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A COMPARATIVE STUDY OF EFFICACY OF OCTREOTIDE
AND SCLEROTHERAPY IN VARICEAL BLEEDING

Wazir Muhammad Shaikh, Sher Muhammad Shaikh*, Majid Ahmed Shaikh, Ghulam Akber Solangi and B.F.Zuberi

ABSTRACT

Objective: To see the efficacy of octreotide and sclerotherapy and combination thereof in control of variceal bleeding.
Design: A prospective, open-label randomised study.

Place and Duration of Study: Department of Medicine, Chandka Medical College, Larkana and Lateef Medical Com-
plex, Larkana, Pakistan.

Patients and Methods: This study was conducted from June, 1996 to June, 2001. In all, 564 patients were includ-
ed in the study, 188 received sclerotherapy alone (group 1), 196 sclerotherapy with octreotide (group |l) and rest
(180} were put on octreotide alone (group lll). The patients of all groups were comparable regarding baseline
characteristics and severity of disease. Sclerotherapy was given on day 1,8,15 and 29. Each varix was injected
with 4-6 ml of ethanolamine separately at the same sitting. The octreotide was given 50 ug/ hour through infu-
sion for 48 hours and then subcutaneously 8 hourly for total 5 days. All the patients were observed for 30 days.
Results: In group |, 48 patients (25.53%) showed re-bleeding, whereas in group Il and 1l re-bleeding was noted in
20 patients (10.2%) and 24 patients (13.33%) respectively. The difference was statistically significant p < 0.01.
The re-bleeding was remarkable in Child-Pugh s group B and C. Twelve patients (6.3%) died in group |, while 4
died in each group Il (2.04%) and lll (2.22%}) respectively. The difference was statistically significant (p 0.03).
Conclusion: Octreotide appeared equally or superior over sclerotherapy in controlling bleeding and preventing

early re-bleeding.

KEY WORDS: Variceal bieeding.

Sclerotherapy.

Octreotide.

InTRODUCTION

Variceal bleeding is the most serious complication in patients
with cirrhosis liver and is associated with 30-50 percent risk of
death.! Bleeding stops on its own in about 70% of the patients
before they reach the hospital, however, early re-bleeding
occurs within hours and days in at least 50 percent of the
cases.z4 The risk of continued variceal bleeding or early
rebleed within first 6 hours is related to the severity of liver
disease.256 The factors that sustain bleeding and that cause re-
bleeding in individuals are not fully understood.”9 As the
bleeding may precipitate hepatic encephalopathy, hepatorenal
syndrome and death etc, therefore, these patients require
urgent treatment. There is considerable debate regarding
treatment of acute bleeding from esophageal varices.
Esophageal tamponade has been shown to be an effective
mean of control of bleeding, however, at least 50% of the
patients experience re-bleeding within 24 hours of interven-
tion, and procedure related complications (e.g. aspiration
pneumonia, airway obstruction and perforation), tolerance of
patients is poor and death occur in substantial number of
cases.10-11 Endoscopic sclerotherapy has proved beneficial for
the control of active variceal bleeding.12 It also prevents
re-bleeding during the long-term management.!315 and
improves survival of the patients.¢ However, sclerotherapy is
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associated with re-bleeding in 25-50% of patients. Variceal
obliteration takes 6-11 sittings. Complications related to pro-
cedure are present in 15-50% of patients.? However, this
requires endoscopic facility and expertise, which is not easily
available everywhere. Vasopressin has been the mainstay of
drug treatment over the past 30 years but the doubts have
been raised as to its efficacy!® and serious cardiac side effects
(e.g. myocardial ischaemia, cardiac failure, pulmonary oede-
ma) may occur. It has been suggested that in addition to vaso-
pressin, a vasodilator like nitroglycerine may be added to
reduce side effects.19-20 It has been claimed that octreotide
causes a 30% reduction in portal pressure in stable cirrhotic
patients,?122 and has been shown to be at least as effective as vaso-
pressin in controlling acute variceal haemorrhage without side
effects. In the present study we have compared the efficacy of
octreotide alone, or in combination with sclerotherapy and also
sclerotherapy alone in early control of active variceal bleeding.

