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Clinical, endoscopic and histologic evaluation of gastroesophageal reflux disease in patients
treated with proton pump inhibitor: a prospective study
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Abstract

This study was done to demonstrate the histological changes in
gastroesophageal reflux disease (GERD) before and after proton
pump inhibitor (PPI) therapy as well as, to evaluate the efficacy
of PPI in patients with GERD and to find out the healing rate
of erosion in erosive reflux disease after PPI therapy. This
hospital based prospective study was conducted among 57
patients suffering from gastroesophageal reflux disease who were
recruited from the outpatient department of gastroenterology of
Bangabandhu Sheikh Mujib Medical University. It was carried
out from May 2008 to December 2008. Most of the GERD
patients had non erosive disease (63.2% vs 36.8%). PPI was
effective to relieve the major symproms of GERD. In erosive
group (n=21), at the end of 28th day, heartburn was present in
3(14.3%) patients. In non-erosive group (n=36), at the end of
28th day heartburn was present in 6(16.7%) patients. Changes
in histological parameters were also found to be significant before
and after therapy. GERD patients had characteristic histologic
changes in lower esophagus and after 4 weeks of treatment with
PP, there was significant improvement of symptoms, endoscopic
and histological features of reflux disease.
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Introduction

Gastroesophageal reflux disease (GERD) is the failure of the
normal antireflux barrier to protect against frequent and
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abnormal amounts of gastroesophageal reflux. GERD is a
spectrum of disease usually producing symptoms of
heartburn  and  regurgitation.!  Studies done by
Rokonuzzaman SM and Shahed MM shows that the
prevalence of GERD in rural and urban population of
Bangladesh is 19.4% and 18.1% respectively.>3 Upper GI
endoscopy, which is often the investigation of first choice, is
useful if there are erosive changes in the lower esophagus or
complications of GERD. However, the absence of
macroscopic esophagitis does not exclude GERD.# Most
GERD patients do not have any endoscopically visible
damage to their mucosa. These patients have non erosive
reflux disease(NERD).> Histological changes in the lower
esophagus have been described in GERD. It has been
suggested that the detection of these changes on esophageal
biopsy affords a quick, inexpensive and reliable method of
diagnosing nonerosive GERD. In erosive reflux disease
patients, there is strong correlation between severity of
GERD and histological parameters.® Acid suppression by
proton pump inhibitors (PPI) is the mainstay for treating
GERD.” Objectives of this study were to evaluate the
efficacy of PPI in patients with GERD, to find out the
healing rate of erosion in erosive reflux disease after PPI
therapy and to demonstrate the histological changes in
gastroesophageal reflux disease before and after PPI therapy.

Methods

This was a prospective study. Patients suffering from GERD
were recruited from the outpatient department of
gastroenterology of Bangabandhu Sheikh Mujib Medical
University. It was carried out from May 2008 to December
2008. A structured questionnaire was used to select the
patients. Informed written concent was taken from each
study subject. Upper GI Endoscopy was done on those
subjects who had a positive symptom score (3 or more) and
biopsies were taken 2 cm above the gastroesophageal
junction from all the subjects. Repeat endoscopy and biopsy
were done 4 weeks after giving esomeprazole therapy (40
once daily). Clinical assessments were done at baseline, at
27d and 4t week. NERD patients were identified by the
absence of mucosal breaks while erosive reflux disease was
identified by presence of mucosal injury on upper GI
endoscopy. At endoscopy 3 biopsies were taken from the
esophagus; 2 cm above the gastroesophageal junction. The
specimens were assessed by calculating the thickness of the
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basal cell layer and the elongation of the papillac as a
percentage of the whole epithelial thickness. All biopsies
were scrutinized by an experienced histopathologist who was
unaware of the endoscopy or symptom score. For the
purpose of this study, a daily diary was maintained which
recorded daily presence of heartburn, regurgitation,
dyspahagia, epigastric or chest pain and nausea. Patients
were instructed to take drugs (esomeprazole) once daily half
an hour before breakfast for 28 days and come for follow up
in every week and maintain their daily diary. Compliance of
treatment was monitored by completion of daily diary. All
patients were assessed on 2" and 4™ weck by analyzed daily
diary, maintained by the patients.Data were collected from

daily dairy and analysed by SPSS.

Results

The present study included 60 patients. Of them, 3 did not
complete the treatment and hence were excluded from the
study. The findings of the study obtained from data analyses
were documented here. At day 1, heartburn was almost
equally distributed between erosive and non-erosive diseases
(47.6% and 47.2% respectively). After 4 weeks of treatment
the symptoms were substantially reduced to 14.3% and
16.7% in erosive and non-erosive disease groups respectively.
Although erosive group responded better than the
non-erosive group, the difference was not statistically
significant (p = 0.463). At day 1, about 43% of the erosive
disease subjects complained of regurgitation which reduced
to 9.5% after 4 weeks of treatment. In non-erosive group
about 42% of the subjects had regurgitation which
decreased to 13.8% after 4 weeks following intervention.
Erosive group responded significantly better than their
non-erosive counterpart (p=0.034).

