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Summary
A double-blind controlled trial of the effect of sodium
cromoglycate (SCG) in preventing relapse in ulcer-
ative colitis has been completed in 100 subjects. In
patients already taking sulphasalazine, SCG did not
prove to be of any additional benefit. However, in
patients not on any other maintenance therapy, the
relapse rate was 40% for SCG as compared with 75%
for placebo. A large study of the effect of SCG in
patients intolerant of sulphasalazine is indicated.

Introduction
Following the example of the American National

Cooperative Crohn's Disease Study, a group of
gastroenterologists has been established in the
Wessex area of England to collaborate on controlled
therapeutic trials in gastroenterology under the
co-ordination of a nurse administrator. Such a trial
in ulcerative colitis is now described.
There have been reports that the oral administra-

tion of sodium cromoglycate (SCG) is effective in
the management of ulcerative proctitis and ulcerative
colitis (UC) (Heatley et al., 1975; Mani et al., 1976).
More recently, extensive trials have failed to confirm
this initial observation, but the dose of SCG and the
length of follow-up has been very variable (Buckell
et al., 1978; Dronfield and Langman, 1978; Wil-
loughby et al., 1979). The definition ofa correct dose

may be critical, as there is some evidence that the
beneficial effect of SCG in other situations may be
lost with supramaximal doses (Altounyan, 1979). It
was the purpose of this study to assess the effect of
SCG alone and in combination with sulphasalazine
(SSZ) in preventing relapses in ulcerative colitis.

Patients and methods
One hundred patients with ulcerative colitis were

studied. Patients were eligible for study if they were
in remission as defined by being free ofsymptoms and
having a normal sigmoidoscopic appearance,
granularity being accepted. Subjects must have had
a relapse within the previous 12 months. Patients
were excluded if they only had proctitis (normal
sigmoidoscopic appearances above 15 cm) or if they
were taking other therapy, such as systemic or local
steroids or antidiarrhoeals.
Those fulfilling the entry criteria were randomly

assigned to treatment with SCG 400 mg 4 times/day,
or placebo. Those already taking SSZ were continued
at a standard dose of 0 5 g 4 times/day. Thus there
were 2 groups, those taking SCG alone (Trial 2) and
those taking it in combination with SSZ (Trial 1).
On entry to the study, record was made of past

medical history, duration and extent of disease, the
presence of extra-colonic manifestations, presence of
atopy and a family history of inflammatory bowel
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disease (IBD) or atopy. Note was made of past and
present medication.

Patients were followed-up at 3-monthly intervals
for one year or until a relapse occurred. Rectal biop-
sies were taken at the beginning, after 6 months and
at the end ofthe study or ifarelapse occurred. Relapse
was defined as clinical suspicion confirmed by
abnormal sigmoidoscopic appearances. Blood was
taken for full blood picture, sedimentation rate and
biochemical profile at the beginning and end of the
study.

Evaluation of therapy was based on the relapse
rate and histological comparison of rectal biopsies.

Results
Table 1 details the characteristics and com-

parability of the patients in the study. Of 100
patients entered in the trial, complete details for use
in Table 1 were available on 93. No adverse reactions
to SCG were observed. Sixteen of the 100 patients
were withdrawn from the study. Seven patients (3

active, 4 placebo) withdrew because of non-specific
side effects. The other 9 patients were withdrawn
because of poor compliance.
Table 2 gives details of the relapse rate in the 2

trials for the 84 patients who participated. As can

be seen in Trial 1, there was no significant difference
between patients on SSZ+SCG and those on SSZ+
placebo. However, in Trial 2 there was a positive
trend in favour of SCG, with a relapse rate of 40%
compared with 75% on placebo, but the numbers
were too small to reach statistical significance.

Figure 1 shows the life-table analysis for the 2
trials, and again it can be seen that there is a trend in
favour of SCG in those patients who were not ad-
ditionally taking sulphasalazine. There was no cor-
relation in either of the trials between a history of
atopy and a positive response to SCG. In addition,
there was no association with response to SCG and
extent or duration of disease.

Analysis of rectal biopsies revealed no differences
in the severity of inflammation during the course of

TABLE 1. Characteristics of the patients

Trial 1 Trial 2 Total no.
active placebo active placebo (%)

Mean age (years) 43-7 46-9 41-1 43-7 43-9

Sex: male 20 18 3 4 45 (48)
female 19 17 6 6 48 (52)

Duration (years) 0-5 25 20 6 5 56 (60)
6-10 9 11 2 1 23 (25)
10 5 4 1 4 14 (15)

Extent of diseased up to one third 15 22 6 2 45 (52)
colon as measured up to two thirds 13 5 2 4 24 (28)
from rectum total 9 6 1 2 18 (21)

Extra-intestinal manifestations 20 13 9 8 50 (53)

History of atopy 8 13 5 5 31 (33)

Family history of atopy 15 11 3 6 35 (37)

Family history of inflammatory bowel disease 8 5 4 2 19 (20)

TABLE 2. Relapse rates for Trial 1 (patients taking additional SZP) and
Trial 2 (patients taking SCG alone)

Total no. of No. of patients
patients relapsing (%) Significance

Active 36 19 (53) NS*
Trial 1

Placebo 30 16 (53)

Active 10 4 (40)
Trial 2 NSt

Placebo 8 6 (75)
* x2 test; t Fisher's exact probability test.
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the trial in the treatment or placebo groups. In those
patients with tissue eosinophilia who were taking
SCG, no significant reduction was observed during
the course of the trial when compared with similar
subjects taking placebo.

Discussion
This study fails to show any beneficial effect for

SCG in ulcerative colitis in those patients who were
already taking sulphasalazine. There was a sugges-
tion that it may be of value in patients who are
intolerant of SSZ.
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FIG. 1. Life-table analysis of Trial I1(a) and Trial 2(b).

The relapse rate in Trial 1 (those patients addition-
ally taking SSZ) was higher than might be expected
for a group of patients taking SSZ (Misiewicz et al.,
1965; Dissanayake and Truelove, 1973). The reason
for this observation is probably a reflection of the
method of selection. Patients had to have had a
relapse within one year of starting the trial and
therefore probably represented a more unstable
subgroup than a group of colitics taken as a whole.
The relapse rate for the placebo group in Trial 2
(patients not taking additional SSZ) was approxi-
mately as expected (Misiewicz et al., 1965; Dissan-

ayake and Truelove, 1973). There was reduction of
this value in patients taking SCG.
Comparison of these results with other studies is

difficult, as there has been no consistency in terms of
dose used, whether patients were in remission or
relapse or whether comparison has been with the
effect of SSZ or placebo.
One major problem in assessing the efficacy of

SCG in ulcerative colitis is that in those patients
taking SSZ it is only ethically justifiable to add
SCG rather than stop SSZ. In this situation, the
SSZ may be achieving optimum effect on which
SCG cannot improve. SSZ therapy is associated with
a considerable number of adverse reactions, which
are to some extent dose-dependent (Azad Khan
et al., 1980). However, approximately 10-15% of
patients are unable to tolerate the drug, even in
small doses. The results suggest that a major study
of SCG in this group of patients is warranted, par-
ticularly as SCG is so consistently free of adverse
reactions.
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