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Background: Heartburn is a common manifestation
of gastroesophageal reflux disease. Barrett’s esopha
gus and esophageal adenocarcinoma, known com
plications of this disease, appear to be less prevalent
in Asia than in Western countries. We looked for
endoscopic and histologic evidence of Barrett’s esopha
gus in Iranian patients with heartburn. Methods: Dur
ing September 2001 to September 2003, endoscopy
was done in all patients with heartburn, either lasting
longer than 3 months (n=1182) or for 1-3 months but
resistant to 4 weeks of omeprazole therapy (n=66).
Biopsy was taken from columnar-lined mucosa above
the GE junction, at 5 cm above the Z line in normal
appearing mucosa, and from any abnormal areas.
Results: Of the 1248 patients (mean age 45 [SD
15.5] years, 750 men; duration of heartburn 68 [SD
87.5] months), 960 (66.5%) had erosive esophagitis
and 30 (2.4%) had Barrett’s esophagus, including 10
and 20 with long- and short-segment involvement,
respectively. Of 134 patients with normal-appearing
mucosa, 122 had histologic evidence of esophagitis.
Conclusion: Barrett’s esophagus may be less com
mon in Iran than in Western countries, despite pres
ence of severe heartburn and erosive esophagitis.
[Indian J Gastroenterol 2005;24:236-238]

S

ymptoms of gastroesophageal reflux disease
(GERD) are one of the commonest complaints
in the Western population. 1 In a study of 216,720
adults in the United States, GERD was the most
common (59%) chronic acid-related disorder. 2
Patients with long-standing GERD are suscep
tible to Barrett’s esophagus (BE).3 BE is defined as
intestinal-type metaplasia of the mucosa lining the
tubular esophagus and excludes intestinal metapla
sia of the cardia. 4 This specialized columnar epithe
lium may be complicated by adenocarcinoma. 4,5 The
incidence of adenocarcinoma of the esophagus has
risen rapidly in the US and Western Europe, 6 and
has nearly quadrupled during the past two decades. 7,8
Several risk factors including cigarette smoking and
obesity may have contributed to this trend. 9 A si
multaneous decline in the frequency of Helicobacter
pylori infection suggests that this infection may
Copyright © 2005 by Indian Society of Gastroenterology

protect against the development of GERD, BE and
esophageal adenocarinoma. 8,10,11
In Asia, complications of GERD such as BE
and esophageal adenocarcinoma are believed to be
less common than in the Western population. 11 In
view of this, and a high rate of H. pylori infection
(>85% in most areas) in the Iranian population, 12,13
we studied clinical, endoscopic and histological findings
in patients with heartburn.
Methods
During September 2001 to September 2003, all pa
tients referred to our gastroenterology clinic with
heartburn were enrolled. Those who had symptoms
at least once daily, either for longer than 3 months
(1182 cases; 94.7%), or for 1-3 months but with no
response to 4 weeks’ therapy with omeprazole 40
mg twice daily (66 cases; 5.3%), underwent endo
scopic examination. Severity of esophagitis was graded
according to the Los Angeles classification. 14
At least four biopsies were taken from the
mucosa below the Z line and above the gastroe
sophageal junction as well as from any grossly
abnormal areas above the GE junction, during en
doscopy. Also, four-quadrant biopsies were taken 5
cm above the Z line in case of normal-appearing
esophagus. BE was diagnosed by the presence of
intestinal-type metaplasia in esophageal biopsy speci
mens, which were assessed by a pathologist who
was unaware of clinical and endoscopic findings. It
was classified as long-segment BE (LSBE) if at
least 3 cm of the esophagus was lined with colum
nar epithelium, and as short-segment BE (SSBE) if
columnar-lined mucosa involved less than 3 cm of
esophagus. 5 At histology, esophagitis was graded as
mild, moderate and severe based on the number of
polymorphs in the lamina propria and infiltrating the
overlying squamous epithelium of the esophagus. 15
Variables studied were sex, age, duration of heart
burn, and existence and type of BE (LSBE or SSBE).
Spearman’s rank correlation was used to study the
relationship of different variables with each other.
Statistical analysis was performed using MSTATC
software (Michigan State University; Version 1.42).
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Results
Endoscopic findings in the 1248 patients included
in the study (mean age 44.1 [SD 15.5] years; 750
[60.1%] male) are shown in the Table. The mean
duration of heartburn in these patients was 68.1
(SD 87.5) months. The severity of erosive esoph
agitis was as follows: grade A in 222 (15.4%),
grade B in 440 (30.5%), grade C in 212 (14.7%),
and grade D in 86 (6.0%) patients. Twenty patients
with grade D erosive esophagitis had history of
dysphagia and had luminal narrowing at endoscopy.
Of the 298 (20.6%) patients in whom esoph
ageal mucosal biopsies were obtained (pinkish mu
cosa 104, distal esophageal nodularity 60, and nor
mal mucosa 134), histological examination showed
BE in 30 (2.4%) patients; 10 patients had LSBE
and 20 had SSBE. Of the 10 patients with LSBE,
four had grade D erosive esophagitis, four had
esophageal stricture, and two did not have erosive
esophagitis. Of 20 patients with SSBE, 16 had
endoscopic evidence of esophagitis (grade A 10,
grade B 6), and 4 did not have endoscopic esoph
agitis.
Histological findings in 134 patients with endo
scopically normal esophageal mucosa were as fol
lows: mild esophagitis in 54 (4.3%), moderate esoph
agitis in 60 (4.8%), severe esophagitis in 8 (0.64%),
and no pathology in 12 (0.96%) cases.
On multivariate analysis, age, gender and du
ration of heartburn had no independent relationship
with the presence or type of BE.
Discussion
Heartburn is the most commonly recognized mani
festation of GERD.1 It has been suggested that his
tory of heartburn alone is usually sufficient to con
firm the diagnosis of GERD. 11 In one study, the
presence of heartburn had sensitivity of 78% and
specificity of 60% for the presence of GERD, as
defined by prolonged esophageal pH monitoring.15
In our study, 66.5% of patients with prolonged or
Table: Endoscopic findings in 1248 patients with heartburn

