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Reminder of important clinical lesson

Non-steroidal anti-inflammatory drug—induced colopathy
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Summary

Non-steroidal anti-inflammatory drug (NSAID)—induced enteropathy, comprising inflammation, ulceration, occult bleeding and subsequent
healing with stricture formation in the small bowel, has become an established clinical entity. Recently, reports of similar pathological changes
in the colon have led to increasing awareness of, what is termed, NSAID-induced colopathy. The authors here present a case of NSAID-
induced colopathy with diaphragm formation in the colon. Diaphragms are thickened mucosal folds which can completely obliterate the bowel
lumen. NSAID-induced colopathy can present with iron-deficiency anaemia, abdominal pain, weight loss, blood-positive stools or altered
bowel habits, thus mimicking colon cancer. Acute presentation with bowel obstruction and/or perforation can also occur. Management
involves withdrawal of the offending NSAID, excluding differential diagnoses such as inflammatory bowel disease and malignancy, and
sometimes surgery with resection. With the increased use of coated and slow-release formulations of NSAIDs, increased awareness with

regard to this clinical entity is relevant.

BACKGROUND

We decided to write about this case because we think it
is an important lesson to surgeons and clinicians that this
benign illness is a relevant differential diagnosis when
encountering a patient presenting with classical symp-
toms of colon cancer or inflammatory bowel disease.
Furthermore, this was, to our knowledge, the first case of
its sort in our department and has thus caused debate and
increased awareness among our specialists.

Because of the increased use of coated and slow-release
non-steroidal anti-inflammatory drugs (NSAIDs), we
expect that surgeons worldwide will be presented with
an increasing number of patients presenting with NSAID-
induced colopathy and therefore believe it is important
that our colleagues are aware of the condition and its
management.

CASE PRESENTATION

A 64-year-old woman presented with microcytic hypo-
chromic anaemia (haemoglobin 3.3 mM (normal range
7.0-10.0)), 1 % months of loose stools, no subacute sten-
otic symptoms and abdominal pain located in the epigas-
tria and lower right quadrant.

Medical history included osteoarthritis requiring two
right-sided total hip replacements performed 13 and 3
years prior to this episode, respectively. The patient had,
due to osteoarthritis, taken diclofenac 50 mg x 3 daily for
18 months prior to this incident, and had no family his-
tory of inflammatory bowel disease, colon cancer or other
relevant disease.

Acute gastroscopy was performed, which identified a
pyloric ulcer without bleeding stigmata along with mild
gastritis. After gastroscopy, diclofenac was withdrawn.

Because no bleeding source was found by gastroscopy
and due to pain in the lower right quadrant, a colonos-
copy was performed 2 months later. This examination
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revealed, in an otherwise normal colon, a stenosis in the
right transverse colon. The stenosis was not passable by
scope. Biopsies were taken, which showed colonic mucosa
with focal fibrosis; there were no signs of malignancy. The
patient at this point reported unintended weight loss of 14
kg within the past few months. Stool for occult blood was
not performed.

Due to the fibrosis, Crohn’s disease was initially sus-
pected and the patient was discussed at a multidisciplinary
conference. At this conference, it was decided, because
of the unintended weight loss, to consider the stenosis as
potentially malignant. A CT-colography was performed,
which showed a possible tumour in the ascending colon,
thick-walled coecum and enlarged lymph nodes along the
vasa mesenterica.

A laparoscopic right hemicolectomy was performed 5
months after the initial presentation and thus 5 months
after NSAID cessation. The operation revealed an injected
right colon with enlarged lymph nodes in the mesentery,
no obvious tumour and no carcinosis. At macroscopic eval-
uation, two concentric strictures with thickened adjacent
bowel wall were found. The stricture placed most anally
had the pathognomonic appearance of a diaphragm with
only a pinpoint central lumen. The more orally placed
stricture was flatter and more broad-based with adjacent
ulceration (figure 1). The patient was discharged a week
later.

Microscopic examination of the specimen revealed
the following: In the mucosa, crypt irregularity and mild
inflammation were found. In the central part of the dia-
phragm, submucosal fibrosis with bundles of collagen
aligned towards the apex of the diaphragm was identi-
fied. In relation to the ulcer, pronounced inflammation
and, again, submucosal fibrosis were found (figure 2). The
specimen showed no transmural inflammation or granulo-
mata, which otherwise could indicate inflammatory bowel

1of4



BM] Case Reports

N

Figure 1 Ascending colon containing two strictures (blue arrows), ulcer in relation to the oral stricture (green arrow) and dilated colon

(right) oral to the stenoses (the bar represents 5 cm).

Figure 2 The anal stricture showing regenerative changes in the mucosa and submucosal inflammation and fibrosis (haematoxylin/eosin,

20%).

disease. The lymph nodes showed only inflammatory
changes. There were no signs of malignancy.

