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Guidelines

Management of variceal bleeding: PSG guidelines 2006
Javed Iqbal Farooqi, S.M. Wasim Jafri, Najib-ul-Haq, Saad Khalid Niaz, Saeed Hamid, Zaigham Abbas, 

Ghias-un-Nabi Tayyab, Arif Amir Nawaz, Muhammad Umar, Jan Muhammad Memon
Moderators and Panelists of PSG Consensus Meeting, Peshawar, Pakistan 2006.

Introduction
Gastroesophageal variceal bleeding is a major

complication of portal hypertension. It occurs in 25 to
35% patients having cirrhosis causing 80 to 90%
bleeding episodes in these cases.1-3 Variceal bleeding is
associated with more substantial morbidity and
mortality than other causes of gastrointestinal bleeding,
as well as higher economical burden.4-6 Up to 30% of
initial bleeding episodes are fatal and about 70%
survivors will rebleed within one year.1,7 One-year
survival rate after variceal bleeding ranges from 32 to
80 %.7,8

Over the last decade, there have been numerous
advances in the management of variceal bleeding. Many
guidelines including UK guidelines9, OMGE guidelines10,
Baveno IV workshop11, etc., have been published to suggest
the evidence based appropriate management of patients
with variceal bleeding. However, all these are based

generally on information obtained from the developed
countries and do not take into account the peculiar
differences that may exist in the developing countries like
Pakistan.

Pakistan has some unique factors like: (1)
Prevalence of hepatitis and liver cirrhosis and its
associated complications is on a rise, (2) Access to health
care is limited, (3) Lack of diagnostic facilities like
endoscopic equipment, cost of accessories and
maintenance is also high, (3) Training facilities for
healthcare workers are deficient, (4) Patient's attitude
towards specialized care is equivocal, (5) Issues of
affordability (6) Lack of more definitive therapies for
cirrhotic patients including Liver Transplant and TIPS.
Therefore Pakistan Society of Gastroenterology (PSG) felt
the need to develop "National Guidelines for the
Management of Variceal Bleeding" taking into
consideration all the above issues.
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Methodology
These guidelines were formulated in National

Consensus Meeting held on January 7 and 8 2006, in
Peshawar. During the two day meeting, the invited speakers
presented review lectures with an insight of local
perspectives. The panelists were asked to critically analyze
the scientific data. During the meeting, a series of consensus
statements, review articles and available data were
discussed and agreed upon. 

The available evidence was graded12,13 according to
the criteria given in Table 1. All recommendations for
clinical practice were graded9,14-16 according to the criteria
given in Table 2. After the meeting, the final draft of
Management of Variceal Bleed was sent to all the members
for final review and approval. These guidelines are preferred approaches to the diagnostic, therapeutic and

preventive aspects of care. 

Definitions in the context of variceal bleeding
Variceal Bleeding - Bleeding from an oesophageal

or gastric varix at the time of endoscopy or the presence of
grade III or IV esophageal or gastric varices with blood in
the stomach with no other recognizable cause of bleeding9

or evidence of recent bleed in the form of cherry red spots
and/or red wale marks on varices.

Clinically Significant Bleeding - when there is a
transfusion requirement of 2 units of blood or more within
24 hours of the time zero (time zero is the time of admission
to the first hospital)9 together with a systolic blood pressure
of less than 100 mm of Hg or a postural change of greater
than 20 mm Hg and /or pulse rate greater than 100 beats per
minute.

Time frame of Acute Bleeding - The acute bleeding
is represented by an interval of 120 hours (5 days) from time
zero.11 Any bleeding occurring during this time interval is
considered as failure to control bleeding. Any evidence of
bleeding after 120 hours is the rebleeding. 

Failure to Control Bleeding - The definition of
failure to control bleeding is divided into two time frames.9

Within six hours - any of the following factors:
* Transfusion requirement of 4 units or more
* Inability to achieve an increase in systolic blood

pressure by 20 mm Hg or to 70 mm Hg or more
* Inability to achieve a pulse rate reduction to less than

100 beats per minute
* Reduction of 20 beats /min from baseline pulse rate

After six hours - any of the following factors:
* Occurrence of haematemesis from the six hour point
* Reduction in blood pressure of more than 20 mm Hg

from the six hour point

Table 1. Grading of Evidence.

