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ABSTRACT

Introduction: This review focuses on the effect of Proton pump inhibitors (PPIs), acid-suppressive
agents, combined with ligation to manage rebleeding ulcers in cirrhotic patients.

Methods: Data reviewed during approximately the last 20 years combining different studies
concerning the use of antiacids in Variceal Cirrhotic Patients.

Result: Data showed different results, with most supporting the role of PPIs in this field.

Conclusion: PPIs used as adjunctive to EVL in cirrhotic patients for either prophylaxis or treatment
of bleeding ulcers following ligation showed successful results and a good impact on general health
and should be tried on those patients to improve their care.
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1. INTRODUCTION

Many recent studies have focused on using
Proton pump inhibitors (PPIs), acid-suppressive
agents, combined with ligation to manage
rebleeding ulcers in cirrhotic patients. Data
reviewed during approximately 20 years showed
different results, with most supporting their role in
this field.

Up to 50 % of cirrhotic patients may suffer
gastroesophageal varices with a chance of 20%
developing a life-threatening acute hemorrhage
in advanced cases[1].Variceal band ligation is an
effective, simple, and relatively safe technique
used to treat esophageal varices in patients with
cirrhosis. It is also a good treatment option for
the prevention of variceal rebleeding recurrence,
especially for patients who are intolerant, bled, or
contraindicated  to B-blockers  treatment
prophylaxis [2].

Proton pump inhibitors (PPIs) are the most
potent pharmacological agents for the inhibition
of gastric acid secretion. Their use in peptic ulcer
disease and general upper gastrointestinal
diseases improves disease conditions due to
their faster onset of action, increased healing
rates, and greater symptom relief compared with
ranitidine and placebo. This is why it is
considered the first choice for gastric ulcer
treatment [3].

In Canada Proton pump inhibitors administered
intravenously after endoscopic treatment of
peptic ulcers significantly reduce the recurrence
of bleeding with a high likelihood of cost-
effectiveness (costs of treatment, surgical
procedures, and hospitalizations). Intravenous
proton pump inhibitors are considered standard
practice for all upper gastrointestinal bleeding
patients [4].

The efficacy of pantoprazole, a proton pump
inhibitor as an adjunct to elective esophageal
ligation was assessed to decrease the risk of
variceal hemorrhage.

2. METHODS

A double-blinded, randomized, controlled trial
was conducted for elective band ligation
subjects. Those with a history of prior variceal
hemorrhage, ages 18 to 80 were enrolled.
Ongoing users of any anti-acid agent with pre-

existing esophageal ulcers, confirmed
endoscopically were excluded. The number of
bands placed on both arms showed no
significant difference. 10 days of treatment were
assigned to both arms of the study. 40mg
Intravenous pantoprazole preceded by an oral 40
mg daily course was administered with the same
placebo treatment to the control arm. The size
and number of banding ulcers were measured in
the follow-up endoscopy.

3. RESULTS

The overall number of ulcers in the pantoprazole
arm did not differ from those in the control
group, but the size of ulcers significantly
decreased. complete healing of ulcers may
need a longer time between the two endoscopies
since the risk of recurrent hemorrhage needs
7 to 14 days between sessions to decrease
to the optimal limit [5—7]. The conclusion was that
Pantoprazole significantly reduced the size of
post-banding ulcers (50%) on follow-up
endoscopy compared to subjects who received a
placebo. While the total ulcer number and patient
symptoms showed no difference [8].

A meta-analysis was conducted to assess the
association between PPl use in cirrhotic
patients and spontaneous bacterial peritonitis
SBP development. The observational studies
included ended up with inconsistent results. It
concludes that There is a potential association
that needs further studies to be clarified and
PPIs should be used only when clearly indicated

[9].

This study was followed by another one
evaluating the efficacy of endoscopic variceal
ligation combined with proton pump inhibitors
infusion (either omeprazole or pantoprazole)
compared to a combination of EVL with
vasoconstrictor infusion after managing acute
variceal bleeding. The conclusion was that the
PPI side is similar in terms of initial hemostasis,
and rate of very early rebleeding with the benefit
of fewer adverse events [10].

Another randomized, controlled trial was
performed on elective EVL patients assessing
the efficacy of rabeprazole, a PPI, on treatment
failure defined as either hemorrhage from varices
or severe medical complications. It concludes
that Acid suppression therapy should be
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considered after EVL since it reduces the risk of
treatment failure [11].

The efficacy and safety of proton pump inhibitors
(PPIs) in gastroesophageal varices (GEVs) were
checked by running a systematic review of 20
studies. Results supported the use of short-
course (10 days) of PPl post-EVL since it
reduces ulcer size and discourages prolonged
use and high-dose infusion till proven by
evidenced data [12].

Then a study was conducted investigating the
general treatment of PPIs in cirrhotic patients
related to overall survival. They concluded that
PPl use is an independent risk factor for
mortality, despite that, a causative role is not
found [13].

After that liver cirrhotic patients who underwent
elective EVL for primary prophylaxis of variceal
bleeding were enrolled in a study. The
occurrence of bleeding post-EVL is the primary
endpoint. The conclusion was that it is important
to start PPl therapy as soon as possible after
EVL since not starting PPI is the sole risk factor
for post-EVL bleeding [14].

Also, a retrospective cohort study assessing the
effect of PPI as part of acid suppression therapy
(histamine-2 receptor antagonists were also
tried) combined with EVL and vasoconstrictor, in
rebleeding cirrhotic patients compared to EVL
and vasoconstrictor alone, was carried out
evaluating rebleeding and mortality rates. The
results said that their role as an adjuvant to
normal EVL plus vasoconstrictor therapy may
not change the rebleeding and mortality rates
[15].

This recent meta-analysis study reviewed the
efficacy and safety of proton pump inhibitors
as treatment or prophylaxis on post-band ligation
ulcers in cirrhotic patients with gastroesophageal
varices (GEVs). Pantoprazole, Rabeprazole, or
Omeprazole (the most commonly used) were
included. The conclusion is that the risk of
bleeding after ligation is reduced by twofold,
while the risk of bleeding-related death is
reduced by threefold [16].

4. DISCUSSION

Although Elective variceal band ligation is
clinically confirmed practice for decreasing
subsequent variceal hemorrhage [17]. It is

associated with ulceration pain, dysphagia, and
odynophagia side effects [18-21].

5. CONCLUSION

PPIs used as adjunctive to EVL in cirrhotic
patients for either prophylaxis or treatment of
bleeding ulcers following ligation show
successful results and a good impact on general
health and should be tried on those patients to
improve their care.
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