INVESTIGATIONS

» Gastroscopy —identifying a pyloric ulcer without bleed-
ing stigmata along with mild gastritis.

» Colonoscopy with biopsies — identifying a stenosis just
anal to the right flexure and biopsies revealing focal
fibrosis in otherwise normal colonic mucosa.

» Microscopic evaluation of the operative specimen —
revealing crypt irregularity and mild inflammation in
the mucosa and submucosal fibrosis. The specimen
showed no transmural inflammation or granulomata,
which otherwise could indicate inflammatory bowel
disease. No signs of malignancy.

DIFFERENTIAL DIAGNOSIS
Colon cancer, inflammatory bowel disease (primarily
Crohn’s disease).
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TREATMENT
» Withdrawal of NSAID
» Laparoscopic right hemicolectomy

OUTCOME AND FOLLOW-UP

The patient was seen in an outpatient clinic 1 month after
the operation. At this point, all gastrointestinal (GI) symp-
toms had resolved and the patient was told not to use
NSAIDs in the future.

DISCUSSION

Adverse effects of the NSAIDs in the upper GI tract are
well known to clinicians and physicians. NSAID-induced
enteropathy, comprising inflammation, ulceration, occult
bleeding and subsequent stricture formation in the small
bowel, has become an established clinical entity.! 2
Recently, an increasing number of reports of similar patho-
logical changes in the colon has led to increased aware-
ness of, what is termed, NSAID-induced colopathy,3°
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although only around 100 cases have been presented in
the literature.

NSAID-induced colopathy can present in various ways.
Chronic symptoms such as iron-deficiency anaemia,
abdominal pain, weight loss, blood-positive stools or
altered bowel habits are the most common presenting fea-
tures. However, acute presentation with bowel obstruction
and/or perforation can occur. As in the case presented here,
long-term NSAID use typically precedes the symptoms
and the diagnosis, and most often the causative drug or
drugs have been used for several years. 7 There have also
been reports, however, of short-term use causing severe
colopathy with perforation.®

The diagnosis can be difficult. Biochemical levels are
often unspecific, plain abdominal x-ray is not helpful and
even CT-scans may not have the desired slice thickness to
identify the colonic diaphragms.” The diagnosis is most
easily established with colonoscopy.b However, awareness
of the condition is cornerstone to its diagnosis.

Primary management is simple and includes withdrawal
of the offending NSAID. This simple step often alleviates
symptoms, since inflammation and ulceration are stopped.
Already formed diaphragms, however, do not disappear
when the NSAID is withdrawn. These diaphragm stric-
tures can sometimes be handled with balloon dilatation.!”
Surgery is reserved for the cases presenting more acutely
and for those with severe obstruction.!!

Animportant part of the management is to exclude other
possible causes of large bowel obstruction. Inflammatory
bowel disease and, most importantly, malignant disease
must be ruled out before making the diagnosis. Sometimes,
as in the case presented here, the diagnosis can only be
made after surgical resection.

Due to increasing awareness of the upper Gl side effects
of NSAIDs,'? enteric-coated and slow-release formula-
tions have been introduced. Thus, with these formulations
intestinal mucosa in the lower GI tract is subjected to the
NSAIDs directly. Although the pathogenesis of the small
and large bowel lesions has not been fully established, and
controversy remains whether the lesions arise in response to
a direct or systemic toxic effect,5” 13 the increased number
of reports of colonic damage parallel to the introduction of
the slow-release drugs support the hypothesis concerning a
direct toxic effect. The fact that the lesions have only been
described in the right colon, where the coecum acts as a
reservoir and the mucosa, thus, is subjected to the NSAIDs
for a long time, supports this hypothesis further.'*

As described, the presentation of these patients can be
unspecific, and other more common causes of entero- or
colopathy are primarily sought. However, the pathogno-
monic endoscopic findings supported by histology with
ulceration, submucosal fibrosis and inflammation may give
the diagnosis.

In conclusion, with an ageing population, prolonged
treatment of chronic illnesses and the increased use of
enteric-coated or slow-release NSAIDs, the number of
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patients presenting with NSAID-induced colopathy has
presumably not yet peaked. Thus, the general surgeon, as
well as other physicians, should consider this diagnosis,
when assessing patients with the relevant symptoms and a
history of NSAID use.

Learning points

» NSAID-induced colopathy is a relevant differential
diagnosis to colon cancer and inflammatory bowel
disease.

» Withdrawal of the offending NSAID most often
alleviates the symptoms.

» Diaphragms causing stenosis can be identified by
colonoscopy and managed by balloon dilatation.

» Surgery is reserved for cases presenting acutely and for
those with severe obstruction.
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