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ABSTRACT

Objective: To compare the effectiveness of dual therapy with amoxicillin plus vonoprazan and standard triple
therapy with amoxicillin, clarithromycin and proton pump inhibitor in terms of H Pylori eradication.

Study Design: Randomized controlled trial study

Place and Duration of Study: This study was conducted at the Department of gastroenterology in Bakhtawar Amin
Medical & Dental College, Multan, from October 2021 to September 2022.

Materials and Methods: A total of 84 patients diagnosed as positive for Helicobacter Pylori infection through stool
antigen test. Grouping of patients was done by lottery method in group A and B. In group A Vonoprazan and
amoxicillin was given and in group B Amoxicillin with clarithromycin and proton pump inhibitor (PPI) were given.
Main variables of study were Stool antigen (positive/negative), Bloating, diarrhea and nausea vomiting. SPSS
version 24 was used for data analysis.

Results: The average age of Group A and Group B was 39.12+3.22 years and 38.51+2.84 years respectively. Male
proportion is higher in both groups. In Group A, 71.4% patients had negative HP stool Ag and 59.5% patients had
negative HP stool Ag, in Group B. (p>0.050). The prevalence of diarrhea, nausea vomiting and bloating in both the
groups were 14.3% vs. 9.5%, 16.7% vs. 14.3% and 16.7% vs. 2.4 respectively (p>0.050).

Conclusion: Vonoprazan and amoxicillin dual therapy is better as compare to conventional triple therapy for h
pylori eradication. In this era of rapidly developing antibiotic resistance, use of VVonoprazan based dual therapy for h
pylori eradication is potentially new 1% line treatment.
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INTRODUCTION

Helicobacter pylori also named as H pylori is a
microaerophilic gram negative bacteria that can cause
gastric mucosa inflammation is the main cause of peptic
ulcer disease in the world?.

It lives in form of colonies in gastric mucosa
and responsible for gastric diseases like lymphoma of
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lymphoid tissue, adeno-carcinoma of gastric region and
chronic gastritis®. Prevalence rate of h pylori varies
from 30 to 50 percent in developed countries and 85 to
95 percent in developing countries®.

Eradication therapy is recommended in patients with
evidence of h pylori active disease; number of
antibiotics is in practice for the treatment of h pylori®.
Some of these regimens like triple therapy with PPI and
combination of two antibiotics like amoxicillin with
metronidazole or clarithromycin have high eradication
rate and considered as best eradication therapy®. After
decreased in eradication efficacy of these treatment
plans other therapies have been practiced®.

Failure to maintain PH above 7.5 and development of
resistance against antibiotics are during treatment
period is main reasons of decreased in efficacy®.
Maintenance of high pH is achieved by using double
dose of PPl in all treatment regimens’. Since the day of
PPI efficacy was approved over non PPI treatment use
of antisecretory medication along with antibiotics is
recommended. Among antisecretory drugs VVonoprazan
potassium based acid blocker is common?,
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VVonoprazan works on contending potassium on luminal
side of cells in parietal region and inhibit the HK
ATPase and thus prevent the acid excretion®.
Vonoprazan is more potent that can inhibit acid
secretion as compare to PPIs, other advantages include
less anti secretory variation, rapid onset and greater
tolerability and safety®. Main reason behind failure of
eradication therapy is local resistance against antibiotics
like resistance against clarithromycin was reported
43.9% in a study conducted by Alavifard et al'*.

Since the day of VVonoprazan was used as an alternative
of proton pump inhibitor in eradication of h pylori no
local study available on this topic before, so this study
will be a new gate towards this latest dual therapy and
will fulfill this local reference gap.

MATERIALS AND METHODS

Study completed in the department of gastroenterology
in Bakhtawar Amin Medical & Dental College, Multan,
from October 2021 to September 2022 in one year.
After the ethical approval from the ethical review board
of hospital data collection was done. Written consent
was obtained from the patients after detailed
information about the purpose of study and ensuring
confidentiality of data. Sample size was calculated by
using WHO sample size calculator with 95%
confidence interval, 80% power of study, 83.9%
eradication with clarithromycin amoxicillin and PPI and
93.5% with Vonoprazan and amoxicillin. Diagnosed
patients of H. Pylori infection with C13 urea breath test
and campylobacter test were included in the study.
Patients with age less than 18 years, allergic to study
drugs, breast feeding or pregnant women, alcohol or
drug addict, patients with history of previous partial
gastrectomy, history of H. Pylori eradication therapy,
using psychiatric medicine and malignant neoplasm
were excluded from the study.

