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RÉSUMÉ

Ulcère rectal compliqué d’une hémorragie gastro-in-
testinale: rappel sur les effets gastro-intestinaux des 
anti-inflammatoires non-stéroïdiens

Introduction. Les anti-inflammatoire non-stéroïdiens 
(AINS) sont fréquemment utilisés dans le monde en-
tier en tant qu’antalgiques et antipyrétique. Les effets 
secondaires multiples (gastro-intestinaux, cardio- vas-
culaires, rénaux) sont bien connus et malgré le fait 
d’avoir actuellement le choix des mesures préventives 
pour les complications digestives supérieures, on 
connait très peu en ce qui concerne la prévention des 
complications digestives inferieures. Il y a plusieurs fac-
teurs de risque identifiés, surtout l’âge au-dessus de 65 
ans, les lésions muqueuses préexistantes, les facteurs 
d’agression associés (corticothérapie, anticoagulants, 
radiothérapie).
Rapport du cas. Nous rapportons le cas d’un patient 
âgé de 76 ans qui présente un ulcère rectal solitaire, 
profond et hémorragique, survenu à la suite de l’utili-
sation d’AINS, dans un contexte préexistant d’érosion 

ABSTRACT

Introduction. Non-steroidal anti-inflammatory drugs 
(NSAID) use for adequate pain control and antipyretic 
effect is common worldwide. Multiple side effects (gas-
trointestinal, cardiovascular, renal) are well known 
and despite preventive measures for the upper digestive 
tract, less is known and can be done on the lower gas-
trointestinal tract. Several risk factors have been identi-
fied, especially age over 65 years, pre-existing mucosal 
lesions, concomitant aggressive factors (corticotherapy, 
antithrombotic medication, radiotherapy).
Case presentation. We present the case of a 
76-year-old male, who developed a deep hemorrhagic 
solitary rectal ulcer following NSAID administration, 
on a pre-existing minor post-radiation erosion and 
chronic radiation proctitis.
Conclusions. The case is a reminder of NSAID gas-
trointestinal complications; though well documented 
on the upper GI tract, they should not be neglected 
on the lower tract, especially in elderly patients with 
pre-existing lesions or concomitant aggressive factors. 
Limited time exposure doesn’t seem to be a guarantee 
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INTRODUCTION

Non-steroidal anti-inflammatory drugs (NSAID) 
are among the most common used drugs in the world, 
especially for adequate pain control and antipyretic 
effect. NSAID-induced inhibition of mucosal prosta-
glandin synthesis is the major mechanism of gastro-
intestinal mucosal injury1. 1-2% of NSAID users ex-
perience serious gastrointestinal events2 and 30-50% 
of them have endoscopic lesions (ranging from mild 
erosions to hemorrhagic ulcerations), with or with-
out significant clinical symptoms (abdominal pain, 
nausea, vomiting) before bleeding2,3. Some preven-
tive measures can be used to reduce upper digestive 
tract complications (endoscopic lesions and especially 
bleeding), such as use of proton pump inhibitors or 
selective cyclooxigenase-2 inhibitors, or enteral nu-
trition4. Less is known and can be done to prevent 
lower gastrointestinal (GI) complications following 
NSAID administration. Lately, NSAID-induced 
upper GI tract complications have decreased, but 
NSAID-related problems in the lower gastro-intesti-
nal (GI) tract have increased5.

CASE PRESENTATION

We present the case of a 76-year-old male, who 
presented in February 2016 in an ambulatory unit 
for mild repeated proctorrhagia and intense anal 
discomfort, both following NSAID use (2 tablets of 
Ibuprofen of 600mg, orally, self-administered for a 
mild upper respiratory tract infection and flu-like 
symptoms). Otherwise, the patient was in good 
clinical status, hemodynamically stable, afebrile. 
Abdominal examination revealed no tenderness. 
Complete blood count showed mild anemia, with 
a hemoglobin value of 10 g/dL, no renal or hepatic 
impairment.