Grade Description

Grade Ia Evidence obtained from meta-analysis of randomized
trials

Grade Ib Evidence obtained from at least one randomized trial

Grade IIa Evidence obtained from at least one well designed
controlled study without randomization

Grade IIb Evidence obtained from at least one other type of well
designed quasi experimental study

Grade III Evidence obtained from well designed non-experimental
descriptive studies such as comparative studies,
correlation studies and case studies

Grade IV Evidence obtained from expert committee reports, or
opinions or clinical experiences of respected authorities

Table 2. Grading of Recommendations for Clinical Practice.

Grade Strength of evidence to guide clinical practice

A. Supported by two or more level I studies without conflicting
evidence from other level I studies
AI: The Committee recommends this element of care strongly 

AII: The Committee considers this element of care as
moderately important 

AIII: Recommendation in this category are unlikely 
B. Supported by two or more level I studies with conflicting

evidence from other level I studies or supported by only one
level I or two or more level II studies
BI: The Committee considers this element of care is very
important

BII: The Committee considers this element of care as
moderately important 

BIII: The Committee feels this element of care is not
practically important, but may be considered in some cases

C. Supported by level III-IV evidence
AI: The Committee feels this element of care is very important 

AII: The Committee considers this element of care as
moderately important 

AIII: The Committee feels this element of care is relatively
unimportant, although may be considered in some cases

Table 3. Child-Pugh classification of the severity of cirrhosis.

Variable 
Score

1 point 2 points 3 points

Encephalopathy

Ascites

Bilirubin (mg/dl)*

Albumin (g/L)

Prothrombin Time

(sec above normal)

Absent

Absent

<2

>3.2

<4

Mild to moderate 

Slight to Moderate

2-3

2.8-3.5

4-6

Severe to coma

Tense

>3

<2.8

>6

If the total score is 5 or 6, the cirrhosis is designated as class A; if the
score is 7 to 9, the cirrhosis is class B; if the score is 10 or higher, the
cirrhosis is class C. 

*To convert values for bilirubin to µmol / L, multiply by 17.1
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* Increase in pulse rate of more than 20 beats per minute
from the six hour point on two consecutive readings an
hour apart

* Transfusion of 2 units of blood or more (over and
above the previous transfusions) required to increase
the haematocrit or above 27% or haemoglobin to
above 9g/dl. 

Failure signifies need to change therapy; one
criterion defines failure, whichever occurs first11:
* Fresh haematemesis more than 2 hours after start of

specific drug treatment or therapeutic endoscopy. In
patients having a nasogastric tube, aspiration of
greater than 100 ml of fresh blood represents failure

* 3 g drop in Hb if no transfusion is administered
* Death
* Adjusted Blood Transfusion Requirement Index

(ABRI) >0.75 at any time point
ABRI= Blood units transfused
(Final Hct-initial Hct)  + 0.01 

o Hct (or Hb) is measured at least every 8 h for the first
2 days.

o The transfusion target should be a haematocrit of 24%
or a haemoglobin of 8 g/dL.

Rebleeding - Occurrence of new haematemesis or
malena after a period of 120 hours or more from time zero.
All bleeding episodes regardless of severity should be
counted in evaluating rebleeding.11

Early Mortality - Death within six weeks of the
initial episode of bleeding.9

Management of variceal bleeding 
Variceal haemorrhage is an acute clinical event

characterized by severe gastrointestinal bleeding presenting
as haemetemesis with or without malena or haematochezia.
Haemodynamic instability, tachycardia and hypotension are
common. A successful outcome, as in all cases of
gastrointestinal bleeding, hinges on prompt resuscitation,
haemodynamic support, and correction of haemostatic
dysfunction, preferably in an ICU. After stabilizing the
patient one should focus on the differential diagnosis.
Although variceal bleeding is common in patients with
cirrhosis who have acute upper GI haemorrhage, other
causes of bleeding, such as Peptic ulcer , must also be
considered. Empirical pharmacological therapy is indicated
in situations where variceal bleeding is likely. Endoscopy
should be done subsequently to make final diagnosis and
treatment.

