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ABSTRACT 
Background: Non-steroidal anti-inflammatory drugs (NSAIDs) are regarded as one of the most widely 
prescribed medications for pain relief, treatment of rheumatic diseases and even available as over-the-
counter medicine. Aims: Compared to the well-recognized adverse effects in upper gastrointestinal tract, the 
effect of such medication in colon, so called NSAID-colopathy, is increasingly described. The aim of the case 
series is to describe clinical presentation of NSAID-induced colopathy. Methods: Here, we present six cases 
with NSAID colopathy to highlight the clinical presentation and importance. Results: Our six cases of NSAID-
induced colopathy presented different symptoms. Two patients consulted our clinic for abdominal pain, two 
because of diarrhea, one because of blood in stool, and one presented with anemia. Conclusion: NSAID-
induced colopathy is an important entity of which gastroenterologists should be well aware. Based on the 
fact that the clinical presentations vary strongly, the diagnosis is done with a delay.
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INTRODUCTION 
Since first case described by Debenham in 
1966, NSAID-induced colonic damage has 
become a recognized entity [1]. Pathogenesis 
by which NSAIDs induce gastrointestinal 
damage is still unclear and many 
multifactorial local and systemic mechanisms 
were suggested.  
Direct toxicity related to weak acidity of 
NSAIDs might disrupt the mucosal barrier, in 
addition to an increased intestinal 
permeability [2]. Exposure of colonic mucosa 
to drug after passing enterohepatic 
circulation was supported by the fact that 
endoscopic changes are mostly limited to 
proximal colon. From oesophagus to rectum, 
NSAIDs may cause mucosal injuries, its toxic 
effect not being dose-related [3,4]. Compared 
to the well-recognized adverse effects in 
upper gastrointestinal tract, the effect of such 
medication in colon, so called NSAID-
colopathy, which usually involves the right 
colon or presents as a localized lesion in 
rectum, is increasingly described [4-6].  
Clinical manifestation related to intake of 
NSAIDs can vary, some patients being 
asymptomatic. Others complain about non-
specific symptoms like abdominal pain, or 
even present with iron-deficiency anaemia, 

bloody diarrhoea, melena, blood-positive 
stools, weight loss or altered bowel habits 
mimicking inflammatory bowel disease 
mainly, ischemic colitis or colon cancer. In 
few cases, acute abdomen with intestinal 
obstruction or perforation can also be 
presenting symptoms.  
In more severe complicated cases, NSAIDs 
abuse, may lead to pathognomonis 
“diaphragm disease”, as a result of 
submucosal fibrosis leading to strictures [7].  
CASE 1 
A 72-year-old woman presented with 
abdominal pain located in the lower right 
quadrant for 10 days with additional pain at 
the defecation. The patient underwent 
colonoscopy 4 years ago including 
polypectomy. Loss of weight and blood in the 
stool were not observed. Due to abdominal 
pain the patient has taken regularly 
ibuprofen 400 mg for several months. The 
examination of the abdomen showed no pain 
and normal peristalsis. The blood 
examination was regular. Abdomen 
ultrasound showed only a steatosis of the 
liver. Upper gastrointestinal endoscopy 
showed Helicobacter plyori positive 
pangastritis. Tripple therapy including 
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pantoprazole, amoxicillin and clarithromycin 
for 7 days was given. Colonoscopy revealed 
an ulcer with fibrin exudates in the terminal 
ileum (Figure 1). The macroscopic aspect of 

the colon was normal. Biopsies from the 
terminal ileum showed a mild inflammation 
compatible with NSAID-induced enteropathy. 

 

Figure 1: Finding in colonoscopy showing an ulcer with fibrin exudates in the terminal 
ileum.  

CASE 2 
A 24-year-old woman presented with pain at 
the lower right abdomen since 2 days. 
Computer tomography of the abdomen 
showed a thickened wall of the terminal 
ileum at a length of 10 cm including ileocecal 
valve. Additionally, several enlarged lymph 
nodes nearby the ileocecal valve were seen. 
There were no signs of appendicitis. Upper 
gastrointestinal endoscopy showed 

Helicobacter pylori negative antral gastritis. 
Colonoscopy revealed multiple ulcers with 
fibrin exsudates from terminal ileum to 
sigmoid (Figure 2). The rectum was not 
involved. The patient has taken diclofenac 
due to back pain. Biopsies of all segments 
beginning from terminal ileum to sigma 
showed an inflammation compatible with 
NASID-induced enteropathy. 

