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ABSTRACT - In the last decades, several improvements in the management of variceal bleeding have resulted in a significant decrease in

morbidity and mortality of patients with cirrhosis and bleeding varices. Progress in the multidisciplinary approach to these patients

hasled to a better management of this disease by critical care physicians, hepatologists, gastroenterologists, endoscopists, radiologists

and surgeons. In this respect, the Brazilian Society of Hepatology has, recently, sponsored a consensus meeting in order to draw

evidence-based recommendations on the management of these difficult-to-treat subjects. An organizing committee comprised of four

people was elected by the Governing Board and was responsible to invite 27 researchers from distinct regions of the country to make

a systematic review of the subject and to present topics related to variceal bleeding, including prevention, diagnosis, management and

treatment, according to evidence-based medicine. After the meeting, all participants met together for discussion of the topics and the

elaboration of the aforementioned recommendations. The organizing committee was responsible for writing the final document. The

meeting was held at Salvador, May 6th, 2009 and the present manuscript is the summary of the systematic review that was presented

during the meeting, organized in topics, followed by the recommendations of the Brazilian Society of Hepatology.
HEADINGS - Gastrointestinal hemorrhage. Liver cirrhosis. Esophageal and gastric varices. Consensus.

INTRODUCTION

Due to the frequency and bad prognosis associated
with gastrointestinal bleeding in patients with
portal hypertension (PH), the Governing Board
of the Brazilian Society of Hepatology organized
on May 6th 2009 at Salvador, Bahia, Brazil, a
consensus meeting to establish national guidelines
on prevention, management and treatment of portal
hypertensive bleeding. A consensus committee made
of four delegates was chosen, who elected a panel
of 27 Brazilian researchers from different regions
of the country to act as moderators or speakers of
previously selected topics focused on: 1) screening of
varices and prevention of the first bleeding episode; 2)
treatment of acute variceal bleeding; 3) management
of treatment failure, recurrence of bleeding and
secondary prophylaxis, and 4) management of special
situations. All moderators were asked to provide key

questions concerning fundamental or controversial
issues on the aforementioned topics to be answered by
the presenters according to level of scientific available
data ranked by the Oxford System, as suggested by
the Brazilian Medical Association. Each presentation
was opened for discussion with the panel and the
audience and after the meeting, the entire panel
gathered together to draw recommendations that
were summarized in the present manuscript after a
brief description of each presentation.

PART I. SCREENING OF VARICES AND
PREVENTION OF THE FIRST BLEEDING EPISODE

1) Screening of varices in patients with portal
hypertension due to cirrhosis

Approximately 30% of the patients with compensated
cirrhosis and 60% of those with decompensated cirrhosis
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have varices at endoscopy“* 117, One study from Italy involving

111 subjects with cirrhosis revealed a cumulative incidence

of varices of 5% and 20% in 2 and 5 years, respectively!'?.

Merli et al.1% evaluated 206 cirrhotics with annual endoscopy

and disclosed the appearance of varices in 5% and 28% of

the subjects at 1 and 3 years of follow-up, respectively. Of
note, no baseline clinical parameter was predictive of the
development of esophageal varices'*”. On the other hand,

Groszmann et al.”followed 213 patients with cirrhosis and

PH, identified by a hepatic vein pressure gradient (HVPG) =6

mm Hg, without varices at baseline endoscopy and observed

the appearance of varices in 40% of them after a median

follow-up of 54 months. In this study, the most important
predictor for the development of varices was the presence
of baseline HVPG. In this regard, the incidence of varices
at 5 years increased from 25% to 50% in those subjects with

HVPG >10 mm Hg".

Progression of small varices to large varices is reported
to occur in 5%-30% of the cases per year®. A longitudinal
study revealed progression of varices from small to medium
or large caliber in 12% and 31% of the cases at 1 and 3
years of follow-up, respectively'®. These data altogether
suggested that the rate of progression of varices from small
to large caliber is higher than the rate of their development in
cirrhotics®?. Based on these data, screening of varices should
be performed in all patients with cirrhosis. Subjects without
varices at baseline and classified as Child-Pugh A should
be submitted to screening each 2 to 3 years. However, this
interval should be shortened to 1 year in patients classified as
Child-Pugh B or C or with recent disease decompensation.
On the other hand, subjects with compensated disease and
small varices at baseline, not submitted to any prophylactic
treatment, should undergo screening every 1 to 2 years®.