Lesions
Erosive esophagitis (EE)
Columnar-type epithelium
Erosive duodenitis
Duodenal ulcer
Gastric ulcer
Distal esophageal nodularity
Esophageal diverticula
Normal endoscopy

Rate (%)
960 (76.9)
104 (8.3)
76 (6.1)
100 (8)
4 (0.32)
60 (4.8)
6 (0.5)
134 (10.7)

severe heartburn had various grades of esophageal
erosions at endoscopy and 122 patients (9.8%) with
normal appearing mucosa had histologic esophagi
tis.
A major reason for investigating patients with
chronic symptoms of GERD is to recognize BE, 4 a
major risk factor for adenocarcinoma. 16 Some ex
perts recommend at least one endoscopy to exclude
BE during the lifetime of a patient with GERD.
The specific criteria to select patients to screen for
BE are not yet defined. 4
The epidemiology of BE is incompletely de
scribed.4 Although less than 1% of the general Western
population has BE, 5%-15% of those with long
term reflux symptoms will have BE of some length
by endoscopic screening; 1,3,17 3%-5% of such pa
tients have LSBE and 10%-15% have SSBE. 8 In a
study from the US on 348 persons with heartburn
of any duration, 5.7% had SSBE and 2.6% had
LSBE. 18 In the current study, 2.4% of our patients
had BE, including 0.8% with LSBE and 1.6% with
SSBE. Male gender, white race, long history of
symptoms (>5 years), and age more than 50 years
have been suggested as risk factors for BE in GERD
patients. 4,8,11 The overall prevalence of BE in our
population was much lower than that in the West
ern population, despite prolonged or severe heart
burn. It may be explained by a higher prevalence
of H. pylori infection in the population.
In conclusion, the prevalence of Barrett’s
esophagus is low in our patients with prolonged or
severe heartburn, despite a high prevalence of ero
sive esophagitis.
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Image
Fibrosing colonopathy in a man with cystic fibrosis on pancreatic enzyme supplements
may present with abdominal pain, diarrhea, hematochezia
or refractory distal intestinal obstruction syndrome.
Radiologic studies may show strictures in the colon
and small bowel. Numerous hypotheses for the mechanism of injury have been postulated, including direct
toxicity of the enteric coating of the supplements, 1,2
colonic obstruction and intramural enzymatic digestion, immune-mediated injury, and predisposition of the
large intestine due to increased permeability.

Fig: Discrete colonic ulcers surrounded by normal mucosa

A 29-year-old man with cystic fibrosis, on pancreatic enzyme
supplement for about two years, presented with abdominal pain
and watery diarrhea for a week. His medications included ten
capsules daily of Pancrease MT-16 (each containing lipase 16,000
U, amylase 48,000 U, protease 48,000 U; Ortho-Mcneil, New
Jersey, USA). Abdominal examination was unremarkable. Stool
cultures were negative for common pathogens. Colonoscopy
showed scattered, discrete, well-circumscribed ulcers throughout the colon, each 1 cm in size (Fig) and surrounded by normal
colonic mucosa. Histology showed focal ulceration and acute
inflammation at the border of the ulcers with prominent fibroblastic proliferation at the base. Acid-fast stain and Grocott
methanamine silver stain for fungi were negative. Immunostains
were negative for Cytomegalovirus and Herpes Simplex virus.
The patient improved with supportive care.

Fibrosing colonopathy occurs in patients with cystic
fibrosis taking pancreatic enzyme supplements. Patients

We believe that the ulcers in our patient were due
to a direct effect of the capsules. It is possible that the
enteric-coated capsules did not dissolve in the small
intestine and because of slow transit adhered to the
colonic mucosa, resulting in direct injury. It is not
possible to say whether the injury was secondary to
the Eudragit® coating (metha-acrylic acid copolymer)
or to the enzymes themselves. This acute injury has
the potential to lead to fibrosing colonopathy and stricture due to enzymatic effect on deeper layers.
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