Patient’s personal history included several 
events: in 2010, he was diagnosed with prostate can-
cer, treated with bilateral orchiectomy and external 
beam pelvic radiotherapy during 2011 (finished), 
followed by hormone therapy (androgen depriva-
tion-Zoladex). Afterwards, the oncologic evolution 
was good, with no significant clinical or biological 
impairment. The patient had no significant car-
dio-vascular, pulmonary, renal or hepatic comorbidi-
ties. In December 2013, the patient presented mod-
erate anal discomfort, mostly pain at defecation, but 
no rectal bleeding, abdominal pain or weight loss. 
He had a normal complete blood count, no weight 
loss or other alarm symptoms. At that moment, low-
er GI endoscopy was performed and revealed the fol-
lowing: a solitary rectal superficial ulcerated lesion, 
with no macroscopic signs of malignancy. Other 
associated lesions at that moment included chronic 
radiation colitis (multiple spotted telangiectasias), 
left colon uncomplicated diverticulosis and small 
internal hemorrhoids.

Due to new onset symptoms, in February 2016, 
lower GI endoscopy was repeated and revealed a 
much deeper rectal ulcer with stigmata of recent 
hemorrhage, at the same spot of the previous super-
ficial ulcerated lesion, most probably aggravated due 
to recent NSAID use. The treatment consisted in dis-
continuation of NSAID, rifaximine 2 tbs x 3 times 
per day (10 days), topical treatment with hyaluronic 
acid suppositories for 2 weeks. The patient had a very 
good clinical evolution, with spectacular quick remis-
sion of pain, while bleeding stopped the next day. In 
May 2016, on patient’s request (fear of prostate can-
cer invasion and relapse), lower GI endoscopy was re-
peated, which revealed mucosal healing, only a small 
linear scar with no signs of malignancy (macro- and 
microscopic examination).

mineure des muqueuses post radiation et d’une rectite 
radique chronique.
Conclusions. Ce cas représente un rappel sur la 
toxicité gastro-intestinale des AINS, bien connue sur 
le tractus digestif supérieur, mais qui doit être égale-
ment prise en compte pour le tractus digestif inférieur 
surtout chez les patients âgés présentant des lésions 
préexistantes ou des facteurs d’agression associés. Le 
temps réduit d’utilisation ne semble pas d’être une 
garantie en ce qui concerne la prévention des com-
plications graves comme l’hémorragie ou les lésions 
profondes.

Mots-clés: saignement gastro-intestinal inférieur, 
AINS, ulcère rectal hémorragique.

of avoiding more serious complications, such as bleed-
ing or deeper lesions.

Keywords: lower gastrointestinal bleeding, NSAID, 
hemorrhagic rectal ulcer.

Abbreviations list:
NSAID – non-steroidal anti-inflammatory drugs; 
OTC – over the counter; GI – gastrointestinal; NBI – 
narrow band imaging.
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DISCUSSION

Both over the counter (OTC), as well as pre-
scription-based NSAID use, is a common practice 
worldwide, mostly for adequate pain control, but 

also for mild inflammatory diseases, especially res-
piratory tract infections or common flu-like symp-
toms6.

NSAID use has been largely associated with multi-
ple side effects (cardiovascular, renal, gastrointestinal) 

Figure 1a. Minimal rectal ulceration 
following pelvic therapy.

Figure 1c. Same lesion, detail in retroverse vision of the 
lower rectum, just above the anal verge.

Figure 2a. Larger rectal ulcer, 
following NSAID administration.

Figure 1b. Same lesion, detail in NBI (narrow band 
imaging) examination, no sign of malignancy.

