over a period of 3 weeks.
Clozapine was gradually titrated up to 400 mg/day (plasma
level 0.26 mg/L) and the patient subsequently developed
severe sialorrhea. He was constantly drooling and his speech
was impaired due to the copious amount of saliva in his mouth.
The patient found this adverse effect very distressing. Oral
hyoscine hydrobromide was administered for 4 weeks (titrated
gradually up to 900 mcg/day) without notable improvement in
the patient’s hypersalivation. This restricted any further
increase in the dose of clozapine, despite the patient’s
continued psychotic symptoms. Sublingual atropine solution
(1%) was commenced (one drop up to 3 times/day), to which
the patient instantaneously responded, and hyoscine
hydrobromide was gradually reduced to 300 mcg at bed time.
The drooling stopped and the patient’s speech normalised.
The clozapine dose was increased to 450 mg/day and his
mental state started improving steadily. Sialorrhea did not
recur following the discontinuation of atropine by the patient
after 7 days.

In this case, sublingual administration of atropine led to
dramatic resolution of severe CIS, which had not responded to
previous treatment with hyoscine. Atropine treatment provided
instantaneous relief from CIS and allowed further increase in
the clozapine dose until a therapeutic response was achieved.
However, at the end of the 7 day atropine trial, the patient was
still receiving hyoscine 300 mcg at bed time. Hence, it could
be argued that CIS resolution may have been due to the
combined treatment with atropine and hyoscine. CIS did not
recur after atropine was discontinued, which suggests that in
this patient CIS was a transient adverse effect. This case
further supports the use of sublingual atropine in the
management of CIS and this should be robustly evaluated
using a randomised controlled trial. 
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