Several methods including clinical, laboratory and
echographic parameters, the fibroscan®, the HVPG, and
more recently, the capsule endoscopy have been proposed
as methods for screening of varices in cirrhotics. However,
up to now upper digestive endoscopy remains the gold-
standard method for the screening of varices®* ** %), The
most reliable predictors of variceal bleeding are variceal
size, presence of red signs on varices, severity of liver disease
and HVPG =12 mm Hg®* 67.74.92.100. 10D Two of them are
assessed by endoscopy and have been measured according
to different classifications®®. The Brazilian Society of
Hepatology endorsed the classification of varices in small,
medium and large size adopted by the majority of Brazilian
endoscopists. In this regard, small, medium and large varices
were considered as those with a caliber less than 3 mm,
between 3 and 5 mm and more than 5 mm, respectively!?.
Red signs on varices were recognized as cherry-red spots,
red wale marks, hematocystic spots and diffuse redness.

Recommendations:

1) Screening for esophageal varices should be performed in
all patients with cirrhosis at diagnosis independently of the
grade of liver dysfunction

2) Upper digestive endoscopy is the most reliable method for
screening
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3) Variceal size should be classified at endoscopy in small,
medium and large according to the findings of variceal
caliber of less than 3 mm, between 3 and 5 mm and more
than 5 mm, respectively. The presence of red signs on varices
should be reckoned.

4) Patients with Child-Pugh A cirrhosis without varices at
baseline should be submitted to endoscopy every 2 years.

5) Patients with Child-Pugh B cirrhosis without varices at
baseline should be submitted to endoscopy every year.

6) Patients with small varices not undergoing any prophylactic
treatment should be submitted to endoscopy every year,
independently of severity of chronic liver disease.

2) Pre-primary prophylaxis: what is the evidence?
The concept of pre-primary prophylaxis is under debate.

Some authors employ it to define any measure aimed to

prevent the appearance or progression of esophageal varices in

subjects with PH either without or with small size varices®* "

71,108, 14D “while others use it only to characterize interventions

employed solely to avoid the development of varices!: ¢ 6

1) Depending on its appropriate definition, the objectives of

this prophylaxis may vary, but its basic proposal is to prevent

the development of varices or their progression in order to
avoid variceal bleeding in cirrhotic patients.

Even though four randomized controlled trials (RCT)
concerning the efficacy of pre-primary prophylaxis have been
published in the literature®”7>%:192 only one included solely
patients which had no varices at baseline endoscopy. In this
study, no differences were observed in treatment outcomes.
The authors do not recommend pre-primary prophylaxis in
cirrhotic patients with PH and no varices.

Recommendations:

1) Pre-primary prophylaxis should be defined as any measure
aimed to prevent the development of varices in patients with
PH

2) Pre-primary prophylaxis as previously defined can not be
recommended due to the lack of current evidence of clinical
benefit

3) Indication of prophylaxis of the first episode of
variceal bleeding: what is the evidence?

Knowledge about the natural history of portal hypertensive
bleeding in cirrhotics is crucial to determine the timing for
institution of prophylactic measures. In this respect, D’Amico
et al.®”, have recently evaluated the clinical course according
to the probability of death of cirrhotic patients. The authors
have classified patients in stage 1 (no varices, no ascitis), stage
2 (varices, no ascitis), stage 3 (ascitis with or without varices)
and stage 4 (variceal bleeding with or without ascitis). One-
year mortality was 1%, 3%, 20% and 57% in stages 1, 2, 3 and
4, respectively, demonstrating the adverse impact of variceal
bleeding on survival of patients with cirrhosis.

