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GASTROINTESTINAL COMPLICATIONS DURING USE OF ANTI-INFLAMMATORY DRUGS
FOR ORTHOPEDIC DISEASES

Giuseppe Margiotta', Antonio Sanfilippo', Maurizio Filippo Accardo?,
Provvidenza Damiani?, Alessandro Geraci*, Giovanni Tomasello®

SUMMARY

Non-Steroidal Anti-inflammatory Drugs (NSAIDs) are molecules that inhibit the function-
ality of cyclooxygenase, resulting in suppression of prostaglandin production. Primary
physicians and specialist clinics frequently prescribe NSAIDs for the treatment of os-
teoarticular diseases such as tendinitis, bursitis, synovitis, spondylitis and osteoarthritis.
This analysis aims to study gastrointestinal complications in orthopedic patients, caused
by the use of NSAIDs, employing esophagogastroduodenoscopy and colonoscopy.

INTRODUCTION

Inflammation can be triggered by infectious, chemical and physical causes. Several fac-
tors contribute to its development, such as E-, P-, L-selectin, intercellular adhesion mole-
cules (ICAM-1), vascular adhesion molecules (VCAM-1), soluble mediators such as inter-
leukins (IL)-1, (IL)-2, (IL)-6 and (IL)-8, as well as tumor necrosis factor, whose concentra-
tion increases significantly in the synovium of patients with joint diseases. The soluble
inflammation mediators are responsible for the production of PGE, and PGE, that insti-
gate the development of clinical signs of inflammation. The use of Non-Steroidal Anti-
inflammatory Drugs (NSAIDs) is essential for reaching therapeutic goals. The main ef-
fects of NSAIDs derive from their ability to inhibit the synthesis of prostaglandins by
blocking the function of cyclooxygenase. There are two isoforms of cyclooxygenase
(COX); the first, COX-1[1], is the constitutive isoform found in most tissues, while the
second, COX-2, is induced under conditions of phlogosis by cytokines and inflammatory
mediators. For the purposes of this study, it is important to note that only COX-1 is con-
stitutively expressed in the stomach. Patients with inflammatory bone and joint prob-
lems (tendinitis, bursitis, synovitis, spondylitis, osteoarthritis) are turning to their pri-
mary physicians or specialists for pain management in order to improve function and
quality of life. Chronic pain occurs frequently, having a negative impact on the patient
and society; therefore, it should be seen as an important public health problem [2] de-
serving more attention. The treatment of choice in such cases is usually nimesulide or
diclofenac in a bi-daily dose, with continued monitoring of the patient over time to en-
sure better care and avoid self-medication abuse. Complications [3] such as hemorrhagic
gastritis, peptic ulcer or “non-erosive gastro-esophageal reflux disease”, cause symptoms
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and signs including belching, nausea,
pyrosis, heartburn, gastro-esophageal
reflux and haematemesis. Abdominal colic,
stools with bloody mucus, diarrhea and
melena have been reported by patients
suffering from nonspecific colitis and hem-
orrhagic colitis.

MATERIALS AND METHODS

From April to June of 2010, 103 patients
(64 women and 39 men) seen at the Ortho-
pedics and Traumatology Unit of the Poly-
clinic of Palermo, Italy, were included in
this study; average age was 73 years
(range 62 to 84 years). Through anamnesis
and physical examinations, symptoms such
as inflammation of tendons, serous mem-
branes and synovium, as well as spondy-
litis were observed; these can all be consid-
ered exacerbations of osteoarthritis, a
disease common among the study sub-
jects.