 
Figure 2: Finding in colonoscopy showing an ulcer in the cecum. 
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CASE 3 
A 57-year-old woman was referred by her 
general practitioner because of recurrent 
diarrhoea. No history of abdominal pain, 
altered bowel habits, fever, anorexia, weight 
loss or previous gastrointestinal bleeding 
was reported. Lab tests showed no anemia or 
inflammation. The patient has taken 
diclofenac once a day due to chronic low 
back pain. Abdomen ultrasound was normal. 
There was no family history of inflammatory 
bowel disease or colon cancer. As part of the 
investigation for diarrhoea a colonoscopy 
was performed, which showed an ulceration 
in the rectum. The terminal ileum and rest of 
the colon appeared normal. Biopsies showed 
an ulcerative inflammation compatible with 
NSAID-induced enteropathy.  
CASE 4 
A 82-year-old woman presented with blood 
in the stool. Haemoglobin measured 10.1 
g/dl and mean corpuscular volume was 87 fl. 
Medical history included osteoarthritis of the 
left hip requiring diclofenac. Abdomen was 
soft, non-tender and with normal bowel 
sound. Bleeding stopped spontaneously. 
Upper gastrointestinal endoscopy showed 
Helicobacer pylori negative pangastritis. 
Colonoscopy presented ulceration in the 
ascending colon and one in the sigma. The 

suspicion of NSAID-induced enteropathy 
could be confirmed by the biopsies. 
CASE 5 
A 71-year-old woman presented with nmon-
bloody diarrhoea and nausea without 
vomiting. NSAID had been taken several 
times in the last month prior to admission to 
hospital due to chronic back pain. The blood 
examination showed a normocytic anemia 
(hemoglobin 8.2 g/dl). The patient had 
arterial hypertension leading to terminal 
dialysis-dependent kidney-insufficiency. 
Colonoscopy revealed an ulcerative 
inflammation at the ileocecal valve with a 
non-passable stricture. Biopsies showed a 
severe inflammation compatible with NSAID-
induced enteropathy.  
CASE 6 
A 60-year-old woman presented with a 
severe microcytic anemia (hemoglobin 5.0 
g/dl) without signs of intestinal bleeding. No 
abdominal pain was reported. She took 
regularly diclofenac due to chronic back pain. 
Colonoscopy showed a partly ulcerative 
inflammation at the ileocecal valve with a 
non-passable stenosis (Figure 3). Biopsies 
showed a severe, partly ulcerative, 
inflammation compatible with NSAID-
induced enteropathy. 

 
Figure 3: Finding in colonoscopy showing a partly ulcerative inflammation at the ileocecal 
valve with a non-passable stenosis. 
 
DISCUSSION 
NSAID are regarded as one of the most 
widely prescribed medications for pain relief, 
treatment of rheumatic diseases and are 

available as over-the-counter medicine. 
Despite the beneficial effects associated with 
their long-term use such as the decrease in 
colorectal cancer risk and regression of 
existing polyps, side effects are not rare.  
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NSAID-induced colopathy is diagnosed based 
on the following criteria: (1) presence of 
colonic lesions confirmed by colonoscopy; 
(2) administration of NSAIDs before colitis; 
(3) absence of other diseases, such as 
inflammatory bowel disease, amyloidosis, 
infectious colitis, and ischemic colitis; and (4) 
confirmation of improved ulcers by repeated 
colonoscopy after discontinuation of NSAIDs 
[8,9]. We used criteria 1, 2 and 3 for the 
diagnosis of NSAID-induced colopathy. 
 Here, we would like to highlight our case 
series for a number of reasons (Table 1). 
First, the endoscopic findings were located 
from the terminal ileum to the rectum. In 
four cases the endoscopic findings were 
located only in one segment. Mucosal lesions 

can be distributed continuous (case 2) but 
also discontinuous (case 4). NSAID induced 
colopathy is not rare, but diagnosis may be 
difficult due to the vast spectrum of clinical 
presentation, including inflammation, 
ulceration, stricture formation, bleeding, 
perforation, acute diarrhea, exacerbation of 
inflammatory bowel disease, and diaphragm-
like strictures. Our six cases of NSAID-
induced colopathy presented different 
symptoms. Two patients consulted our clinic 
for abdominal pain, two because of diarrhea, 
one because of blood in stool, and one 
presented with anemia. Anemia and 
abdominal pain were the most common 
reported symptoms of NSAID colopathy [10].  

 
Table 1: Characteristics of patients with NSAID-induced colopathy, their lesions, and localization of 
their lesions. 