The most important parameters associated with progression
from small to medium and medium to large varices are severity
of liver disease, expressed by scores B or C of Child-Pugh
classification, the presence of red signs on varices and alcohol
as etiology for cirrhosis®* 2. On the other hand, as previously
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mentioned, recognized predictors of variceal bleeding are

variceal size, red signs on varices, severity of liver disease and

the presence of HVPG =12 mm Hg.

Primary prophylaxis is defined as any intervention focused
on prevention of the first episode of variceal bleeding. Several
studies and meta-analysis have been published concerning
primary prophylaxis in cirrhotic patients with medium to
large varices, but few reports have included subjects with small
varices. Studies to evaluate primary prophylaxis in patients
with small varices are difficult to perform, mainly because
they may require a large number of patients®. Merkel et
al.®evaluated the role of non-selective beta blockers (NSBB)
in the progression from small to large varices and on the
prevention of the first bleeding episode in 166 patients with
cirrhosis and small varices. The authors have demonstrated
progression of varices to medium or large size in 11% of the
subjects in the nadolol group vs 37% of the patients in the
control group after a mean follow-up period of 36 months.
On the other hand, variceal bleeding was observed in 12%
of the patients in the nadolol group vs 22% of the subjects in
the control group at 5 years of follow-up. Of note, mortality
was similar in both groups, but adverse events were higher
in the treatment-arm (11% vs 1%)®.

Based on current data, it can be suggested that patients
with small varices without contraindications to NSBB may
be submitted to primary prophylaxis at least to prevent
progression to medium or large varices. Likewise, patients
with small varices and Child-Pugh B or C cirrhosis or with
red signs on varices can also be considered as candidates
for primary prophylaxis because they have a similar risk of
bleeding, when compared to patients with medium or large
Varices(%. 99, 100, 107)'

In regard to patients with varices from all sizes, one meta-
analysis, that evaluated 11 RCT (9 with propranolol and 2
with nadolol), including 1,189 patients revealed a significant
reduction in the frequency of the first bleeding episode in
subjects treated with NSBB with a non-significant decrease in
mortality®. Another meta-analysis from the Cochrane group
evaluating primary prophylaxis from 11 RCT including 1,344
patients demonstrated that therapy with NSBB had a significant
impact in mortality from the first episode of variceal bleeding
in cirrhotics, irrespective of variceal size®. Therefore, there
is no doubt that primary prophylaxis is required in cirrhotic
patients with medium or large varices with or without risk
factors for variceal bleeding®:- ®®. Although unavailable for
routine assessment, measurement of HVPG is a valuable
tool for guiding prophylactic therapy with NSBB. Efficacy
of such strategy can be predicted whenever a reduction of
HVPG below 12 mm Hg or to a level lower than 20% of the
baseline value is achieved®® "7,

Recommendations:

1) Patients with small varices and advanced cirrhosis ( Child-
Pugh B or C) have high risk of bleeding and should be
submitted to primary prophylaxis

2) Patients with small varices and Child-Pugh A cirrhosis without
red signs on varices may benefit from primary prophylaxis,
but there is no evidence to support any recommendation
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3) Patients with medium or large varices should be submitted
to prophylaxis independently of the presence of advanced
liver disease or red signs on varices.

4) Determination of HVPG is valuable in the selection of
higher-risk patients for variceal bleeding either before or
after the institution of primary prophylaxis, but its routine
use in the management of patients with PH can not be
recommended outside specialized centers.

4) What is the best treatment strategy for primary
prophylaxis?