Out 57 subjects of GERD, 36.8% had erosive diseases at
baseline which decreased significantly to 5.3% after 4 weeks
of intervention with esomeprazole (p = 0.020). (Table-I)

Table-I: Endoscopic Changes in erosive disease

Erosion at baseline  Erosion after 4 weeks

of treatment Total
Present Absent
Present 21 03 18 21(36.8%)
Absent 36 00 36 36(63.2%)
Total 57 03(5.3%) 54(93.7%) 57

Figures in the parentheses denote corresponding percentage.

Chi-square (x?) Test was done to analyse the data; X* =

5.429; p = 0.020.
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Papillary length of the subjects with erosive disease was 63%
which reduced to 51.2% after 4 weeks of treatment (p <
0.001). The papillary length of non-erosive disease also
responded well to treatment reducing from 52.1% at
baseline to 29.3% after 4 weeks of treatment (p < 0.001).
(Table-II)

Table-1I: Changes in Papillary length

GERD Papillary length P
At baseline  After 4 weeks  value
Erosive disease (%)  63.0+6.7 51.2+9.9 <0.001
(n=21)
Non-erosive 52.1+6.7 293+7.4 <0.001

disease (%)

(n =36)

Data were analysed using Wilcoxon Signed Rank Test and
were presented as mean + SD.

The thickness of basal cell layer also responded well to
treatment with esomeprazole in both erosive and non-ero-
sive diseases. Thickness of basal cell layer in erosive disease
group reduced from 16.9% at baseline to 6.6% after 4 weeks
of treatment (p < 0.001) and that in non-erosive disease
from 11.2% at baseline to 7.5% after 4 weeks of treatment
(p < 0.001).

Table-IIT: Changes in Thickness of basal cell layer

GERD Thickness of basal cell layer P
At baseline  After 4 weeks  value

Erosive disease (%) 16.9+13.7 6.6x2.0 <0.001

(n=21)

Non-erosive disease (%) 11.2+25 7523 <0.001

(n =36)

Data were analysed using Wilcoxon Signed Rank Test and
were presented as mean + SD.

Discussion

There is paucity of data on GERD in Bangladesh. This was a
prospective study to assess the efficacy of PPI in improving
the symptoms, endoscopic and histological features of
patient with GERD. For this study 60 patients were selected
for the trial and 57 patients completed the trial; 3 patients
dropped out.




This study showed that PPI is effective to relieve the major
symptoms of GERD. In erosive group (n=21), heartburn
was present in 10(47.6%) patients in day 1. At the end of
14th day heartburn was present in 9(42.9%) patients and at
the end of 28th day heartburn was present in 3(14.3%)
patients. In non-erosive group (n=36), heartburn was
present in 17(47.2%) patients in day 1. At the end of 14th
day heartburn was present in 12(33.3%) patients. At the end
of 28th day heartburn was present in 6(16.7%) patients.
Although erosive group responded better than the
non-erosive group, the difference was not statistically
significant (p = 0.463). This findings are consistent with the
study done by Edson Pedro et al where at the end of 40
week of treatment with esomeprazole, 10% patients had
heartburn.8 Biswjit Dutt, in his study, had shown resolution
of heartburn by omeprazole in 76% patients.” David and
Pierre, in a randomized control comparison study, showed
that PPI (pantoprazole) resulted in higher complete
resolution of heartburn compared to placebo therapy in
GERD patients but relief of heartburn was not significantly
different between the erosive and nonerosive GERD.!?
Carlsson et al used 20 mg of omeprazole to treat both
endoscopic negative and endoscopic positive patients with
GERD symptoms. After 4 weeks of treatment resolution of
heartburn was approximately same in both groups.!!

Atday 1,9 (43%) of the erosive disease subjects complained
of regurgitation which reduced to 5 (23.8%) after 2 weeks of
treatment and to 2 (9.5%) after 4 weeks of treatment. In
group 15 (42%) of the subjects had
regurgitation which decreased to 9 (25%) after 2 weeks and
4 (13.8%) after 4 weeks following intervention. Edson

non-erosive

pedro et al, in their study found that at the end of 4™ week
10%
regurgitation.8 Carlsson et al. showed that after 4 weeks of

