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Thioridazine-induced diarrhoea

A. B. S. MITCHELL
M.B., M.R.C.P.

Department of Gastroenterology, Charing Cross Hospital, London

Summary
Treatment for hypertension in a 68-year-old woman
led to anxiety and depression which, in their turn,
were successfully treated with thioridazine. Subse-
quent diarrhoea was shown to have been a side effect
of this tranquillizer.
Introduction
Drugs based on the phenothiazine nucleus are

frequently used for their psychotropic effects. Con-
stipation is a common unwanted effect on bowel
function (Kinross-Wright, 1955; Lomas, Boardman
and Markowe, 1955; Hollister, 1961; Martindale,
The Extra Pharmacopoeia, 1972; Shepard, Lader
and Lader, 1972). Diarrhoea is mentioned in Martin-
dale, The Extra Pharmacopoeia (1972) as an
occasional complication of such therapy, but no
references are cited, and the cases reported by
Grahmann (1967) had complex additional symptom-
atology.
Diarrhoea has not previously been reported as a

complication of thioridazine ('Melleril') therapy. In
the following case this coincidence was such as to
suggest a causal relationship.

Correspondence: Dr A. B. S. Mitchell, Consultant Physi-
cian, Prince of Wales Hospital, London N15 4AN.

Case report
A 68-year-old housewife had been under medical

care for 6 years and been treated for labile, pre-
dominantly systolic hypertension. Her symptoms dur-
ing this time were those of anxiety and depression,
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FIG. 1. Frequency and consistency of bowel actions re-
lated to drug exposure. Liquid, F; formed, *.
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and those possibly related to antihypertensive drug
therapy. This was discontinued in May 1972. Various
psychotropic drugs (fluphenazine hydrochloride with
nortriptyline hydrochloride, trifluoperazine, amylo-
barbitone sodium) failed to improve her mental state
and in January 1973 she was admitted to a psychia-
tric ward. A depressive state with endogenous fea-
tures and a possible reactive element was diagnosed.
Despite psychotherapy, together with iprindole and
chlordiazepoxide for the first month, improvement
failed to occur.
On 5 March 1973, thioridazine ('Melleril') 150 mg

daily was prescribed, and she improved so that she
was discharged from hospital on 14 March. Diar-
rhoea started on 1 April. Diphenoxylate tablets, six
daily, did not control this, and she was referred to the
gastroenterological clinic on 13 April. On examina-
tion the only abnormal physical findings in this
anxious patient were excoriation of the perianal skin
and the absence of submucosal vasculature on sig-
moidoscopic inspection of the rectal mucosa. This
was not friable. She was euthyroid. Codeine phos-
phate 360 mg daily was prescribed.

There had been no improvement by the time she
was next seen on 17 April. Plasma potassium was
2-5 mEq/l. Other plasma electrolytes and urea,
serum calcium and liver function tests were normal.
No salmonellae nor shigellae had been grown in
culture of her faeces, nor were parasites, ova or cysts
observed. Histology of a rectal mucosal biopsy
specimen showed Paneth cell metaplasia and infiltra-
tion of the lamina propria by eosinophils. White
blood cell count was 7300/mm3, with no eosinophilia.
Haemoglobin concentration was 13X4 g/100 ml and
ESR was 6 mm in the first hour (Westergren).

Diarrhoea was confirmed, and the daily frequency,
which varied from 3 to 12 (mean 6-7), was unaffected
by Kaolin and Morphine Mixture 40 ml daily
(chart). No abnormalities were found on barium
enema and barium meal and follow-through exami-
nations. Hypokalaemia was corrected by oral potas-
sium chloride supplements to her diet (repeat plasma
potassium levels were 4-1 and 4-4 mEq/l). On 25
April thioridazine was discontinued. On both 26 and
27 April she passed seven liquid bowel actions. On
the 28 and 29 April the faecal consistency was un-
changed but the frequency was reduced to a single
bowel action. Since then formed stools have been
passed daily.
Her psychiatric state is being managed by sup-

portive psychotherapy.

Discussion
The phenothiazine group of drugs have both an

adrenergic blocking action and an anticholinergic
effect (Hollister, 1961). The latter is dominant.
Constipation can, therefore, be anticipated as an
effect on bowel function, but not diarrhoea.
Experience with chlorpromazine, an aliphatic deriva-
tive of the phenothiazine group, certainly supports
this hypothesis.
The patient received two other drugs of the pheno-

thiazine group, both piperazine derivatives, flufen-
azine and trifluoperazine. No effect on bowel
function was noted.
Four weeks after starting a course of thioridazine

(a piperidine derivative of the phenothiazine group)
diarrhoea began and continued with sufficient severi-
ty to result in hypokalaemia and perianal excoriation.
Because diarrhoea had not been described as com-
plicating therapy with thioridazine, nor was it to be
expected from its pharmacological actions, and be-
cause it had been difficult to ameliorate this patient's
psychopathology, the drug was continued while
investigations excluded other causes. Within 3 days
of stopping the drug the frequency of bowel actions
had returned to normal, and within 5 days the con-
sistency of the faeces was normal. This suggests that
the diarrhoea in this patient resulted from an idio-
syncratic reaction to the pharmacological properties
of thioridazine.

Confirmation of this conclusion might have been
provided by re-exposure of the patient to the sus-
pected offending drug. This was not considered
justifiable in a psychologically disturbed patient.
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