There are two main treatment modalities to be employed in
primary prophylaxis of patients with PH: NSBB or endoscopic
band ligation (EBL) of varices. Sclerotherapy is no longer
recommended due to its adverse impact on patient survival“>
15D, As previously shown, use of NSBB was associated with
reduction of the frequency of the first bleeding episode
in cirrhotics with esophageal varices, when compared to
placebo®. Recently, two meta-analyses compared the effect
of NSBB and EBL in reducing the frequency of the first
bleeding episode and mortality in cirrhotics with PH® 33,
Lower frequency of bleeding was demonstrated with EBL
with no effect in mortality, when compared to NSBB. Adverse
events were more often in subjects treated with NSBB, but
were more severe in those submitted to EBL. It is worth to
mention that NSBB, but not EBL, are also able to prevent
bleeding from gastric and ectopic varices®. Based on these
data, it is possible to employ either NSBB or EBL as agents
for primary prophylaxis in subjects with medium or large
varices. In addition, EBL can also be offered to those subjects
with serious side effects, non-adherence or contraindications
to NSBB®: %9 Ag outlined elsewhere®), the dosage of
NSBB should be adjusted to the maximal dose tolerated by
the patient, considered as the dose immediately below the one
capable of inducing side-effects®. The sessions of EBL should
be performed every 2 weeks until variceal eradication, with
the first endoscopic control performed 3 months thereafter
and then every 6-12 months©® %,

In subjects with small varices, the use of NSBB can be
considered, particularly in patients with a higher risk of
bleeding such as those with advanced Child-Pugh B or C
cirrhosis and with red signs on varices, in whom primary
prophylaxis is highly recommended( .

Itis important to stress that there is no evidence concerning
the role of nitrates and endoscopic sclerotherapy as treatment
modalities for primary prophylaxis(®3 64 6869,

Even though proton pump inhibitors are currently used to
favor ulcer healing, there is no evidence for its use to prevent
post-banding ulcer bleeding. Likewise, there is no rationale
for the use of platelets or fresh frozen plasma before EBL in
subjects with PH with low platelets count or prolonged INR
submitted to primary prophylaxis!s?.

Recommendations:

1) Either NSBB or EBL can be employed as strategies for
primary prophylaxis in patients with cirrhosis and medium

or large varices with high risk of bleeding ( Child B or C

cirrhosis or red signs on varices)
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2) NSBB should be preferred in primary prophylaxis of
patients with cirrhosis and medium or large varices without
high risk of bleeding ( Child A cirrhosis or absence of red
signs on varices). EBL should be offered to those subjects
with non-adherence, intolerance, serious side effects or
contraindications to NSBB

3) NSBB should be employed for primary prophylaxis in
patients with cirrhosis and small varices with high risk of
bleeding ( Child B or C cirrhosis or red signs on varices)

4) NSBB can be considered for primary prophylaxis in patients
with cirrhosis and small varices without high risk of bleeding
( Child A cirrhosis or absence of red signs on varices), but
their use must be individualized due to the lack of evidence

of benefit.

PART Il: TREATMENT OF THE ACUTE VARICEAL
BLEEDING EPISODE

1) Initial management of patients with variceal bleeding

In the last two decades, major achievements in the care of
the cirrhotic patient with variceal bleeding led to a reduction
in mortality from the first bleeding episode from 43% to 14%.
This improvement was due to a significant change in the
multidisciplinary approach of those patients from the pre-
hospital setting to the intensive care unit (ICU) by emergency
medical staff, paramedics, hepatologists, gastroenterologists,
endoscopists, intensive care physicians, interventional
radiologists and surgeons®!h 4149,

Variceal bleeding usually manifests as a clinically relevant
bleeding, characterized by hemorrhage associated with
hemodynamic instability or with transfusion requirements of
more than two packed red blood cell units or with a reduction
of hemoglobin levels of more than 2,0 g/dL. It is a medical
emergency that need immediate volemic restoration in order
to provide homodynamic support to improve prognosis
and reduce mortality®. Variceal bleeding should be ideally
managed in the ICU setting.

The first approach to the patient with variceal bleeding
should be done according to basic life support measures
including basic maneuvers of A (airway), B (breathing)
and C (circulation) aimed at airway opening, breathing and
heart rate (HR) evaluation as well as blood pressure (BP)
measurement. Laboratory measurement of complete blood
count with platelets, prothrombin time with INR, serum
electrolytes such as sodium and potassium, urea and creatinine
should be initially performed. Volemic restoration should be
attempted to shock reversal and correction of hypovolemia
based on blood loss estimates according to hemodynamic
parameters®). However, it should be kept in mind that those
parameters are usually employed for volemic restoration of
patients without cirrhosis, and that subjects with chronic
liver disease even at basal conditions can have BP lower than
90 mm Hg and tachycardia due to circulatory dysfunction
and hyperdynamic circulation.