of treatment with esomeprazole, patients had
treatment with omeprazole, symptoms of acid regurgitation,
epigastric pain, nausea and dysphagia were resolved more
often in endoscopy positive patients than in those without
endoscopic finding.!! Bishwajit D. showed that acid
regurgitation improved in 90% of patients in both
endoscopy positive and negative groups.” In this study,
erosive group responded significantly better than their
non-erosive counterpart (p = 0.034).Out of 57 patients of
this study 21 (36.8%) had erosive and 36 (63.2%) had non
erosive disease. This is higher than that of some Asian study.
In this study, it was seen that out of 21 patients with erosive
disease 18 (85.7) patients had their erosions healed at the
endpoint. KD Bardhan et al showed that the healing rate
was 74.8% at the end of 4™ week of treatment with 40 mg
of esomeprazole and 75% with 40 mg of pantoprazole.!?
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Edson et all found that the healing rate was 82.5% at 4t
week and 93.6% at 8" week of treatment with once daily 40
mg esomeprazole treatment.® Proton pump inhibitor
therapy has been reported to reduce proliferative changes of
esophagus significantly in GERD. In this study, proliferative
changes of the squamous epithelium was assessed
histologically by measuring thickness of basal cell layer and
elongation of the papilla as percentage of whole epithelial
thickness. After intervention with esomeprazole, papillary
length reduced significantly in both erosive and non-erosive
group.In patients with erosive disease mean length reduced
to 51.2% of total epithelial thickness to 63% (p < 0.001)
and in patients with non-erosive disease reduced to 29.3%
from 52.1% (p < 0.001).The thickness of basal cell layer also
responded well to treatment with esomeprazole in both
erosive and non-erosive diseases. The thickness of basal cell
layer in erosive disease group reduced from 16.9% at
baseline to 6.6% after 4 weeks of treatment (p < 0.001) and
that in non-erosive disease from 11.2% at baseline to 7.5%
after 4 weeks of treatment (p < 0.001). This study showed
that PPI is highly effective in treating gastroesophageal
reflux disease. After 4 weeks of treatment with esomeprazole,
there was significant improvement of symptoms, endoscopic
and histological features of reflux disease. The drawbacks of
the study were that it had no control arm and small sample
size. Further randomized controlled study with large sample

is needed to verify the significance.

References

1. Richter JE. Gastroesophageal reflux disease
and its complication. Sleisenger and Fordtran’s
Gastrointestinal and Liver Disease:pathophysiology,

diagnosis, management. 9th ed. Philadelphia: Elsevier;
2010. p.905-36.

2. Dent], Burn J, Fendrik AM, Jensen j, Kahilas PJ et al.

An evidence-based appraisal of reflux disease
management — the geneval workshop report. Gut.

1999; 44 (supple 2):S2-16.

3. Rokunuzzaman SM. Epidemiological study of GERD
in a rural population of Bangladesh.[Thesis work].
BSMMU; 2006.

4. Shahed MM.Epidemiological study of GERD in
Urban population of Bangladesh.[Thesis work].
BSMMU; 2006.

5. Pace M, Porro GB. Gastroesophageal Reflux Disease: A
typical spectrum disease (A new conceptual framework
is not needed). Am ] Gastroenterol. 2004;99:946-49.

6. Vieth M, Kulig M, Leodolter A, Nauclér E, Jaspersen
D, Labenz ], Meyer-Sabellek W et al. Histological
effects of esomeprazole therapy on the squamous

123




Bangladesh Med J. 2015 Sept; 44 (3)

10.

124

epithelium of the distal oesophagus. Aliment

Pharmacol Ther. 2006 Jan 15;23(2):313-9.

Howden CW. Appropriate acid suppression in the
treatment of acid related condition.
Ther.1994; 63:123-34.

da Silva EP, Nader E Quilici FA, Eisig JN, Zaterka S,

Meneghelli U. Clinical and endoscopic evaluation of

Pharmacol

gastroesophageal reflux disease in patients successfully
treated with esomeprazole. Arq Gastroenterol. 2003;

40(4):262-7.

Datta B. Efficacy of omeprazole for the treatment of
symptomatic GERD..[Thesis work]. BSMMU; 2006.

David M, Pierre k, Beker JA, Thjodleifsson B. Double

11.

12.

blind placebo controlled comparisons of rabeprazole
20 mg vs omeprazole 20 mg in the treatment of erosive
or ulcerative gastroesophageal reflux desease. Aliment

Pharmacol Ther. 999;13:49-57.

Carlsson R, Dent ], Wartts R, Riley S, Sheikh R,
Hatlebakk J et al. Gastro-oesophageal reflux disease in
primary care: an international study of different
treatment  strategies with omeprazole. Eur ]
Gastroenterol Hepatol. 1998; 10:119-24.

Bardhan k. Achieving complete remission in patients
with erosive GERD: Pantroprazole is comparable to
esomeprazole. Eur ] Gastroenterol Hepatol. 2003;
266-82.