Figure 1d. Multiple diffuse telangiectasias, 
left sided radiation colitis

Figure 2b. Same lesion, closer detail in NBI examination.
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and some patients are at increased risk7. In 2005, 
The United States Food and Drug Administration 
(FDA) released a scientific statement emphasizing 
„the importance of using the lowest effective dose 
for the shortest duration possible if treatment with 
an NSAID is warranted for an individual patient6“. 
GI side effects are more common than cardiovascular 
or renal ones7, and in the United States they repre-
sent the most common drug-related side effects. GI 
complications include upper and lower tract bleeding 
and, to a lesser extent, obstructions and perforations8. 
Several risk factors for GI bleeding have been identi-
fied: age over 60-65 years old, high-dose or multiple 
NSAID use, simultaneous use of other drugs (aspirin 
or other antithrombotic therapy, corticotherapy, selec-
tive serotonin reuptake inhibitors), hemodialysis, his-
tory of gastrointestinal injury9. Upper GI tract lesions 
are more frequent than lower ones, despite latter are 
increasing, and both have relatively constant morbid-
ity and mortality rates8,10. Damage to the lower GI 
tract has not been widely studied and remains poorly 
characterized, despite increased importance11. Several 
prevention measures are available for upper GI bleed-
ing: concomitant use of proton pump inhibitors, erad-
ication of Helicobacter pylori, etc. However, limited 
prevention measures are available for lower GI bleed-
ing: avoidance of non-aspirin NSAID use in patients 
with a history of acute lower GI bleeding, especially if 
secondary to diverticulosis or angiectasis, avoidance 
of aspirin for primary prevention of cardiovascular 
events in most patients with lower GI bleeding5,12,13. 
Consistent protective measures are also lacking in cur-
rent guidelines or medical literature12,13.

In our patient, we can identify several risk fac-
tors: age over 65 years, pre-existing neoplasia (pros-
tate cancer) and pre-existing multiple colonic lesions 
as a possible cause for lower GI bleeding (left sided 

colonic diverticulosis, chronic radiation colitis, hem-
orrhoids, radiation induced solitary rectal ulcer). 
However, serial endoscopic examination showed the 
aggravating effect of NSAID use on a minor pre-exist-
ing lesion, with evolution from mild erosion to deep 
hemorrhagic ulcer. Another fact to be considered is 
the limited administration, with only 2 tablets of 
NSAID, so despite limited but rather high dosage, 
important mucosal damage and complications ap-
peared. The most important risk factors in this case 
seem to be age, but mostly the personal history with 
radiation colitis that predisposed to hemorrhagic ul-
cer, despite limited time exposure to the aggressive 
factor.

External radiotherapy is a common treatment 
for a wide range of cancers, pelvic radiotherapy be-
ing used mostly for gynecologic cancers in women, 
prostate cancer in men, as well as rectal cancer in 
both sexes. Approximately 70% of all cancer patients 
receive radiotherapy in the course of their disease, 
while radiotherapy plays a central role in 25% of all 
cancer treatments14.

Radiation injury can present acutely during ra-
diotherapy or soon after, because of acute mucosal 
injury and inflammation, or it can present insidiously 
within few months or sometimes even years after ra-
diotherapy, due to a chronic process of transmural 
fibrosis and vascular sclerosis, as in the case of our 
patient15. Treatment of delayed radiation injury is dif-
ficult, as it is often refractory, but several therapeutic 
modalities are available, with a wide range of clinical 
results15-18. Topical agents such as formalin19 or bu-
tyrate enemas were reported to improve symptoms 
in the acute setting, but with no impact on chronic 
radiation proctitis20. Corticotherapy administered 
as steroid enemas may alleviate symptoms, but has 
no proven impact on mucosal healing14. One of the 
most promising therapies seems to be hyperbaric oxy-
gen21, while antioxidants still need to be studied and 
validated14,22. Hyperbaric oxygen was suggested to ex-
ert its therapeutic role in chronic radiation proctitis 
through induction of neovascularization that reverses 
tissue hypoxia, with trophic effect on vasculogenic 
stem cells21,23. In our patient, chronic radiation colitis 
was practically clinically asymptomatic and endoscop-
ic lesions were minimal until NSAID administration, 
so no chronic treatment was needed before.

CONCLUSIONS

The case illustrates important NSAID-related 
mucosal injury and toxicity on the lower GI tract 
after very limited time exposure, in a patient with 
a few risk factors: age and pre-existing multiple le-
sions. Since limited preventive measures are available 

Figure 3. Mucosal healing, minimal linear scar 
with no macroscopic signs of malignancy.
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on the lower GI tract, two key messages should be 
remembered: 1) before prescribing NSAIDs, it is man-
datory to evaluate pre-existing risk factors, especially 
mucosal GI lesions, though cardiovascular or renal 
problems should never be neglected; 2) OTC admin-
istration should probably be limited in the future, 
especially in elderly patients with comorbidities and 
possible hidden risk factors, in whom close medical 
supervision or direct counselling would be a better 
option.
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