Today, endoscopy is the best procedure to detect
varices and  there are no satisfactory non-endoscopic

indicators for the presence of varices. The hepatic vein
pressure gradient (HVPG) is the most reliable predictor of
variceal development10 but it is not used in clinical practice.
Therefore, short of endoscopy, detailed history and good
physical examination remains the most reliable tool for
making the diagnosis of variceal bleeding. Source of upper
GI bleed may be considered as variceal if:
* Patient is a diagnosed case of liver cirrhosis or non-

cirrhotic portal hypertension
* No other cause like NSAIDs, peptic ulcer disease, etc

is suggested by the history
* Presence of signs of liver cirrhosis and/or portal

hypertension

"Oesophageal Varices"
Management of patients with oesophageal variceal

bleeding includes three scenarios:
1. Treatment of acute variceal bleeding
2. Prevention of the initial bleeding (Primary

Prophylaxis)
3. Prevention of re-bleeding after an initial bleeding

episode (secondary prophylaxis)

Treatment of acute variceal bleeding:
Ideally patients with variceal bleeding should be

treated in a unit where the personnel are familiar with the
management of such patients and where routine therapeutic
interventions can be undertaken. Patients with variceal
bleeding should be managed in two phases: early and
subsequent management.

Early Management of Variceal Bleeding: The
essential components include resuscitation, blood/volume
replacement, vasoactive drugs, prevention of associated
complications, and referral for specific therapy:

1) Resuscitation of the patient: The essential step
in the management of variceal bleeding is to evaluate the
patient haemodynamically. If in shock, basic ABC (passing
Airway, ensuring good Breathing, and maintaining
Circulation - pulse and blood pressure) should to be
achieved on priority basis. ICU management is
recommended (Recommendation grade CII). At least 2 wide
bore (16 G preferably) IV cannulae should be passed and
ideally 4-6 units of blood should be arranged. Placement of
NG tube is optional.

2) Blood volume replacement: Blood volume
resuscitation should be done cautiously using plasma
expanders to maintain haemodynamic stability and PRBC
to maintain the haemoglobin at around 8 g/dl, depending on
other factors such as patient's co-morbidities, age,
haemodynamic status and presence of ongoing bleeding
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clinically (Recommendation grade BI).
3) Vasoactive drugs: Combination of endoscopic

and pharmacological therapy should be used in patients
with acute variceal bleeding (Recommendation grade AI).
In suspected variceal bleeding, vasoactive drugs should be
started as soon as possible - even before the diagnostic
endoscopy (Recommendation grade BI) and maintained for
2-5 days (Recommendation grade AI). Pharmacological
therapy alone may be acceptable in circumstances where
endoscopic facilities are not available and patient has
stopped bleeding with this therapy. However the patient
should be referred for endoscopy and definitive therapy
(EVBL) as soon as possible (Recommendation grade CI).
At the primary care level, pharmacological therapy should
be started at the time of initial contact with the patient
(Recommendation grade CI). Recommended dosages for
the drugs are: Terlipressin- 2mg stat and then 1mg QID,
Octreotide- 100 ug bolus followed by 25-50 ug per hour,
Somatostatin- 250 ug bolus followed by 250 ug per hour.
The use of intravenous proton pump inhibitors need further
study before making a recommendation.

4) Prevention of associated complications:
Antibiotic prophylaxis -Antibiotics should be used from the
time of admission for preventing bacterial infections and
spontaneous bacterial peritonitis in patients presenting with
bleeding (Recommendation grade AI). A parenteral third
generation cephalosporin followed by an oral preparation
should be given for 3-7 days. Quinolones may be used as an
alternative (Recommendation grade CI).