P ATIENTS AND METHODS

This was a prospective, open-label randomized study con-
ducted between January, 1996 and June, 2001 over 564 patients
admitted to the Department of Medicine, Chandka Medical
College, Hospital, and Lateef Medical Complex, Larkana, with
an active bleeding from esophageal varices at endoscopy.
Active bleeding was defined when blood was coming from
varices or seen in the esophagus with cherry red spots on
varices and no other haemorrhagic source was found in the
stomach and duodenum. Cirrhosis of liver was documented
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TABLE | : inclusion criteria

. Qver 18 years. &
. Active bleeding from varices

. DCUYe DIeBOING WO VAHIOES e i
. No treatment for variceal haemorrhage in the last 15 days.

Absence of end stage of cirrhosis fiver of hepato-renal syndrome.
5 :No history of myocardial infarction within tHe preceding 8 months.

EXCLUSION CRITERIA

1 Bleeding due 1o other causes,

L g U S
2. Admission.in the hospital 24 hours after the variceal bleeding.
3. Hepatoceliular carcinoma

4. Age 75 years or above;
5. Non-cirrhotic portal hypertension,

T

P

on the basis of liver biopsy performed during a previous
admission or typical history and examination and laboratory
findings with strong support of ultrasound. The inclusion and
exclusion criteria are given in Table 1. Over a period of 5 years,
564 subjects were selected for this study. They (or relatives)
were explained the nature of trial. Following admission to
hospital, patients were resuscitated with haemacel and blood
transfusion. Upper gastrointestinal endoscopy (UGI) was per-
formed with GIF XQ20 within 2-10 hours. Prior to endoscopy
in patients suspected of having variceal haemorrhage, the trial
was explained and written informed consent was obtained
" from the patient or relative. Having confirmed active bleeding
from oesophageal varices at endoscopy, patients were ran-
domized to treatment with sclerotherapy alone or in combina-
tion with octreotide or octreotide alone. The amount of blood
transfused was recorded. Group I, which consisted of 188
patients, underwent sclerotherapy, group II of 196 patients
was placed for sclerotherapy and octreotide and group III of
180 patients was put on octreotide only. All the 3 groups of
patients were comparable regarding baseline characteristics
and severity of disease (Table II). Sclerotherapy was per-
formed with the flexible Olympus GIF XQ20 with NM-1K
needle. Each varix was injected with 4-6 ml of 50%
ethanolamine separately at the same sitting. Sclerotherapy
was given on day 1,8,15 and 29. Octreotide was given by intra-
venous intusion 50 pug/ hour for 48 hours or till stoppage of
bleeding whichever was earlier. Later, it was given subcuta-
neously 50 ug 8 hourly with sclerotherapy or alone. It was
given for 5 days only. All the patients were observed for 30
days. Vital signs were observed and checked for any fresh

TABLE If : Patients characteristics at the time of randomization

bleeding. Haemoglobin was checked on days 1,3,5,7,15 and
30. Blood transfusion was given as required along with injec-
tion cimetidine, vitamin K and other supportive measures.
The significant bleeding was defined as haematemesis and/or
malaena accompanied either by systemic disturbances like
sudden drop in blood pressure >15 mmHg or systolic B.P was
< 100 mmHg or with a rise in pulse > 100 per minute or a drop
in haemoglobin (Hb) percent by > 1.5 gm or if two or more
units of blood were required. The presence of oesophageal
ulcer (grade O=absent, grade I= moderate or grade Il = large or
necrotic) was recorded. B.P, pulse rate, haematocrit, and trans-
fusion were monitored throughout the treatment and follow
up period.

STATISTICAL ANALYSIS: Data in the text and tables were
given as mean + SD. To detect significant differences between
baseline characteristics of two treatment groups and efficacy
of treatment modalities were analyzed by the two tests, stu-
dents T test and chi-square test. Statistical differences were
considered significant when p was < 0.05.

