Med. Forum, Vol. 30, No. 2 130 February, 2019
| Original Article]

Effect of Terlipressin

Frequency of Rebleeding irrhotie Pes with

Between Short Course Terlipressin Different Courses
(24 Hours) and Usual Course (72 Hours) Terlipressin in
Adult Cirrhotic Patients Presenting with Acute Variceal
Rebleeding

Mehreen Zaman', Asif Raza Zaidi?, Ali Hyder’, Mahesh Kumar®, Joher Amin?
and Kashif Malik?

ABSTRACT

Objective: To compare frequency of rebleeding between short course terlipressin (24 hours) and usual course (72
hours) terlipressin given as an adjunct to conventional EVBL in adult cirrhotic patients presenting with acute
variceal rebleeding.

Study Design:A randomized control trial

Place and Duration of study: This study was conducted at the Department of Gastroenterology, Shaikh Zaid
Hospital Lahorefor One Year from July 2016 to June 2017.

Materials and Methods:100 cases were included through Non probability consecutive sampling. Patients were
randomized to group A or B using lottery method. Written informed-consent was taken from all included patients.
Rebleeding was assessed during 5 days of hospitalization (as per operational definition). All data was entered and
analyzed using SPSS version 13.0. Chi-square test was used to compare the significant difference in rebleeding in
both groups. A p-value of <0.05 was considered significant.

Results: The mean age of the patients was 55.16+5.56 years having 58 (58%) male and 42 (42%) female. Before
start of treatment, hematemesis was observed in 45 (90%) randomized to short course which was remained in 5
(10%) patients after treatment. Patients randomized to usual course, hematemesis was observed in 36 (72%) cases
which was remained in 4 (8%) patients after treatment. Before start of treatment, melena was observed in 42 (84%)
randomized to short course which was remained in 5 (10%) patients after treatment. Patients randomized to usual
course, melena was observed in 42 (84%) cases which was remained in 4 (8%) patients after treatment which is
highly insignificant. After treatment, rebleeding was observed in 5 (10%) randomized to short course while with
usual course, rebleeding was observed in 4 (8%) cases. The difference between both groups was highly insignificant
(p>0.05).

Conclusion: It was concluded through results of this study that short course terlipressin is equally effective as usual
course. Now we can recommend short course for management of variceal bleed to prevent rebleed instead of usual
course.
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INTRODUCTION Esophageal variceal bleeding (EVB) is a frequent and
severe complication of patients with cirrhosis and is
characterized by a high mortality and rebleeding rate?.
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is highest in the first 5 days which is perhaps the reason
for recommendation of the vasoactive agents for the
same duration of time®. Randomized control trial was
conducted comparing frequency of rebleeding in
patients of acute variceal bleeding receiving usual
course of terlipressin for 72 hours with patients
receiving short course of terlipressin for 24 hours.®
Multiple single arm studies are available regarding
rebleeding frequency in the usual and short course
group. A study shows that the rate of rebleeding was
20% in patients of acute variceal bleed receiving
terlipressin for 24 hours’. The aim of to compare
frequency of rebleeding between short course
terlipressin (24 hours) and usual course (72 hours)
terlipressin given as an adjunct to conventional EVBL
in adult cirrhotic patients presenting with acute variceal
rebleeding.

MATERIALS AND METHODS

A Randomized control trial was carried out in the
inpatient wards of Shaikh ZaidHospital Lahore. 100
patients presenting with acute variceal hemorrhage
having both sex between age 30-60 years with
hematemesis (frank blood or coffee ground emesis) and
Malena (black tarry stools) were included. Patients
were randomized to group A or B using lottery method
of allocation using random number technique. Approval
of the ethical committee was sought and all ethical
considerations were strictly observed. Thorough history
was taken and complete physical examination was
performed. Routine lab investigations was done to take
initial hemostasis and resuscitation. Both groups
received the Terlipressin as a bolus of 2 mg followed by
1mg every 6 hours for the first 24 hours and endoscopic
variceal band ligation was performed in all patients
within 12 hours of admission.Group A: Short course
terlipressin (SCT 24 hour group):After the initial 24 h
of terlipressin, the patients received “terlipressin
dummy” containing 5 % dextrose water administered
every 6-h intervals for the following 48 h, in a 5 ml pre-
filled syringe. Group B:Usual course terlipressin (UCT
72 hour group):The patients continued to receive
“active terlipressin” at a dose of 1 mg every 6 h for the
following 48 h in a 5 ml pre-filled syringe. All patients
were monitor and follow up accordingly to continuous
non-invasive cardiac and hemodynamic monitoring
including cardiac rhythm, pulse rate, blood pressure,
and oxygen saturation. All patients received IV
omeprazole 40 mg and prophylactic IV ceftriaxone 2g
daily for three days. Antibiotics was stopped if there is
no other indication to continue. Statistics: All data was
entered and analyzed using SPSS wversion 13.0.
Quantitative data like age was presented by Mean and
standard deviation. Qualitative data gender and
rebleeding were presented by frequency and
percentages. Chi-square test was used to compare the

significant difference in rebleeding in both groups. A p-
value of <0.05 was considered significant.