Prevention of hepatic encephalopathy - Lactulose or
other drugs should be used in patients who present with or
develop encephalopathy (Recommendation grade CI).
There are no studies evaluating the usefulness of Lactulose
for the prevention of hepatic encephalopathy, but the
Committee feels that it may be considered if the treating
physician wants it (Recommendation grade CIII)

Management of coagulopathy and thrombocytopenia
- Recommendations regarding management of
coagulopathy and thrombocytopenia cannot be made on the
basis of currently available data but it may be considered on
individualized basis. (Recommendation grade CIII)

5) Referral for specific therapy: As soon as the
patient is haemodynamically stable, endoscopy should be
performed; and if endoscopy is not available in the center
then the patient must be referred to a center where
endoscopy is available. Vasoactive therapy should be
continued until endoscopy is done. 

Subsequent Management of Variceal Bleeding:
The subsequent management of patients with variceal
bleeding must include measures to control initial bleeding
and rebleeding:

Control of initial bleeding: Endoscopic treatment is
recommended in any patient who presents with documented
upper GI bleeding and in whom esophageal varices are the
cause of bleeding (Recommendation grade AI). Variceal
Band Ligation is the therapy of choice, but sclerotherapy
may be used if ligation is technically difficult or unavailable
(Recommendation grade AI). Endoscopic therapy with
tissue adhesive (N-butyl Cyanoacrylate) is recommended
for acute gastric variceal bleeding (Recommendation grade
AI). Endoscopic treatments are best used in association with
pharmacological therapy, which preferably should be
started before endoscopy (Recommendation grade AI).
Balloon tamponade should only be used in massive
bleeding as a temporary "bridge" until definitive treatment
can be instituted (for a maximum of 24 hours preferably in
an intensive care facility by personnel familiar with its use)
(Recommendation grade BI).

Failure to control active bleeding: Failures of
initial therapy with combined pharmacological and
endoscopic therapies are best managed by a second or third
endoscopic therapy (Recommendation grade BI). Patient
may be referred for TIPSS or surgical intervention
according to the level of expertise available in the area
(Recommendation grade BI). Child A and B patients with
failure to control bleeding may be referred for surgical
intervention (Recommendation grade BII)

Primary prophylaxis of variceal bleeding
Once oesophageal varices have been identified in a

patient with cirrhosis, the risk of variceal bleeding is 25 to
35%.1,17-19 Because of the poor outcome of variceal
bleeding, the identification of those at high risk of bleeding
and prevention of a first bleeding episode are of critical
importance. Screening endoscopy is generally
recommended for patients with cirrhosis to determine
whether large varices are present - although the cost
effectiveness of this approach is controversial. The use of
clinical features, such as increased INR, low serum
albumin, a low platelet count, increased portal vein
diameter, may help physicians to predict which patients are
likely to have large varices.20,21

All patients with cirrhosis are potential candidates
for primary prophylaxis against variceal bleeding.
Therefore, all newly diagnosed patients with liver cirrhosis
should be endosocped at the time of diagnosis
(Recommendation grade AI) and further decision must be
made depending upon the endoscopic findings, as detailed
below:
* If no varices are found, surveillance endoscopies should

be performed every three years (Recommendation
grade AII) to identify if varices have developed.
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* If grade 1 varices are found, surveillance endoscopies
should be performed every year (Recommendation
grade AII). Primary prophylaxis with beta-blockers
may be considered in patients in Child class C or
showing red wale signs (Recommendation grade AI).

* If grade II varices are found and patient is in Child
class B or C, primary prophylaxis should be given
(Recommendation grade BI)

* If grade III varices are found, then primary
prophylaxis should be given irrespective of the
severity of  cirrhosis (Recommendation grade AI)

Primary prophylaxis may be started before the
endoscopic confirmation of esophageal varices in patients
with decompensated cirrhosis - i.e. patients with jaundice,
ascites, and encephalopathy (Recommendation grade CIII).