Peripheral venous access is advisable, whenever possible,
with a large-bore catheter. Central venous lines should be
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reserved for those patients who fail to respond to intravenous
fluids or whenever measurement of central venous pressure
(CVP) is required. Experimental studies®*%-% have suggested
that vigorous fluid infusion may enhance bleeding or
induce rebleeding from esophageal varices. Thus, it is wise
to recommend caution with volemic resuscitation, using
preferentially crystalloids (isotonic saline or lactated Ringer’s
solution), to achieve hemodynamic compensation with the
goal of systolic blood pressure of 90-100 mm Hg. There is
no evidence in favor of the use colloids, including albumin
in the management of patients with variceal bleeding®- %,

Endotracheal intubation should not be postponed in
comatose patients with shock, hepatic encephalopathy or in
at-risk patients for gastric aspiration during upper digestive
endoscopy.

Sengstaken-Blakemore tubes should be placed only in
those cases of massive bleeding and ongoing shock despite
the use of intravenous fluids. Their use is associated with
several complications, including aspiration of gastric contents,
respiratory tract infection, tube displacement, esophageal wall
laceration or perforation and pressure necrosis of the nose.
Therefore, they should be left in place for no longer than 24
hours as a bridge for a definite treatment such as endoscopic
hemostasis or transjugular intrahepatic portosystemic shunt
(TIPS)®. Airway protection is highly recommended in this
setting.

There are some pitfalls in monitoring systemic perfusion in
subjects with advanced chronic liver disease. Arterial lactate
measurement is usually employed as a parameter of systemic
perfusion, but abnormal levels could be found in cirrhotics even
without tissue hypoxia due to its delayed hepatic clearance.
Likewise, measurement of central venous oxygen saturation
(ScVO2) has been employed in the ICU setting as a tool for
evaluation of hemodynamic status as well as to guide fluid
resuscitation. At least in septic patients, levels of ScVO?2
higher than 70% are indicative of adequate fluid replacement.
However, it is important to stress that in cirrhotics, levels of
ScVO?2 higher than 70% may not reflect volemic restoration
due to the presence of hyperdynamic circulation. Thus, arterial
lactate and ScVO2 should be employed with some caution
in cirrhotics with variceal bleeding ®.

Recommendations:

1) Cirrhotics with acute variceal bleeding should be ideally
managed in the ICU

2) Fluid resuscitation should be employed with caution in order
to maintain levels of systolic blood pressure of 90-100 mm Hg
and heart rate of 100 beats per minute

3) Airway protection is advisable for those patients with depression
of the level of consciousness and massive hematemesis as
well as for those subjects who require Sengstaken- Blakemore
tubes

4) Use of Sengstaken-Blakemore tubes at admission should
be reserved for those cases of massive hemorrhage with
hemodynamic compromise not responsive to intravenous
fluids, as a bridge for a definite treatment and for no longer
than 24 hours.
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2) Indications and contraindications for the use of

blood and blood products

Fluid overload may aggravate PH and induce recurrence
of variceal bleeding!”- %8, Thus, it is advisable to adopt
conservative measures concerning blood replacement and use
of blood products in cirrhotics with variceal bleeding. Goals
for hematocrit and hemoglobin are, respectively, 21%-27% and
7 g/dL-9 g/dL. Use of blood and blood products may also vary
according to patients age, comorbidity and ongoing bleeding®
2239 particularly in subjects with coronary heart disease, for
whom hematocrit levels higher than 30% are advisable®- 8.

Use of fresh frozen plasma or platelets can be considered
in patients with severe coagulopathy and plaquetopenia,
however, there are no data to support benefit of these
strategies in subjects with variceal bleeding®. It is generally
recommended to administer one unit of fresh frozen plasma
after requirement of more than 4-6 units of packed red blood
cells, but its efficacy in reversing coagulopathy induced by
massive transfusions remains to be proven.

