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several new perforations in the small bowel were
repaired. Apart from the persistence of an entero-
cutaneous fistula there were no further abdominal
problems. Following three months of total paren-
teral nutrition his fistula closed, and enteral feeding
was reintroduced without any problems.

A multitude of investigations, including
histological examination of the resected bowel,
has not provided any explanation for the
spontaneous development of multiple large
and small bowel perforations in this man. We
suggest that ingestion of indomethacin may
have been responsible.

Reports of lower gastrointestinal tract lesions
attributable to non-steroidal anti-inflammatory
agents are uncommon. The Committee on
Safety of Medicines has recorded 12 cases of
intestinal perforation (with 7 deaths) attributed
to indomethacin, as well as 5 cases (1 death) of
intestinal ulceration, and 2 cases (no deaths)
of intestinal ulceration and perforation since
January 1965. There has also been one report
(1 death) of perforated diverticula (personal
communication). It is not known how many
of these cases were due to conventional formu-
lations of indomethacin and how many were
due to delayed release preparations such as
Osmosin. The case reported here has been
notified to the Committee on Safety of
Medicines.
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SIR,-We read with interest the paper by
Professor M J S Langman and his colleagues
on the use of anti-inflammatory drugs by
patients with small and large bowel perforation
or haemorrhage. We have recently studied a
series of 54 patients with small bowel perfora-
tion and obtained details of drug ingestion from
the case records of each patient. Fifteen were
on regular medication or were recorded as
having taken drugs within two weeks of pre-
sentation: five were on corticosteroids and
five were taking non-steroidal anti-inflam-
matory drugs (total 10 (170o)). Ten patients
underwent a complete clinical and pathological
review, but no specific cause for perforation
was identified. Only one of these 10 was taking
an anti-inflammatory drug, this being mefena-
mic acid. When we further investigated the
patients taking non-steroidal anti-inflammatory
drugs we found that their histories were longer
than those of the remaining patients and that
their initial symptoms had been rather non-
specific. Presumably some of these patients
were treated with anti-inflammatory drugs for
symptom relief, and this could well be the
reason for the increased use of these agents in
this group of patients.

Six patients in our series reperforated, and
all of these were taking steroids or had dis-
orders predisposing to poor wound healing.
None were taking non-steroidal anti-inflam-
matory drugs.
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SIR,-I have described elsewhere a possible
bleed into the caecal wall of a marathon run-
ner.' It may have been due to a prolongation of
the bleeding time on account of a little known

interaction between non-steroidal anti-
inflammatory drugs and ethyl alcohol.2 3 It
would not have been possible for Professor
M J S Langman and his colleagues (2 February,
p 347) to have determined the recent alcohol
intake for the patients in their retrospective
study, but perhaps this interaction sometimes
played a part.
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Domperidone

SIR,-Drs J Lesser and D N Bateman question
the use of domperidone as an antiemetic in
Parkinson's disease (19 January, p 241) and
suggest that it may affect adversely symptoms
of parkinsonism. Levodopa and dopamine
agonists cause nausea and vomiting in up to
800' of patients with parkinsonism. Vomiting
is often severe and prolonged and may limit
or entirely prevent effective treatment. The
use of decarboxylase inhibitors with levodopa
reduces the incidence of vomiting to 10-20"i',,
but no such remedy is available with bromo-
,criptine, lysuride, or pergolide. Despite de-
carboxylase inhibitors, mild or severe nausea
sometimes emerges late in treatment.
An effective antiemetic is thus a sine qua

non in the management of parkinsonism.
Domperidone has many advantages over other
antiemetics. Experience with domperidone in
Parkinson's disease now extends to several
hundred patients.'-3 We ourselves have treated
over 100 such patients with oral domperidone,
10-120 mg daily, for the prophylaxis or treat-
ment of drug induced sickness, and we have
never encountered any extrapyramidal reac-
tion, severe side effect, or reduction of anti-
parkinsonian drug effect. Indeed, the opposite
may be true. Acute studies suggest that
domperidone speeds the delivery of levodopa
to the main absorption site, the small bowel,
with a consequent increase in immediate bio-
availability of levodopa.4 This is also the case
with bromocriptine. In contrast to domperi-
done, metoclopramide 60 mg daily, although
an effective antiemetic, may slightly impair the
levodopa-bromocriptine response.5 We con-
sider domperidone given orally a most useful
adjunct in the management of Parkinson's
disease.
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Overview of randomised trials of
diuretics in pregnancy

SIR,-We read the paper of Dr Rory Collins
and others (5 January, p 17) with interest, in
particular the reference to our study.' Peri-
natal mortality may not be the best indicator of
outcome in trials of antihypertensive therapy
in pregnancy. At the gestational age (more than
30 weeks) at which most cases present the
fetus can nearly always be electively delivered
and will almost certainly survive given the
recent advances in perinatal care. For example,
the fetal loss rates associated with pre-
eclampsia in the UK declined from 4 3 per
1000 in 1958 (when most of the studies cited
by Dr Collins and others would have been in
progress) to 0-8 per 1000 in 1981-2.2 Other
outcomes such as gestational age at birth,
birth weight, and mother's time spent in
hospital before delivery should therefore be
considered. These outcomes are still important
to mothers and their infants, and the use of such
measures may not entail such large numbers as
are clearly necessary to study perinatal
mortality.

For these reasons our study was primarily
corncerned with birth weight.' However,
it was obviously necessary to indicate the
numbers of abortions and stillbirths, together
with other characteristics of birth such as
method of delivery. As indicated above, we
did not expect antihypertensive therapy or its
effects on blood pressure to influence the
numbers of deaths. If a difference had been
found our comparison of birth weights might
have been biased and difficult to interpret.
Accordingly, although we analysed and
described birth weight in detail no formal
analysis of deaths was presented and no p
values were given. We merely observed that
the groups were comparable but did not dis-
cuss the relevance or importance of this lack of
difference in outcome.
The authors' statement that we concluded

that there was no differer.ce in final fetal
outcome because there was no difference in
stillbirth rates in the treatment group was
inappropriate. Our chief concern was birth
weight, not perinatal mortality. In any case
it is inappropriate to compare our findings
with those of Rubin et al (see accompanying
letter) since our studies were quite different in
concept.
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SIR,-The review by Dr Rory Collins and
others on trials of diuretic use in pregnancy is
comprehensive and useful, but I would take
issue with three points made in the discussion.

Firstly, these authors support their view that
most drug trials in pregnancy hypertension are
too small by stating that the studies by Fidler
et all and ourselves2 on 3 blockers reached
opposite conclusions. This is incorrect since
we were investigating different problems.
Fidler et al addressed the question of whether
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