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Abstract

Eradication should be the treatment of H.Pylori
associated Peptic ulcer disease. But attempts at
eradication in Bangladesh with different regimens
have shown poor results. However, in Bangladesh
there is no study with regimen containing
Levofloxacin which has shown to be effective in
several trials in different countries. So, this study was
designed to find out the comparative efficacy of
Levofloxacin 500 mg once daily plus amoxicillin 1
gm twice daily and Omeprazole 20 mg twice daily
for 14 days (LAO) with Metronidazole 400 mg twice
daily. Amoxicillin 1 gm twice daily and Omeprazole
20 mg twice daily for 14 days (MAO) for the
eradication of H. Pylori in peptic ulcer disease
patients in Bangladesh. This study was carried out in
the Department of Gastroenterology, BSMMU,
Dhaka. Seventy-eight H.pylori positive patients with
endoscopically proven peptic ulcer were included in
this study. 52 out of 78 patients completed the study.
Of them H. Pylori was eradicated in 58.3% patients
in MAO group and 78.6% patients in LAO group.
Levofloxacin group had better H. Pylori eradication
than Metronidazole group but difference in
eradication between two groups was not statistically
significant. The eradication rate found in this study
parallels with the rates of most of the previous
studies in Bangladesh but the rate is much lower than
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those in developed countries.

Introduction

Peptic ulcer disease has been one of the major
causes of morbidity for more than a century. The
prevalence of duodenal ulcer and gastric ulcer was
estimated to be 11.98% and 3.58% respectively in
Bangladesh, which are munch higher than in western
countries'. Peptic ulcer is the commonest discase
associated with H.pylori infection. Among adults,
about 92% have been found to be seropositive for H.
Pylori antibody in our country?. Eradication of H.
Pylori in infected persons allow ulcer to heal and
greatly reduces the chance of recurrences. Proton
pump inhibitor (PPI)-based triple therapy has been
used as first-line treatment of choice for over a
decade’. A combination of PPI 20mg,
Clarithromycin 500 mg, and Amoxicillin 1 g or
Metronidazole 400 or 500 mg, all given twice a day,
is still recommended by the European Helicobacter
Study Group “. Studies in Bangladesh have largely
shown a low eradication rates (30-64%) using
different H. Pylori eradication regimens and a higher
rates of reinfection 3672, Metronidazole resistance
was found to be very high . But Metronidazole
resistance in vitro does not correlates with in vivo
resistance®, Amoxicillin resistance is found to be low
in Bangladesh®. Clarithromycin based regimens
probably will not be suitable for our patients because
of the high cost of the drug and increasing drug
resistance (as high as 17%) 1. In this Situation,
finding of an alternate regimen which will be
effective and cheaper has become important.
Levofloxacin has been proved to be very effective
against Helicobacter pylori infection in several trials
in different countries!"1213, This drug is
comparatively cheaper, have possible better drug
compliance with a few adverse effects, Efficacy of
two different levofloxacin-based triple therapies
(associated with reabrazole and amoxicillin or
nitroimidazole) have reported eradication rates
higher than 90%!. Another study on Levofloxacin
based therapy (with Clarithromycin & Omerazole)
as first-line treatment showed more effective than
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standard  triple  therapy  (Clarithromycin,
Amoxycillin, Omeprazole)'?. In Bangladesh, there is
no study with regimen containing Levofloxacin and
Omeprazole.

Aims and objectives

e To compare the efficacy of Metronidazole,
Amoxycillin, Omeprazole with Levofloxacin,
Amoxycillin, Omeprazole for eradication of
H.pylori infection in patients with peptic ulcer
disease.

« To find out an effective drug regimen for treatment
of H.pylori infection.

Materials & method

This prosrective comparative study was carried out in
the department of Gastroenterology, BSMMU between
June 2007 to July 2008. On the basis of findings
suggestive of peptic ulcer disease on upper Gl
endoscopy, 89 consecutive patients were initially
included in the study. Four biopsy specimens, three
from antrum and one from body of the stomach were
collected from each patient with endoscopically proven
PUD for rapid urease test (RUT) and histopathology.
78 Patients turned out to be positive for H. pylori on
the basis of positive tesults on both RUT and
histopathology. They were finally included in the study.
Out of 78 patients, every odd numbered patient
received Levofloxacin based and every even numbered
patient received Metronidazole based thérapy for 14
days. Among them 38 patients received Metronidazole,
Amoxycillin, Omeprazole(MAO) and another 40
patients received Levofloxacin, Amoxycillin,
Omeprazole (LAO). Total 52 patients completed the
study (24 of 38 MAO based and 28 of 40 LAO based
therapy) and came for follow-up endoscopy & gastric
biopsy four weeks after completion of therapy. H.pylori
infection was considered to be eradicated if both RUT
& histopathology were negative. To detect differences
in H.pylori eradication rates, chi-square & Z test were
employed. Odds ratio for achieving H.pylori
eradication with 95% confidence interval was
calculated. P value <0.05 was considered to be
significant.

