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ABSTRACT
BACKGROUND

Although Helicobacter pylori and non-steroidal anti-inflammatory drugs
(NSAIDs) are the main causes of peptic ulcers disease (PUD), recently the
prevalence of idiopathic peptic ulcer (IPU) is increasing in most parts of the
world. The aim of this study was to assess the prevalence of IPU in Kerman,
the center of largest province in south-east Iran.

METHODS

‘We included 215 patients with peptic ulcer in our study. Combined methods
rapid urease test (RUT), histology, and real time polymerase chain reaction
(PCR) was performed on endoscopic samples of peptic ulcers. NSAID use was
determined by medical history. SPSS software version 16 was used for data
analysis. p value<0.05 was considered as statistically significant.

RESULTS

Of 215 consecutive patients with peptic ulcer, four (1.8%) had H.pylori-
negative and NSAID-negative PUD. There were not significant differences be-
tween patients with IPU and patients with peptic ulcer associated with H.pylori
or NSAIDs regarding the sex, age, cigarette smoking, and opioid abuse.

CONCLUSION

Our study showed that in contrast to other reports from western and some
Asian countries, the prevalence of IPU is low in Kerman and H.pylori infection
is still the major cause of PUD. We recommend a large and multi-central study
to determine the prevalence of IPU in Iran.
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INTRODUCTION

After the discovery of Helicobacter pylori (H.pylori), the possibility
of its association with pathogenesis of peptic ulcers disease (PUD) was
discussed by Warren and Marshall in 1983."> H.pylori may be an im-
portant cause in 90-95% of duodenal and 70-90% of gastric ulcers.? In
addition to H.pylori, non-steroidal anti-inflammatory drugs (NSAIDs)
are the other most common causes of PUD.* Zollinger-Ellison syn-




drome, smoking, Crohn’s disease, and viral infec-
tions are the other less common causes of PUD.?
However, recently some studies show an increase
in the prevalence of idiopathic peptic ulcer (IPU),
which is defined as gastric or duodenal ulcers with-
out these known risk factors. In a study by Xia
and colleagues the prevalence of IPU was 40% in
Australia.® Also, Goenka and co-workers reported
a similar result in India in 2011.7 But a few stud-
ies from Italy and Japan show that the frequency of
IPU is still low in these societies.®® IPU in contrast
to other well known PUD has higher recurrence,
more complications, and difficult management.!%!!

The prevalence of IPU in 61 patients with PUD
that were complicated with gastrointestinal bleed-
ing was reported about 13% by Rajabalinia in
Taleghani Hospital (a medical center in the capital
of Iran) in 2011.12

The aim of this study was to assess the prevalence
of IPU in Kerman, the center of the largest province
in south-east Iran. To the best of our knowledge up
to now no study has been performed for estimation
of the prevalence of IPU in south-east Iran.

MATERIALS AND METHODS
Patients

From January 2012 to December 2013, we in-
cluded 215 consecutive patients with an endoscopi-
cally defined active peptic ulcer in our study. The
diagnosis of PUD was made by loss of mucosal
integrity >5 mm. According to its location, PUD
was classified as gastric, duodenal, or coexistent.
Patients were defined as NSAID users if they had
any history of taking NSAIDs (including low doses
of aspirin) within 30 days before endoscopy.

Exclusion criteria were: patients with histopa-
thology consistent with malignant changes such
as adenocarcinoma, lymphoma, Gastro Intestinal
Stromal Tumors (GIST), metastasis, and Crohn’s
disease or presence of liver , kidney, and coagula-
tion disorders.

Diagnostic Methods for H. Pylori Infection
During the upper GI endoscopy, four biopsy
samples were taken from the body and antrum of
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gastric mucosa and rapid urease test (RUT) was
done for two of the samples and if negative other
specimens were sent for histological assessment
(hematoxylin and eosin staining). Real time poly-
merase chain reaction (PCR) was performed for the
samples that had negative results in two previous
tests. Patients were considered infected if any of the
three diagnostic tests had a positive result.

Statistical analysis

Frequency and percentage were used for
categorized qualitative variables in addition to
mean and standard deviation for quantitative vari-
ables. Pearson’s Chi squared test and also Fisher’s
exact test were used to compare demographic vari-
able between patients with IPU and patients with
H.pylori or NSAIDs associated PUD. SPSS soft-
ware version 16 was used for data analysis. p val-
ue<0.05 was considered as statistically significant.

Ethics

All patients with PUD who were referred for up-
per gastrointestinal endoscopy consented to partici-
pate and the Ethical Review Committee of the Fac-
ulty of Medicine, Kerman University of Medical
Sciences approved the protocol of this survey.