It is important to note that abnormalities of prothrombin
time, INR and partial thromboplastin time do not show
correlation with a higher risk for bleeding in cirrhosis® 44
149 In subjects with chronic liver disease, the INR usually
reflects reduction in the synthesis of pro-coagulant factors,
but do not estimate the deficit of anticoagulant proteins
(protein C, S and anti-thrombin III) also produced by the
liver(1#+ 149 Thus, it is not hard to understand why commonly
used blood products such as cryoprecipitate and fresh
frozen plasma rarely reverse coagulopathy of severe liver
disease. On the other hand, prothrombin complex conjugate
and recombinant activated factor VII (rFVIIa) are more
effective in correcting the prothrombin time in cirrhotics.
However, they have not been associated with more effective
control of variceal bleeding or with a reduced frequency
of recurrence of variceal hemorrhage in cirrhotics. On the
contrary, thromboembolic events have been reported with
the use of these agents®®. Current data do not support
the use of these agents as first line treatment for patients
with cirrhosis and variceal bleeding, but they could still be
considered as rescue therapy in very well selected patients
with intractable bleeding.

There is also no evidence favoring prophylactic use of
platelets or fresh frozen plasma to reverse coagulopathy
of chronic liver disease. Their use should be individualized
according to the clinical setting.

Occurrence of transfusion related acute lung injury
(TRALI) depends on variables from blood donors and not
from blood recipients and there is no data showing higher
predisposition of cirrhotics to develop this severe event!?- 13,

Recommendations:

1) Transfusion therapy should be aimed to achieve goals for
hematocrit and hemoglobin of 21%6-27% e 7 gldL-9 gldL,
but higher levels may be required depending on patient’s
age, comorbidity and presence of ongoing bleeding

2) The are no data to support recommendations for management
of coagulopathy and thrombocytopenia in patients with
cirrhosis
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3) Pharmacological treatment of acute variceal
bleeding. What is the evidence?

Portal hypertension is the result of increased intrahepatic
resistance to portal flow and increased portal flow due to
splancnic vasodilatation. Esophageal varices usually develop
in the presence of PH with HVPG greater than 10 mm Hg,
whereas variceal bleeding and bleeding refractory to endoscopic
and/or pharmacologic treatment tend to occur with HVPG
greater than 12 mm Hg and 20 mm Hg, respectively©® 9. In
the acute episode of variceal bleeding, vasoactive drugs that
reduce portal pressure either directly or indirectly are able
to control bleeding besides lowering rebleeding rates from
esophageal varices'’. Four vasoactive drugs are available
for treatment of variceal hemorrhage in Brazil, including
octreotide (Sandostatin®), somatostatin (Stilamin®), vasopressin
(Encrise®) and terlipressin (Glypressin®).

Terlipressin is a long-acting analogue of vasopressin
which is related to fewer cardiovascular side-effects, when
compared to vasopressin due to its preferential binding to V1
receptors. Its use is associated with a significant reduction in
portal pressure, intravariceal pressure and azigos vein flow,
lasting for approximately 4 hours%. It is recommended to
use terlipressin as an intravenous bolus of 2 mg followed by
intermittent boluses of 1-2 mg according to body weight for
2-5 days®® 19 Sjde effects include angina pectoris, acute
myocardial infarction, bradiarrhimias, peripheral vascular
ischemia, mesenteric ischemia and systemic arterial hypertension.
This drug should be avoided or used with caution in patients
with coronary heart disease or severe peripheral vascular
disease. It should not be used during pregnancy due to an
increased risk of spontaneous abortion.