Results

Age of patients ranged from 21 to 60 years with the
mean of 38.08 there were 67 (75.28%) male and 22
(24.72%) female patient. Among 78 patients, 26
patients dropped out from the study due to non-
compliance, drug reaction, pregnancy and others
(Table I). The rest 52 patients retuned for follow-up
four weeks after completion of 14 days triple therapy.
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Table I : Patients information (n = 78)

Patients No
Follow-up done 52
Drop out 26
Drug reaction 2
Pregnancy 1
Going abroad 2
Others 21
Total | 78

On intention to treat analysis (ITT) which disregards
complince in MAO group 14 of 38 patients
(36.84%) were cured of H. Pylori infection as
determined by negative RUT and histopathology and
in LAO group 22 of 40 patients (55%) were cured of
H. Pylori infection as revealed by negative RUT and
histopathology. On per protocol analysis in MAO
Group 14 of 24 patients (58.3%) were cured of H.
Pylori and in LAO group 22 of 28 patients (78.6%)
were cured of H. Pylori. Eradication rate of H.
Pylori between the two groups were not statistically
significant (P value >0.10) (Table 1I).

Table II : Comparison of MAO group us LAO
group eradication analysis (per protocol)

Status MAO LAO

group group |P Value

(n=24) (n=28)

No. (%) No. (%)
Present 10 (41.7) | 6(21.4) | >.10ns
Absent 14 (58.3) |22(78.6)| >.10ns
Proportion of
eradication(n=36) 14 (38.9) |22 (61.1)

7 test/Chi-square test, ns- not significant

Discussion

The high efficacy of Clarithromycin based regimens
in eradicating H. Pylori infection is well known.
Nevertheless, resistance to Clarithromycin is
increasing and resistance to this drug is always
correlated with a reduction in therapeutic efficacy®.
Efficacy of Clarithromycin based regimes in
Bangladesh is not satisfactory '. But in this study,
Metronidazole 400 mg tds, Amoxicillin 1 gm 12
hourly and Omeprazole 20 mg 12 hourly for 2
weeks achieved 58.3% H. Pylori eradication rate
(14/24) and Levofloxacin 500 mg once daily,
Amoxicillin 1 gm twice daily & Omeprazole 20 mg
bd for 2 weeks achieved 78.6% H. Pylori eradication
rate (22/28). Difference of eradication rate between
these two regimens is not statistically significant and
these eradication rates parallel with the rates of
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previous studies in Bangladesh. Trials in different
countries showed higher eradication rates with
Levofloxacin based triple therapies, as the first line,
2nd line & as rescue therapy. In a study from Italy,
with a seven day course of Rabeprazole 20 mg bd
plus Levofloxacin 500 mg od and either amoxycillin
1 gm bd or tinidazole 500 gm bd Cammorota et al23
showed eradication rates of 92% and 90%
respectively. Bilardi et al found eradication rates
with based triple therapy and with bismuth based
quadruple therapy of 70% and 37% respectively15.
Most trials showed, at one week the Levofloxacin
based triple therapy achieved a 90% eradication rate
with no major adverse effects. But from this study, it
appears that adequate eradication rate is not
achieved by any of the Levofloxacin based triple
therapies. Since drug compliance was ensured, drug
sensitivity, bio-availably of drugs, bacterial
virulence factors and host factors may be the
possible causes of the low eradication rates. Pre-
treatment microbial sensitivity to drugs was not
assessed. Indiscriminate use of Fluroquinolones in

our country might be a possible cause of selection of .

drug resistant strains to this group of antibiotics.

Conclusion

H Pylori eradication as the mode of treatment for peptic
ulcer disease in Bangladesh poses a problem unlike that
of developed countries because of lower rates of
eradication and higher rates of re-infection. The present
study also did not show a satisfactory H. Pylori
eradication rate. Therefore, H. Pylori eradication
therapy with Metronidazole, Amoxicillin, Omeprazole
and Levofloxacin, Amoxicillin, Omeprazole based
regimens cannot be routinely recommended for
Bangladeshi patient with peptic ulcer disease. Further
studies involving large sample size representing all
population of different socioeconomic status of the
country are needed to find out a more effective
therapeutic regimen for H. Pylori eradication.
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