RESULTS

215 patients with PUD were enrolled in this
study. NSAID use during the previous 30 days was
observed in 46 of the patients with PUD (21.4%).
Locations of ulcer and demographic variables of
the patients are summarized in table 1.

RUT was positive in 197 (91%) patients and 11
patients with negative RUT had histological assess-
ment consistent to H.pylori infection (61.1%). Real
time PCR was performed in all patients with nega-
tive RUT and histological resalts 7(3.2%). H.pylori
was not to detect in these patients by PCR.

Subsequently, of the 215 patients with PUD, 7
patients had negative H.pylori results (3.2%).

Drug history of NSAIDS use was positive in 43
(39.1%) patients with positive H.pylori tests. Only
four patients with negative H.pylori tests had also
no history of recent NSAIDS use. so, the preva-




pLZ Prevalence of Idiopathic Peptic Ulcer

Table 1: Clinical and demographic features of the patients with
PUD

Characteristic Frequency n (%)
Total number of patients 215(100)
men 134(62.3)
women 81(37.7)
Age (mean) 62+15.2
NSAID/aspirin use 46 (21.4)
Smoking 34(15.8)
Opioid Abusers 34 (15.8)
DU 135(62.7)
Ulcer location GU 65(30.2)
DU + GU 15(6.9)

NSAID, non-steroidal anti-inflammatory drug; DU, duodenal ulcer;
GU, gastric ulcer.

Table 2: Comparison between patients with idiopathic peptic
ulcer and peptic ulcer associated with H. pylori or NSAIDs use
(univariate analysis)

. . H. pylori or
Idlo‘pathlc NSAIDs-
peptic ulcer . p value
(n=4) positive
(n=211)
Male No.(%) (50)2 (62.5) 132 0.3
Age(mean=SE) 15+61 15.4 63 0.1
Smoking No.(%) 251 (15.6) 33 0.5
Opioid Abusers
No.(%) 251 (15.6) 33 0.5

lence of H.pylori and NSAIDS negative PUD was
1.8% (figure 1).

There were not significant differences between
patients with IPU and patients with peptic ulcer asso-
ciated with H.pylori or NSAIDs in regarding the sex,
age, cigarette smoking, and opioid abuse (table 2).

DISCUSSION

The prevalence of IPU in our study was 1.8%.
Up to now numerous studies have been published
for estimating the prevalence of IPU in Asia. From
1999 to 2003 the prevalence of IPU was estimated
as 1.3-4.1% in five studies in different parts of Asia
but recent studies show that this prevalence has in-
creased to 10-30%. So the prevalence of IPU is in-
creasing in most parts of the world.>!

The main reason that may explain the low prev-
alence of IPU in our study was the high preva-
lence of H.pylori in Iranian population especially
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Fig. 1: Frequency of PUD and Helicobacter pylori status. Of the
215 patients who were found to have PUD 96.7% were H.pylori
positive and only 4 patients (1.8%) were negative for both H.pylori
and NSAIDs.

in southern Iran'*!¢. The H.pylori infection rate in
the Iranian population was reported as 57-91%.
Besides, the prevalence of H.pylori i infection is
very high in southern Iran.!”'® In Shiraz, a city in
the south of Iran, 98% of 2-year-old children have
positive H.pylori stool antigen.'” Barazandeh and
colleagues in a large endoscopic systematic in-
vestigation in north west of Iran in 2012 detected
H.pylori in 93.9% of gastric and 100% of duode-
nal ulcers.”?’Low socioeconomic status and poor
hygiene have been described as risk factors of
H.pylori infection. 4!

The strength of our study was using the real time
PCR for all patients whose H.pylori infection was
not detected by RUT and histological examina-
tions. In spite of the presence of several diagnos-
tic tests to determine H.pylori infection status, the
best method to be used as “gold standard” is uncer-
tain.??>* Combining the results of two or more tests
at the same time similar to what we did in our study
may be one solution. PCR with the sensitivity and
specificity of 75-100% and 84-100%, respectively,
may be slightly superior than the other diagnostic
tests, especially in detecting low bacterial loads.?32*

The major limitation of our study was that diag-
nosis of Aspirin and other NSAIDs users was ac-
cording to only medical history. In many countries
Aspirin and other NSAIDs are available as over the
counter drugs and some users deny their consump-
tions.’. In a study by Hirschowitz and colleagues
about 50% of patients with refractory PUD and
negative medical history of NSAIDs use had high
blood level for salicylic acid.?




In summary, our study showed that in contrast to
other studies from western and some Asian coun-
tries, the prevalence of IPU is low in Kerman, and
H.pylori infection is still the major cause of PUD.
We recommend a large and multi-central study to
determine the prevalence of IPU in Iran.
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