Somatostatin also induces a significant decrease in portal
and intravariceal pressure as well as in azigos vein flow, but
its effect tends to be transient in dosages of 250 mcg/kg/
hour and more prolonged in higher dosages of 500 mcg/kg/
hour 19 Tt is recommended to administer somatostatin
intravenously as a bolus of 250 mcg, followed by continuous
infusion of 250 mcg/kg/hour for 2-5 days®s 6. 106,

Octreotide is a somatostatin analogue. Its use has been
associated acutely either with a transient or no reduction
in portal pressure, however continous infusion of the drug
was shown to block the postprandial rebound increase in
portal pressure. It is commonly used as an intravenous
bolus of 50-100 mg, followed by a continuous infusion
of 25-50 mcg/hour for 2-5 days. The most common side
effects of somatostatin and its analogues are abdominal
pain, diarrhea, hyperglycemia and headache®. With the
advent of newer vasoactive drugs, the use of vasopressin
even with nitrates has been abandoned in favor of drugs
with better safety profiles, such as octreotide, somatostatin
and terlipressin.

The efficacy of vasoactive drugs in the treatment of acute
variceal bleeding has been analyzed in two recent meta-
analyses. The Cochrane group evaluated 12 RCT, involving
1,452 patients, which evaluated the role of somatostatin and
its analogues in variceal bleeding. They have demonstrated a
benefit on the initial control of bleeding (RR = 0,68) and use
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of blood products, but no impact in mortality was disclosed™.

The same group also performed another meta-analysis,

including 22 RCT, comparing the efficacy of terlipressin vs

placebo and terlipressin vs either somatostatin or endoscopic
treatment, or Sengstaken-Blakemore tube placement or

vasopressin or octreotide. The authors have demonstrated a

significant impact on mortality with the use of terlipressin,

when compared to placebo™.

Even though the use of vasoactive drugs has been shown
to be comparable to endoscopic treatment in the control of
bleeding®, there are data showing that combined treatment
with vasoactive drugs and endoscopic hemostasis is superior
to each treatment modality in the control of bleeding and
prevention of bleeding recurrence™%7>%+159_Of note, impact
in reduction of mortality was observed in only one RCT
that evaluated combination treatment of variceal bleeding
with terlipressin and endoscopic therapy®?. It is important
to point out that secondary prophylaxis with NSBB should
be instituted early in the 6th day after variceal bleeding,
whenever possible®.

Recommendations:

1) Vasoactive drugs should be employed as early as possible
in patients with or with suspicion of variceal bleeding even
before endoscopy

2) Terlipressin, somatostatin or octreotide could be used
according to their profile of efficacy, tolerability, cost and
safety. Due to its impact on survival, terlipressin can be
considered the agent of choice, but its use should not be
advisable in subjects with coronary heart disease, severe
peripheral vascular disease and non-controlled arterial
hypertension. The use of vasopressin with or without nitrates
should be abandoned in the management of variceal bleeding

3) Employment of those drugs should be extended for 2 to 5
days. Their use for 5 days may reduce variceal rebleeding

4) Endoscopic treatment of acute variceal bleeding
Upper digestive endoscopy should be performed in the
first 12 hours of admission of patients with suspected variceal
bleeding for diagnosis, as well as for evaluation of endoscopic
hemostasis®). Airway protection is strongly recommended
before endoscopy in patients with massive bleeding, grades
III and IV hepatic encephalopathy and whenever oxygen
saturation fall below 90% despite adequate oxygen delivery.
Most of the agents employed for sedation of patients undergoing
endoscopy, including 10% xylocain, midazolan, flumazenil
and propofol have longer half-lives in subjects with advanced
cirrhosis and may need adjustment of dosage. Midazolan
may also induce hepatic encephalopathy in those patients®,
but its efficacy and safety has been shown to be similar to
propofol in subjects with Child-Pugh A and B cirrhosis>?.
Propofol has the advantage of a titulated rapid onset of action
(40 seconds) followed by a quick awakening. It can be used
in lower doses in association with low doses of midazolan
or narcotics, enhancing its safety profile®®. However, it has
the propensity to induce bradyarrhythmias, particularly
when used in subjects under therapy with terlipressin. Even
in the absence of active bleeding, endoscopic treatment of
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esophageal varices is recommended after exclusion of other
possible bleeding lesions, since a third of these patients with
variceal hemorrhage have no signs of active bleeding at the
moment of endoscopy®’.