In case if endoscopic facilities are not available,
primary prophylaxis may be given if the following indirect
parameters are present (Recommendation grade CIII)
* INR > 1.5
* Bilirubin > 2mg/dl
* Albumin <28 gm/L
* Platelet count < 70 x 109/L
* Portal vein diameter > 13 mm on abdominal

ultrasound
Pharmacological therapy (non-selective beta-

blockers therapy) is the best available modality of primary
prophylaxis at present (Recommendation grade AI). Aim of
the therapy is to reduce the HVPG to less than 12 mm Hg
(Recommendation grade AI). Propranolol or Nadolol are the
drugs of choice (Recommendation grade AI). Propranolol
should be started at the dose of 10 mg twice daily
(Recommendation grade AI). Dose should be adjusted in an
incremental fashion to reduce the heart rate by 25% or to 55
beats per minute (Recommendation grade AI).

Isosorbide mononitrate must not be used alone.
There is also not enough data to recommend the
combination therapy of nitrates with beta-blockers in
primary prophylaxis. 

In case of contraindications or intolerance to beta-
blockers, variceal band ligation is the treatment of choice
for grade 2 and larger varices (Recommendation grade AI).
Ligation should be performed every 2 to 6 weeks until the
varices have been eradicated (Recommendation grade AI).
Variceal band ligation and beta-blocker combination
therapy may be used in high risk varices (Recommendation
grade CI). Sclerotherapy, TIPSS and surgical therapies are
not recommended in primary prophylaxis

Secondary prophylaxis of variceal bleeding:
Variceal bleeding recurs in approximately two-

thirds of patients, most commonly within the first six
weeks after the initial episode.22-24 Clinical predictors of
early recurrence include: 1) severity of the initial
haemorrhage i.e., the development of hypotension or a
substantial transfusion requirement, 2) degree of liver
decompensation, and 3) the presence of encephalopathy
and impaired renal function.24 Endoscopic predictors of
early recurrence include: 1) active bleeding at the time of
initial endoscopy, 2) stigmata of recent bleeding, and 3)
grade III or IV oesophageal varices.24-27 In addition,
severity of portal hypertension, measured by the HVPG,
correlates closely with the risk of rebleeding as well as with
the actuarial survival rate after an initial variceal
bleeding.27 Because of the risk of rebleeding and its
associated morbidity and mortality, secondary prophylaxis
must be given after the initial episode of variceal bleeding.

After the control of acute variceal bleeding,
secondary prophylaxis must be given to all patients
(Recommendation grade AI). It should be started as soon as
possible from day 6 of the index variceal bleeding episode.
The time of starting the secondary prophylaxis should be
documented (Recommendation CIII). Combination of beta-
blockers and endoscopic variceal ligation is the treatment of
choice, unless beta-blockers are contraindicated
(Recommendation grade A1I). Ligation should be
performed every 4 weeks until the varices have been
eradicated (Recommendation grade AI). Following
successful eradication of varices, patients should be
endoscoped at 3-6 monthly interval thereafter, to look for
recurrence of varices. In case of recurrence, band ligation
should be repeated (Recommendation grade AII). If band
ligation is not available, sclerotherapy should be the
alternative treatment (Recommendation grade B1). The
interval between treatments should be the same as outlined
for band ligation. The sclerosing agents used may vary
between institutions (Recommendation grade AII). Non-
selective beta-blockers therapy, in combination with
endoscopic therapy or alone, should be given as discussed
earlier in primary prophylaxis. 

In patients who fail endoscopic and beta-blockers
therapy, TIPSS and surgical shunts (distal splenorenal shunt
or 8 mm H-graft) therapies are the procedures of choice in
Child class A/B and Liver transplantation is the procedure
of choice in Child class B/C; however, TIPSS may be used
as a bridge to liver transplantation. However these options
may be used in selected centers with particular expertise
(Recommendation grade AI)

Gastric Varices
Gastric variceal bleeding is characterized by massive
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bleeding that is more severe than oesophageal variceal
bleeding. There is limited data available for the
management of bleeding Gastric Varices and no randomized
control trials are available in the setting of gastric variceal
bleed. Most of the evidence comes from retrospective series
and case reports. 

