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Cancer in Crohn's disease: dispelling the myths

'The risk ofcarcinoma developing in Crohn 's disease is well known to be less than that of ulcerative colitis '

'The trouble with people is not that they don't know, but that they know so much that ain 't so '2

The association of ulcerative colitis with colorectal cancer
is an old story, having been described by Burrill Crohn in
1925.3 Another 23 years elapsed before the first des-
cription of a cancer of the colon complicating 'regional
enteritis'.4 For nearly the next half century, published
works abounded with reports of colorectal cancers in series
of patients with Crohn's disease.5-9 As the absolute
numbers of cancer cases were usually small, however, this
association was often shrugged off as statistically insignifi-
cant, or at best characterised as increased but still much
lower than the risk of cancer in ulcerative colitis. This con-

ventional wisdom seems to have persisted to the present
day, even though it clearly 'ain't so'.

In the early 1 980s, as we reviewed the experience at The
Mount Sinai Hospital, we attempted for the first time to
calculate direct comparisons between cancer incidences in
Crohn's disease and ulcerative colitis.'I 1 Having noted a

parity between the relative risks of colon cancer in Crohn's
colitis and in left sided ulcerative colitis of similar extent,11
we speculated that 'when cases of ulcerative and Crohn's
colitis of similar anatomic extent are followed for similar
durations of time, the two diseases may ultimately prove to
have similar increases in risk for colorectal cancer'.12
A landmark study in this issue of Gut has now decisively

confirmed that early speculation.13 A group of eminent
investigators from Birmingham compared the cancer risk
in two hospital referred but identically selected cohorts of
patients with extensive ulcerative colitis and equally
extensive Crohn's disease of the colon. As in the classic
1973 paper by Weedon et al,5 the overall risk of colorectal
cancer was increased nearly 20-fold over the general
population. Moreover, both the relative risks and the
absolute 20 year cumulative incidences of cancer were
virtually identical in the ulcerative and Crohn's colitis
cohorts. This study therefore conclusively establishes the
previously reported" 14 15 but still under appreciated
similarity between the cancer risks in these two diseases.
Three other large population based studies of Crohn's

disease have curiously overlooked the tremendously
increased cancer risks shown in their own data.
Investigators in Minnesota,'6 Copenhagen,'7 and Israel'8

have reported no statistically significant increase in cancer
risk among the Crohn's disease patients in their catchment
areas. All three sets of authors, however, failed to correct
their data for the extremely small subsets of their popula-
tions that were actually at risk; namely, those with exten-
sive, longstanding, unresected colonic disease. In every
instance, this correction shows an approximately 10-fold
increase in relative over that calculated by the authors. In
the same vein, Munkholm et al recently concluded that the
intestinal cancer risk was 'not found increased' in a

regional cohort of 373 Crohn's disease patients in
Denmark,'9 even though the relative risk was 8-3 among

unoperated patients with 10 or more years duration
(p<0.005). All these papers thus remind us that even the
best conducted population based studies are not infallible
unless their calculations are based appropriately upon the
subpopulations that are truly at risk.

Considerations of fallibility also provide the opportunity
to dispel three other myths concerning cancer in Crohn's
disease. One is the myth of the bypassed loop. There is a
prevalent misconception that cancer in Crohn's disease
has a particular predilection for bypassed loops of small
and large intestine. To be sure, many of these cancers,
including about 40% of reported small bowel carcinomas,
do occur in bypassed loops.20 This apparent association,
however, is primarily an artefact of the over representation
of patients with bypassed loops among the subsey of
patients who have been carrying unresected segments of
Crohn's disease in situ for over 30 or 40 years, when the
cancer risk is at its highest. In other words, it is not the
bypassed loop in itself that puts the patient at risk for
cancer; it is the long duration of unresected disease.'2
Indeed, the great preponderance of both small and large
bowel cancers in Crohn's disease occur in the in-continuity
intestine.20 On the other hand, cancers arising in bypassed
loops contribute disproportionately to the mortality of
Crohn's disease associated cancer,21 which otherwise
would not differ substantially from that of colon cancer

either in ulcerative colitis or in the general population.'0
The second myth is that cancers in Crohn's disease are

restricted to areas of grossly affected intestine. In the

Leading articles express the views of the author and not those of the editor and the editorial board.

1507

 on M
ay 19, 2023 by guest. P

rotected by copyright.
http://gut.bm

j.com
/

G
ut: first published as 10.1136/gut.35.11.1507 on 1 N

ovem
ber 1994. D

ow
nloaded from

 

http://gut.bmj.com/


1508 Sachar

Mount Sinai series, as many as a third of the cancers arose
in distant segments of the gastrointestinal tract either far
proximal or distal to macroscopically obvious Crohn's
disease.'0 Indeed, several cases in this series, as well as
more recent ones,22 echo suspicions from the 1960s23 24 of
a possible association of colorectal cancer even with
Crohn's disease limited to the small bowel.
The third myth pertains to young age at onset of colitis

as an independent risk factor for colorectal cancer. As
others have observed in ulcerative colitis,25 the
Birmingham study in this issue has found young age at
onset of Crohn's disease to be an independent factor for
the relative risk of cancer - that is, compared with an age
matched standard population. This finding is to be
expected in view of the relative rarity of colorectal cancer
among young people in the general population. There is as
yet, however, no firm evidence of increased absolute risk
for younger compared with older patients. In fact, many
published studies, at least in ulcerative colitis, have found
just the opposite.10 25 26 In any event, the study from
Birmingham may not be optimally suited to answer this
question, since it did not include any cases of Crohn's
disease with onset below age 15.

Just as this important paper has shown us the similarity
of cancer risks between ulcerative colitis and Crohn's
colitis, many other studies have shown the similarity of the
clinical and pathological features of the colorectal cancers
that arise in the two diseases, including young age at occur-
rence of cancer, multiplicity of lesions, mucin abundance,
association with strictures, and epithelial dysplasia and
aneuploidy.27-38 It seems appropriate, therefore, that the
Birmingham study should conclude by raising an issue
adumbrated by Korelitz's group a decade ago39 - the
advisability of a surveillance programme for Crohn's
colitis. The difficulty of the question is reflected in the self
contradiction of the final two sentences of Gillen et al,
which alternately refer to a surveillance policy as 'difficult
to justify,' and then as 'sensible to consider'.'3 Of course,
the authors restrict the second recommendation to patients
'whose Crohn's disease started at a young age'. As we have
discussed in the preceding paragraph, however, the
absolute risk of cancer may be no lower and perhaps even
higher in older patients.
The most rational position, therefore, in view of the

equivalent risks, might be to adopt equivalent policies for
the two diseases. In other words, debate the pros and cons
of surveillance programmes to your heart's content40; but
in the end, whatever you choose to do for your patients
with ulcerative colitis, do no differently for those with
Crohn's colitis of similar duration and extent.
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