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within five years), sex, social class, and marital state. Both patients and
controls were asked whether they currently smoked or whether they were
former smokers and, if so, when they had given up. The patients were
classified as smokers or non-smokers according to their habits at the time of
onset of their symptoms. The diet of the patients and controls was determined
by one dietitian.4 The significance of differences was calculated using the
x2 test or Student's I test, as appropriate.
Twenty one of the patients with Crohn's disease smoked either cigarettes

(n= 19) or a pipe (n= 2) compared with 10 of their controls (cigarettes n= 8,
pipe n-2) (X2=7-126, p<0-01). Only two of the patients with Crohn's
disease and one of their controls were former smokers.
Of the 30 patients with ulcerative colitis, four smoked cigarettes, compared

with 11 of the control group who smoked cigarettes and one who smoked a
pipe (x2 - 5455, p<0 05). Interestingly, 14 of the patients with ulcerative
colitis had given up smoking a mean of 27 (SEM 7) months before the first
symptoms of their disease. Only two of the controls were former smokers
(x2= 12-273, p< 0-001).
There was no significant difference between smokers and non-smokers

within the group of patients with Crohn's disease or when these patients
were compared with their controls in the consumption of any dietary
constituent, including sugar, dietary fibre, protein, fat, or energy intake.
Similarly, there were no significant differences in dietary intake between
smokers and non-smokers in the group of patients with ulcerative colitis
or when these patients were compared with their smoking and non smoking
controls. Furthermore, consumption of refined sugar was even greater among
the patients with Crohn's disease (n= 9) who were non-smokers compared
with the control patients (n= 10) who were smokers (132 v 85 g/day, p< 0 05).

Comment

Our findings support the existence of a positive association between
smoking and Crohn's disease.3 The data also agree with studies in-
dicating a paucity of smokers among patients with ulcerative colitis.' 2
The patients with Crohn's disease consumed more refined sugar,

regardless of their smoking habits. Indeed, the patients with Crohn's
disease who were non-smokers consumed more sugar than those of
their control group who were smokers. Thus, smoking and a diet
characterised by a high intake of refined sugar appear to be indepen-
dent positive associations with the development of Crohn's disease.
The patients with ulcerative colitis were three times less likely to

smoke but seven times more likely to be former smokers than their
controls. The possible aetiological importance of this association is
strengthened by the fact that the patients with colitis who were former
smokers had given up smoking a mean of only 27 months earlier, a
relatively short interval considering that their average age at that
time was 40.
How smoking may influence susceptibility to inflammatory bowel

disease remains unclear. Nevertheless, though smoking may confer
some protection against ulcerative colitis, our data suggest that it may
increase the risk of Crohn's disease.
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Intrauterine death during
continuous subcutaneous infusion
of insulin
Continuous subcutaneous insulin infusion is an established technique
for treating diabetics when tight control of blood glucose concentration
is required. It has been recommended in the management of diabetes
in pregnancy in well motivated patients difficult to control on con-
ventional treatment.'

Case report

A 27 year old patient, dependent on insulin for 20 years, attended our
prepregnancy clinicA She was on short and intermediate acting insulin
twice daily, and blood glucose concentrations on this regimen showed
pronounced fluctuations with glycosylated haemoglobin (HbA,) concentration
over 100,, (normal 6-800) despite her meticulous approach to treatment.
She had had recurrent hypoglycaemia but no episodes of ketoacidosis for
over 10 years.

She was started on continuous subcutaneous insulin infusion using a
syringe pump operated by a battery that was designed to deliver a basal
infusion and bolus doses before meals (CPI Betatron II Model 9200).
Safety features included two alarms; one to indicate malfunction of the
battery, the other to indicate an empty syringe or obstruction. This resulted
in less pronounced fluctuations of blood glucose concentration and fewer
hypoglycaemic episodes. HbA, concentration decreased although we were
unable to get it below 9',.

She conceived, and the pregnancy progressed satisfactorily for 31 weeks.
Mid-morning blood glucose concentration was 7 mmol'l (126 mg/l00 ml),
HbA, concentration 9 1 ,, on a total daily dose of insulin of about 50 units
(28 units basal with a bolus of 5-15 units before meals). One evening before
going out she noticed that her blood glucose concentration at 6 pm was high
(13 mmol'l (234 mg/100 ml)) so she gave herself a boost of 15 units of insulin
but did not test for ketones. At 7 pm she changed the infusion, relocated the
needle-the area round the infusion was slightly red-refilled the syringe, and
checked the pump was recording correctly. At midnight she felt well, but,
being very tired, omitted to test her blood glucose concentration. At 4 pm she
awoke feeling nauseated and vomited repeatedly.
By morning her blood glucose concentration was 13 mmolil (234 mg/

100 ml), and despite advice to test for ketones when her blood glucose was
high or if she was unwell, she did not do so. She realised that she had failed
to "prime" the pump when she relocated the needle the night before-thus
leaving the dead space in the tubing full of air-and she corrected this
and gave herself a boost of insulin (15 units). By 11 am she was feeling well
and ate normally. She had not, however, felt the baby move since the
previous evening and, although she suspected the baby was dead, did not
report to hospital until late evening. On admission she appeared well, with
no evidence of infection. Blood glucose concentration was 4 mmol/l (72 mg/
100 ml) and she had ketonuria. Bicarbonate concentration next morning was
25 mmol(mEq)/l. Intrauterine death was confirmed, labour was induced, and
a stillborn baby boy was delivered weighing 2-28 kg. The baby was slightly
macrosomic, but postmortem examination showed no congenital abnormality.

Comment

Although the patient appeared competent in the use ofthe pump, she
omitted to test for acetone and delayed reporting vomiting and lack
of fetal movement. She received no basal insulin for 12 hours and
effectively no insulin at all for about seven hours because she forgot
to prime the pump. This presumably caused ketoacidosis, which
although not severe was sufficient to kill the baby. The automatic
alarm would not have been activated because the insulin was leaving
the syringe without obstruction.

Pickup et al stopped infusion for nine hours to investigate what
would happen if accidental failure of continuous subcutaneous
infusion of insulin occurred.3 None of the nine patients became more
than mildly unwell, although hydroxybutyrate concentrations rose
progressively. Boulton et al showed that ketoacidosis may develop
rapidly in association with infection,4 and Peden et al suggested that
ketoacidosis is more common in diabetics treated by continuous
subcutaneous infusion of insulin.5 The onset of ketoacidosis tends
to be accelerated during pregnancy, so that this patient probably
became ketotic, after accidental cessation of insulin infusion, even
more rapidly than she would have in the non-pregnant state. The
consequences, of course, were much more serious.
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