REesuLrs

Of the 564 patients, 188 received sclerotherapy, 196 received
sclerotherapy plus octreotide and 180 received octreotide,
grouped as I, Il and Il respectively. All the 3 groups were age,
sex, and Child Pugh'’s classification matched and had similar
baseline characteristics (Table II). Most of the subjects were in
the age group of 40-59 years (Table II). Systolic B.P was in the
range of 106+ 35 mmHg for group I, group II was 101 + 29
mmHg and for group III was 95 + 27 mmHg at the time of
admission. Hb was 7.6% Gm (range 5.4-11.8) with SD + 2.3,7.4
(5.2-11.3) with SD + 2.3 and 7.5 (6.0-11.5) with SD + 2.4 for
group I, IT and III respectively. HBs marker was aetiological-
ly most significant in all the 3 groups.

Out of 188 patients in group I, 48 (25.5%) patients showed re-
bleeding, whereas in group II (196 patients) re-bleeding was
noted in 20 patients (10.2%) and in group III (180 cases) re-
bleeding was observed in 24 patients (13.3%). The difference
was statistically significant p < 0.01. The re-bleeding was

Group § {Scl) Group Il (Scl + Oct) Group |11 {Oct)

Number (564) {188) 196 180
ears 41212 39 £13 N 41 + 14

Sex (/) 128/60 Bl 13064 120760

Eficlogy BICIG - 186/32/20 124140732 136/18/28

Variceal grade 141l i 32/128/28 24/136/36 24/96/60

Pugh’s classification

A(56), B (7-5), C (10-15) 76/88124 - 72/96/28 66/96/24

Cevel of -

S Bifinubin_{units 2417 245 £ 1.45 25215

S. Albumin_(units 3418 T 36216 34x15

B.Urea _ (units 34x16 i 3617 3616

S. Creatinine {units) 18:13 L 1712 1505

Prothrombin time 1954 ~ 86 1B5x75

Plalelets 108100 = 49038 720000 < 44310 133400 = 47536

BF

Systolic (mmHgy 95+ 27 706 + 35 16129

Diastolic (mmHg) 65+ 5 55 + 20 57 £23

Blood Transtusion 1500 = 450 m] {50C — 4500} 1250 = 700 i

{250 —3000) 750 = 550 mi {250 —1500)

!Scl =Sclerotherapy; ~ Oct = Octreotide;

Pugh’s = Child modified Pugh’s classification;

C = Hepatitis CV; U = Unknown.

678

JCPSP 2002, Vol. 12 (11): 677-681
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TABLE Il : Age and sex distribution of 564 cases.

Age (yrs Group | Group I Group 1l
Male :  Female Male  Female Male Female

18:39 32 19 22 12 29 17

40-59 8B . 39 B8 A 86 37

60 10 02 22 04 10 01
Total 188 196 180

remarkable in Child-Pugh’s23 group B and C (Table IV). Four
patients died in each group Il and HI, while 12 died in group |
(all in child’s classification B and C). They died on day 2nd
(groups Il and I1I), 2nd, 3rd, 5th and 25th day in group I as a

ribution of re-bleed

leeding cases
Pugh's classification

Pughs classification Grougl Group 1i Group {lf
R N R .. N R N

A 0 24 0 28 L3} 24
8 28 80 8 8 12 84
C 20 56 12 68 12 48
Totaf 25.53. . 7447 2102 8GR

1333 86867
‘A = Re-bleeding; fT\'/_;Non-re-bleg_d‘frlg. T

result of massive re-bleeding.

Bleeding was controlled within first 4 hours of the start of
treatment after admission in 170 of 180 patients treated with
octreotide (group 1I1I), 188 of 196 with octreotide plus scle-
rotherapy (group 1) and in 164 of 188 (group Iy treated with
sclerotherapy alone. However 14 patients in the octreotide
group (I1I), 12 patients in octreotide plus sclerotherapy group
(I} and 24 patients in sclerotherapy developed re-bleeding.
Therefore complete control of bleeding at the end of 30 days
period after trial was achieved in 156 of 180 (86.67%, 95 per-
cent C.1.: 68-98%) in octreotide group, 176 of 196 (89%, 95 per-
cent C.L: 68-98%) in octreotide plus sclerotherapy, and 140 of
188 (74.5%, 95 percent C.1.: 68-98%) in sclerotherapy alone. The
complete control of bleeding was better in the octreotide
and/or in combination with sclerotherapy than sclerotherapy
group. The difference was statistically significant (p=0.03).