The essential components of early management
include resuscitation with fluids and blood volume
replacement, correction of coagulation with Fresh Frozen
Plasma (FFP) or platelets transfusion if indicated,
vasoactive drugs like Terlipressin or Octreotide, prevention
of associated complications, and referral for specific
therapy which really depends upon the type of bleeding
gastric varices as classified by Sarin et al.28

GOV1: may be treated with N-butyl-2-cyanoacrylate
(Histoacryl) injection sclerotheraphy of bleeding varix;
otherwise treatment of the esophageal varices by EVL/
Sclerotherapy is sufficient.29-31 (Recommendation grade
BII).

GOV2 and IGV: is treated initially with N-butyl-2-
cyanoacrylate (Histoacryl) injection sclerotheraphy of the
bleeding varix. (Recommendation grade AI). 

In case of failure to control bleeding, balloon
tamponade with Sengstaken-Blakemore tube may be
employed as a bridge to buy time while arranging for other
definitive modalities of treatment of gastric varices32-33

(Recommendation grade BII). 
Recurrence of gastric variceal bleed or failure to

control bleeding may be managed with TIPSS,34,35

depending upon availability of expertise, experience of the
center and also upon the CTP score because a score of more
than 13 is associated with poor outcome.36 In centers where
TIPPS is not available, devascularization or shunt surgery
may be recommended to Child's class "A" patients only
(Recommendation grade BII).

Bleeding from portal hypertensive gastropathy -
may be treated with beta-blockers along with proton pump
inhibitors and other general measures. Argon plasma
coagulation therapy may be of help if available. TIPSS may
be needed long-term.11

Areas requiring further studies/facilities
The committee feels that the following areas need

further studies:
* Optimal duration of vasoactive drug therapy 
* Local data on prophylactic antibiotics for patients

undergoing EVL with or without ascites.
* Local data for timing of rebanding of EV as a

secondary prophylaxis, 2 weeks Vs 4 weeks Vs 6
weeks.

* Development of facilities for TIPSS and liver
transplant

* Effectiveness of early TIPSS placement and of
covered stents 

* Best treatment of gastric varices; especially glue vs.
TIPSS

* The best treatment of patients with no active bleeding
at time of endoscopy on drug therapy

* Prognostic factors / models for acute bleeding MELD
score, variceal size, age, etiology of portal
hypertension and other co morbidities

* Local data on incidence and natural history of varices
and variceal bleeding 

* N butyl cyanoacrylate for the primary prophylaxis of
gastric varices
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Abstract
The Metabolic Syndrome, a highly prevalent entity

is a clustering of risk factors of metabolic origin that are
accompanied by increased risks of cardiovascular disease
and type - 2 Diabetes Mellitus. These risk factors are
atherogenic dyslipidaemia, elevated blood pressure, raised
plasma glucose, a prothrombotic and a proinflammatory
states. Two major underlying risk factors for the metabolic
syndrome are obesity and Insulin resistance; exacerbated by
physical inactivity, advancing age, endocrinal and genetic
factors. The condition is progressive and in many patients
eventually culminates in type - 2 Diabetes, which further
enhances the risk of cardiovascular disease. 

Primary treatment for the metabolic syndrome is life
style therapy i.e. weight loss, increased physical activity and
antiatherogenic diet. As the condition progresses, drug
therapies may be required to ameliorate the individual risk
factors. Ultimately, it may be possible to develop drugs that
will simultaneously modify all the risk factors. However,

they are under development and so far have not reached the
level of clinical practice. 

Introduction
The National Cholestrol Education Program (NCEP)

Adult Treatment Panel - III (ATP - III), in 2001 introduced
the metabolic syndrome as a risk partner to elevated Low-
Density- Lipoproteins (LDL) in cholesterol guidelines1 in
response to the increasing prevalence of obesity and it's
metabolic consequences in the USA. The term metabolic
syndrome (MS) was applied to the constellation of risk
factors that often accompany obesity and are associated
with increased risks for both Atherosclerotic Cardiovascular
Disease (ASCVD) and type-2 diabetes. The advantage of
identifying this particular cluster of risk factors is that it
should bring together the fields of cardiovascular disease
and diabetes mellitus for a concerted and unified effort to
reduce the risk for both conditions simultaneously.
Moreover, cardiovascular disease is the foremost killer of
patients with diabetes and this is of interest to both fields.2
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