RESULTS

Total 100 patients were enrolled in this study with the
mean age of 55.16+5.56 having 58 (58%) male and 42
(42%) female. The male-to-female ratio was 1.4:1. Out
of 100, 81 (81%) patients who presented with
hematemesis while 84 (84%) patients with melena.
Before start of treatment, hematemesis was observed in
45 (90%) randomized to short course while 36 (72%)
cases in usual course and the difference was significant.
Melena was observed in 42 (84%) randomized to short
course while 42 (84%) cases was observed to usual
course, difference was highly insignificant (Table 1).

Table 1: Distribution of Hematemesis& Melena
before treatment in accordance with study group.

Variables Study group Total p-
(N=100) Short Usual values
course | course
Hema- Yes | 45 36 (72%) | 81 0.022
temesis (90%) (81%)
No |5 14 (28%) | 19
(10%) (19%)
Melena | Yes | 42 42 (84%) | 84 1
(84%) (84%)
No 8 8 (16%) 16
(16%) (16%)

Table No.2: Distribution of Melena, Hypovolemic
shock, Hematemesis & Rebleeding after treatment
in accordance with studyv group

Variable (n=100) Study group Total | p-
(N=100) value
Short Usual
course course
Melena Yes | 5(10%) | 4 (8%) 9 0.727
(9%)
No |45 46 (92%) | 91
(90%) (91%)
Hypovo- Yes | 4(8%) 3 (6%) 7 0.695
lemic shock (7%)
No | 46 47 (94%) | 93
(92%) (93%)
Hemate- Yes | 5(10%) | 4 (8%) 9 0.727
mesis (9%)
No |45 46 (92%) | 91
(90%) (91%)
Rebleeding | Yes | 5(10%) | 4 (8%) 9 0.727
(9%)
No |45 46 (92%) | 91
(90%) (91%)

After treatment, melena was observed in 5 (10%)
randomized to short course while 4 (8%) cases in usual
course while hypovolemic shock was observed in 4
(8%) randomized to short course and 3 (6%) cases in
usual course. Moreover, hematemesis was observed in
5 (10%) randomized to short course while4 (8%) cases
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in usual course. Rebleeding was observed in 5 (10%)
randomized to short course while4 (8%) cases in usual
course, but all the difference were highly non-
significant (Table 2)

DISCUSSION

The management of VB remains a clinical challenge
with a high mortality. Standardization in supportive and
new therapeutic treatments seems to have improved
survival within the last 25 years. Terlipressin and
somatostatin and analogues are the two types of
medicine, which has been evaluated. In meta-analysis,
only Terlipressin have demonstrated effects on control
of bleeding and on mortality.®

It has been concluded in recent placebo controlled trials
that terlipressin is as safe as other commonly used
treatments for acute VB. It significantly reduces the
mortality of VBcompared to placebo, and this
beneficial effect persists even when the analysis is
limited to high quality studies. When used as an
adjuvant to endoscopic sclerotherapy, terlipressin
improves hemostasis, and has an effect on reducing
mortality that approaches statistical significance.
Therefore, these data support the use of terlipressin as
initial treatment of acute VB, with or without adjuvant
endoscopic treatment®.

Before start of treatment, hematemesis was observed in
45 (90%) randomized to short course which was
remained in 5 (10%) patients after treatment. Patients
randomized to usual course, hematemesis was observed
in 36 (72%) cases which was remained in 4 (8%)
patients after treatment. Melena was observed in 42
(84%) randomized to short course which was remained
in 5 (10%) patients after treatment. Patients randomized
to usual course, melena was observed in 42 (84%) cases
which was remained in 4 (8%) patients after treatment.
Hypovolemic shock was observed in 4 (8%)
randomized to short course while in 3 (6%) cases
randomized to usual course. The difference between
both groups was highly insignificant (p>0.05). This
showed no difference between both groups.

After treatment, rebleeding was observed in 5 (10%)
randomized to short course while in 4 (8%) cases
randomized to usual course. The difference between
both groups was highly insignificant (p=0.727). This
showed that both treatment regimens are equally
effective in preventing rebleeding.One randomized trial
compared short and usual course of terlipressin. A total
of 130 eligible patients were randomized to receive
terlipressin for 24 hours short course or 72 hours usual
course. There was one failure to control VB (1.5%) in
usual course and none in short course terlipressin (p =
0.50). The 30-day re-bleeding rate was 1.5% and 3.1%
in usual course, and short course terlipressin,
respectively (p =0.50). The 30-day failure to control
bleeding was observed in 14 patients; seven in each
group (p=0.494). It was concluded that in patients

with VB, a 24-h course of terlipressin is as effective as
a 72-h course when used as an adjunctive therapy to
successful EVBL, This was the only reported study of
this nature which compared short course with usual
course. No more randomized trials are available which
compared short and usual course. This also concluded
that both methods are equally effective as we found in
our study.

CONCLUSION

It was concluded through results of this study that short
course terlipressin is equally effective as usual course.
Now we can recommend short course for management
of variceal bleed to prevent rebleed instead of usual
course.
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