Endoscopy for upper Gl to examine the stomach,
esophagus, and duodenum and C13 breath test were
taken. A specimen for biopsy of the antrum and corpus
of the stomach was taken. Grouping of patients was
done by lottery method as group A and B. Patients in
group A were given VVonoprazan 20 mg twice daily and
one gram amoxicillin was given twice in a day for 14
days. In the B group 20 mg omeprazole (proton pump
inhibitor) twice in a day plus one gram amoxicillin
twice in a day and calithromycin 500mg twice in a day
for fourteen days. Patients were asked for adverse
effects and compliance. Adverse effects may include
bitter taste, abdominal pain, abdominal bloating,
epigastric pain, general weakness , constipation,
diarrhea, dizziness, loss of appetite, headache, nausea,
skin eruptions, mucosal ulcer, vomiting and sleeping
tendency. Termination of therapy was considered when
compliance was less than 80%. Response of the therapy
was evaluated after 4 weeks of stop of therapy and stool
Hp antigen test was used for confirmation. Data

analysis was performed on SPSS version 24, variables
were classified as numerical (age) and categorical (stool
antigen, bloating, diarrhea, nausea vomiting) and
represented in form of mean = SD and frequency
percentage. Chi square and t-test were applied to
observe association among outcomes. Significant
probability value was taken as < 0.05.

RESULTS

Overall, 84 patients enrolled and study patients were
equally divided into two groups; Group A and Group B.
The average age of Group A and Group B was
39.12+3.22 years and 38.51+2.84 years, respectively.
There were more males than females in both the groups
(Table. 1). In Group A, 30 (71.4%) patients had
negative HP stool Ag and 25 (59.5%) patients had
negative HP stool Ag, in Group B. (p>0.050)
(Figure. 1). The prevalence of diarrhea, nausea and

bloating in both the groups were almost equal,
(p>0.050) (Table. 2).
Table No.1: Demographic variables among groups
Variable Group
Group Group p-value
A, N (%) B, N (%)
Age (years) | 39.12+3.22 | 38.51+2.84 | 0.616
Sex
Male 30 (71.4) 28 (66.7) 0.637
Female 12 (28.6) 14 (33.3) '

Table No.2: Helicobacter pylori eradication and
adverse events of the study groups

Variable Group -
Grou Grou
AN (OBO) B, N (f/o) value
HP stool Ag
Negative 30 (71.4) 25 (59.5) 0.362
Positive 12 (28.6) 17 (40.5) '
Diarrhea 6 (14.3) 4(9.5) 0.500
Nausea/vomiting | 7 (16.7) 6 (14.3) 0.763
Bloating 7(16.7) 1(2.4) 0.026
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Figure No.1: Helicobacter Pylori Eradication

DISCUSSION

In our study in A group mean age of patients was
39.1243.22 years and in B group mean age was
38.51+2.84 years, male ratio of patients is higher in
both groups. A study was conducted by Suzuki et al'?
conducted a study to compare dual therapy with
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Vonoprazan and triple therapy with clarithromycin
mean age range of patients was 20 to 79 years in both
groups. Eradication of h pylori after 7 days was
observed 84.5% in triple therapy and 89.2% in dual
therapy. Vonoprazan is not an antibiotic; its role in
eradication is because of ability to maintain
gastric pH.

In our study 59.5% patients with clarithromycin group
have cure rate and in dual therapy 71.4% patients have
cure rate. Graham et al*® reported that cure rate with
dual therapy (vonoprazan and amoxicillin) is 80% in
patients with clarithromycin resistance. Addition of
clarithromycin in dual therapy is associated with 12%
cure rate remaining 88% patients used clarithromycin
without any benefit. A study by Zuberi et al** on
comparison of dual therapy with Vonoprazan and
amoxicillin -~ with  triple therapy by adding
clarithromycin and reported 93.5% cure rate with dual
therapy and 83.9% by adding clarithromycin.

Adverse effects like bloating, diarrhea and nausea
vomiting were also associated with eradication therapy
in our study in Vonoprazan group minimal side effects
observed. Qiu-Ju Lyu et al*® conducted a study on this
topic and shown minimum incidence of adverse effects
in Vonoprazan group. Sakurai et al*® also conducted
similar study and reported higher tolerability with less
adverse effects incidence in Vonoprazan group as
compare to triple therapy with amoxicillin, PPI and
clarithromycin.

In a report by Ozaki et al'’ in 2018 on comparison of
Vonoprazan based triple therapy and proton pump
based triple therapy and reported more than 90%
eradication in Vonoprazan group and 80% in proton
pump based triple therapy. Ouyang et al*® also
conducted a study on efficacy of Vonoprazan and
reported that H pylori eradication rate with Vonoprazan
is acceptable, it is safe to use and limits the unnecessary
use of antibiotics. Vanoprazan can be used as an
alternate to other regimens of H pylori eradication.
Furthermore, in United States and European countries
efficacy of Vonoprazan based triple therapy was
observed similar to triple therapy with proton pump
inhibitors and its role in eradication of H pylori
infection is also well accepted. These observations also
support the use of Vonoprazan based eradication
therapy in European and American region even in
clarithromycin resistant population*®%,

CONCLUSION

Vonoprazan and amoxicillin dual therapy is better as
compare to conventional triple therapy for h pylori
eradication. In this era of rapidly developing antibiotic
resistance, use of VVonoprazan based dual therapy for h
pylori eradication is potentially new 1% line treatment.
Its use in terms of eradication rate and adverse effects is
acceptable.

Limitations: Single center study with small sample
size and poor compliance of patients are main
limitations of our study.

Recommendations: More research with on larger
number of patients or meta-analysis are recommended
to evaluate the role of Vonoprazan with amoxicillin in h
pylori eradication.
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