There were significant differences among the three groups in
respect of side effects. Retrosternal chest pain occurred in 71
patients (37%), fever in 73 (38%), and oesophageal ulcers in 38
patients of sclerotherapy group, whether alone or in combina-
tion. These side-effects were of transient nature and respond-
ed to symptomatic treatment. Twelve patients of octreotide
group whether alone or in combination, developed transient
nausea and abdominal pain. Octreotide group received less
blood transfusion (Table II), as compared to sclerotherapy.
Hospital stay was 5.5 days with octreotide group (3-9 days) as
compared to sclerotherapy alone (mean 6.7 days, range 4-11
days). Ninety- seven percent patients survived successfully in
octreotide and in combination with sclerotherapy groups as
compared to sclerotherapy only (94.6% survival).

Discussion

Esophageal variceal bleeding is a medical emergency with
high risk of mortality. Therapy has four main purposes: con-
trol of initial haemorrhage, prevention of early bleeding,
minimization of liver dysfunction and treatment of any com-
plication caused by blood loss. The standard treatments are
injection sclerotherapy and/or ligation; with balloon tam-
ponade used as second line therapy in case if bleeding can-
not be controlled by standard techniques. Octreotide thera-
py has been evaluated in rebleeding after sclerotherapy, as

an adjunct to sclerotherapy or as an alternative to scle-
rotherapy for primary treatment of variceal bleeding.

In our study, infusion of octreotide showed significantly bet-
ter control of bleeding than sclerotherapy (156/180, 176/196
versus 140/188) in cirrhotic patients. The difference in success
rate was 13-15%(95% C.I. 8-60%) in favor of octreotide. Qut of
188 patients in group I, 48 had re-bleeding (25.3%), in group
I (196 patients) 20 (10.2%) had re-bleeding and out of 180
patients, re-bleeding was observed in 24 (13.3%). Our obser-
vation is consistent with the reported studies.2425 The success
rate of sclerotherapy in controlling acute variceal haemor-
rhage was 74-95%. Shah et al26 have also reported that the
sclerotherapy control of bleeding was in 80.4%. Farooqi JI27
observed immediate control of bleeding in 84%, re-bleeding
in 18% and mortality in 8%. A meta-analysis has shown that
sclerotherapy results in a significant (25%) reduction in over-
all mortality.28 The earliest trial involving octreotide for acute
variceal haemorrhage was conducted by McKee ¢t al.29 This
was based on earlier demonstration that octreotide produced
a 305 decrease in the porto-systemic pressure gradient.30 They
observed that within first 4 hours after admission bleeding
was stopped in 18 out of 20 patients. The more recent ran-
domized trial conducted by Hwang et al3! observed that
bleeding was initially stopped in 21 out of 24 patients receiv-
ing octreotide, but 6 patients had re-bleeding. Other random-
ized trial has reported the control of bIeeding in 78%, re-
bleeding in 27% and death in 6%.32 Successful control of
bleeding was achieved in randomized trial by Sung et al in
84% of octreotide group.3 In this trial, re-bleeding and mor-
tality was 21% and 20% respectively. During the first 48 hours
period of acute variceal bleeding, in another study,3 the con-
trol of bleeding with octreotide was 85% and mortality was
3%. Sivri et al% evaluated the use of octreotide and found a
control of bleeding, re-bleeding and mortality in 75%, 22%
and 3% respectively. In our study, serious side effects associ-
ated with octreotide were insignificant as compared with scle-
rotherapy. Transient chest pain, fever, oesophageal ulcers and
dysphagia were significantly associated with sclerotherapy,
which resolved with Ssymptomatic treatment. In our view
octreotide appeared equally or superior over sclerotherapy in
controlling bleeding and preventing in early re-bleeding.

ConcLusion

Octreotide being cost effective and due to its easy availability is
the first-line therapy for control of acute variceal bleeding and
early re-bleeding either alone or as an adjuvant to sclerotherapy.
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