Age Gender NSAID Symptoms Investigation Localization Lesion 

72 F Ibuprofen Abdominal pain Colonoscopy Terminal ileum Ulceration 

24 F NSAID Abdominal pain Colonoscopy, 
CT 

Terminal ileum 
to sigma 

Ulceration 

57 F Diclofenac Diarrhoea Colonoscopy Rectum Ulceration 

82 F Diclofenac Blood in stool Colonoscopy Ascendens 
colon, sigma 

Ulceration 

71 F NSAID Nausea, 
diarrhoea, anemia 

Colonoscopy Ileocecal valve Stricture, 
Ulceration 

60 F Diclofenac Anemia Colonoscopy Ileocecal valve Ulceration 

Delay in diagnosis, which has been estimated 
to be 1.8 years, (range 0-15 years), although 
some cases were described following short-
term exposure to NSAID. This delay is due to 
the non-specific clinical presentation. In 
addition, symptoms vary depending on the 
site of the mucosal lesion, so that there is no 
typical clinical leading symptom.  
Another interesting point of our case series is 
that the age ranged from 24-82 years (mean 
61 years). Manipalle analyzed 45 cases with 
an age ranging from 48 to 90 years [11]. 
Snipelisky reported NSAID colopathy in a 37 
year old man with abdominal pain [12]. To 
our knowledge, case 2 is the youngest patient 
ever reported with NSAID-induced 
colopathy.  
NSAID-induced colopathy has been described 
more often in women than in men. A possible 
reason could be that women take NSAID 
more often, but genetic susceptibility has to 
be discussed as well. The pathogenesis of 
NSAID-induced colopathy is not clear, but 

prostaglandins (PGs) seem to be involved. 
Prostaglandins (PG) play a critical role in 
maintaining the mucosal defense system. 
Inhibition of COX leading to decreased 
mucosal PGs is considered as the most 
important factor in the pathogenesis of 
NSAID-induced mucosal damage [13-15]. Old 
people and patients on long-term treatment 
are considered to be high risk groups. 
Confusional macroendoscopic pictures 
leading to the misdiagnosis of inflammatory 
bowel disease and ischemic colitis as well as 
misinterpretation of histopathology is not 
infrequent. Awareness of the clinical, 
endoscopic, and histopathologic aspects of 
NSAID-induced colopathy as well as detailed 
medical drug history is therefore necessary. 
Histopathologic findings of ischemic-type 
necrosis in the biopsy should raise the 
suspicion of NSAID colopathy [10]. 
The endoscopic picture includes solitary or 
multiple erosions, ulcerations, strictures, and 
sometimes pathognomic diaphragm-like 
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strictures. These findings are restricted 
predominantly to the right-sided colon. Early 
detection of this disease helps in prevention 
of further progression.  
There is actually no way to prevent NSAID-
induced colopathy. Prevention of NSAID-
induced colopathy by routine addition of 
misoprostol seems not to be successful. Some 
studies showed successful treatment with 
sulphasalazine and metronidazole. 
Therefore, discontinuation of NSAID use or at 
least dose reduction is the main principle of 
treatment. This action has been shown to 
resolve the symptoms resulting from 
inflammation associated colonic diaphragms 
within a short period of time. However, 
scarred lesions with stricture formation fail 
mostly to heal and mandate endoscopic 
intervention e.g. pneumatic dilatation and 
placement of a metal stent or even surgical 
resection [16-18].  
Kurahara et al. described 13 patients with 
NSAID-induced uncomplicated ulceration. In 
all cases ulceration healed had upon repeat 
colonoscopy at 3-10 weeks after withdrawal 
of the NSAID without stricture [9]. Other 
medical therapies that showed promising 
results were steroids and 5-aminosalicayl 
acid [19-21].  
COX-2 inhibitors lack some side effects of the 
NSAID, but there is little available evidence 
on their possible side effect on colon [22]. 
There are case reports of acute hemorrhagic 
colitis under rofecoxib therapy, which 
resolved after stopping the therapy.  
CONCLUSION 
NSAID induced colopathy is not rare, but 
diagnosis may be difficult due to the vast 
spectrum of clinical presentation. Delay in 
diagnosis is due to the non-specific clinical 
presentation. Awareness of the clinical, 
endoscopic, and histopathologic aspects of 
NSAID-induced colopathy as well as detailed 
medical drug history is therefore necessary. 
There is actually no way to prevent NSAID-
induced colopathy. Therefore, 
discontinuation of NSAID use or at least dose 
reduction is the main principle of treatment. 
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