IN ORDER TO IMPROVE the functional im-
pairment of the joint involved and elimi-
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nate the pain, patients received anti-
inflammatory therapy twice a day; the
drugs used were nimesulide (100 mg
orally) for 50 patients and diclofenac (100
mg orally) for the remaining 53 patients.
When patients returned for a clinical reas-
sessment, 70% reported symptoms and
signs compatible with gastrointestinal
disease. Symptomatic patients were treated
with proton pump inhibitors [4] for 15
days; a few continued to suffer from gas-
trointestinal symptoms, so it was decided
to perform endoscopic examinations in
these patients. The first group reported
belching, nausea, heartburn, gastro-
esophageal reflux, pyrosis and melena,
and we decided to refer some of these
patients to esophagogastroduodenoscopy
for an accurate diagnostic analysis. The
second group reported abdominal colic,
stools with bloody mucus and diarrhea,
and it was decided to refer some of these
patients for a colonoscopy for an accurate
diagnostic analysis.
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Figure 1. Level of Joint Involvement: In this figure, the abscissa illustrates the joints affected, and
the ordinate the percentage of affected patients. The joints subjected to more physical stress
seem to be more prone to developing inflammatory diseases.
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Figure 2. Esophagogastroduodenoscopy findings: The enteric and gastric mucosal lesions were
detected by EGD examination, and this figure illustrates that among patients treated with nime-
sulide, lesions were more common and also more severe, while patients treated with diclofenac
presented fewer lesions which were also less severe.

RESULTS
The patients’ problems can be grouped

according to the location of the pain, with
the following breakdown: pain in lower
back, wrist or shoulder, respectively in
18%, 10% and 11% of patients; pain in
knee, ankle or hip, respectively in 19%,
17% and 12% of patients [5] (fig. 1). 43
patients reported gastric symptoms, and
of these 13 suffering from heartburn,
gastro-esophageal reflux and melena were
subjected to esophagogastroduodeno-
scopy (EGD). The results of endoscopic
examinations showed the following situa-
tions: of two patients with melena, one
had an erosive gastritis and the other a
duodenal ulcer; four patients with heart-
burn had florid gastritis; of six patients
with gastro-esophageal reflux and pyrosis,
four were found to have a B grade esopha-
gitis, and two an A grade esophagitis (the
Los Angeles Classification system was
used). One patient who reported symp-

toms for gastro-esophageal reflux disease
did not show signs of injury in the EGD
examination and was therefore classified
as having a “non-erosive gastro-esophageal
reflux disease”. Three patients refused to
undergo EGDs and were asked to undergo
treatment for heartburn and epigastric
pain (fig. 2). Other 29 patients showed
signs of colic, and of these only nine were
submitted to a colonoscopy. The endo-
scopic examinations found six patients
suffering from stools with bloody mucus
and diarrhea to have a proctosigmoiditis,
while three patients with abdominal colic
were found to have a non-specific colitis.
Two patients refused to undergo colono-
scopy, regardless of having reported ab-
dominal colic and stools with bloody mu-
cous. In one patient undergoing colono-
scopy, it was not possible to complete the
examination beyond the sigmoid due to
the presence of a semi-solid stool (fig. 3).
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Figure 3. Colonoscopic
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DISCUSSION

oint inflammation affects approximately
50% of people over 65 with a basic os-
teoarthritic disease, and average physical
efforts necessary for leading a normal daily
life can easily induce the inflammation of
tendons, serous membranes and lumbar
muscles in these patients. The use of Non-
Steroidal Anti-inflammatory Drugs (NSAIDs)
is being increasingly demanded by patients
themselves, and encouraged by physicians,
in order to reach the main therapeutic
goals, such as functional improvement [6]
and elimination of pain. The study we
conducted shows that the gastrointestinal
complications caused by NSAID abuse is
sometimes so severe as to lead to an exac-
erbation of co-morbidities often present in
patients over 65. In this study, nimesulide
and diclofenac were administered. Nimesu-
lide was found to be primarily responsible
for the onset of gastrointestinal complica-
tions, with diclofenac being responsible for
more minor complications. Considering
that the use of NSAIDs is often inevitable,
in patients over 65 years old, cox 2 inhibi-
tor drugs should be used, in association
with a proton pump inhibitor to ensure a

complete protection of the gastrointestinal
mucosa.
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