Combined endoscopic and pharmacologic treatment is
superior to each treatment modality”-% 72159 but the use
of vasoactive drugs should precede endoscopic hemostasis.
Esophageal band ligation is the endoscopic treatment of
choice®?, When compared to sclerotherapy, EBL is associated
with a minor risk of rebleeding, adverse events and mortality,
as well as less requirement for endoscopic procedures for
variceal obliteration®. Use of cyanoacrylate glue injection
has been evaluated for treatment of esophageal varices®®,
but there are no RCT comparing its use to EBL in subjects
with cirrhosis.

Proton pump inhibitors (PPI) have been employed for
prevention of bleeding from esophageal ulcers induced by
sclerotherapy or EBL, however major benefit with the use of
these agents have not been observed in prevention of ulcers
after esclerotheraphy” and in the healing of postbanding
ulcers!". Treatment of bleeding from postbanding ulcers or
ulcers after sclerotherapy should be individualized.

Recommendations:

1) Upper gastrointestinal endoscopy should be ideally performed
in the first 12 hours of bleeding from esophageal varices

2) Airway protection is recommended in patients with massive
bleeding, grades III and IV hepatic encephalopathy or
respiratory failure

3) Esophageal band ligation is the endoscopic procedure of choice,
but sclerotherapy remains an option in the unavailability
of EBL or when EBL is technically not feasible

4) Combined endoscopic and pharmacologic treatment with
vasoactive drugs is superior to each treatment modality
and should be recommended for patients with variceal
hemorrhage

5) Prevention and management of complications:
infections, hepatic encephalopathy and renal failure

Infections are observed in approximately 20% of the
patients with variceal bleeding at admission and in 50% of
them during hospitalization® 2, In addition, worsening of
PH and higher variceal bleeding recurrence have been observed
in subjects with variceal hemorrhage and bacterial infections.
The occurrence of these infections is associated with a five-
fold increase in bleeding recurrence with an adverse impact
on surviva](12 76133, 139

The most frequent infections seen in cirrhosis are urinary
tract infection, spontaneous bacterial peritonitis (SBP), lower
respiratory tract infection and spontaneous bacteremia with
or without sepsis. These infections should be systematically
sought in every subject with variceal bleeding by means of
blood cultures, abdominal tap for ascitic fluid analysis and
culture, in blood culture bottles, as well as urine sediment
analysis and chest X-rays®@®.

Antibiotic prophylaxis has been associated with reduction
of 58% in the risk of infections in cirrhosis with variceal
bleeding and with a decrease of 29% in the relative risk for
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mortality!* 139, Several antibiotics have been evaluated, but
oral norfloxacin 400 mg 2 times per day for 7 days is the
most commonly prescribed regimen due to its safety profile
and cost®. Recently, Fernandez et al.*® compared in a
RCT intravenous ceftriaxone 1 g/day to the standard oral
norfloxacin regimen of 400 mg 2 times per day for 7 days in
subjects with cirrhosis and variceal bleeding with at least two
of the following criteria: ascitis and/or malnutrition and/or
encephalopathy and/or bilirubin greater than 3 mg/dL. The
authors have described a significant reduction in the frequency
of infections (11% vs 26%) and SBP (2% vs 12%) in the group
treated with ceftriaxone.

Gastrointestinal bleeding is a recognized risk factor
for hepatic encephalopathy. However, there is no evidence
to support the use of non-absorbable disaccharides,
benzodiazepine antagonists, antibiotics or L-Ornitine
L-Aspartate in the prevention of hepatic encephalopathy
in subjects with variceal bleeding.

Hypovolemia with or without acute tubular necrosis and
renal injury induced by infections are the most common
types to renal failure (RF) seen in cirrhotics. Hepatorenal
syndrome (HRS) can however occur in the course of both of
aforementioned conditions. Cardenas et al.®? described the
occurrence of RF in 11% of the subjects with variceal bleeding.
In those patients, RF was associated with the magnitude of
the bleeding episode, shock, the need for transfusions and
with severity of liver disease according to the Child-Pugh
classification. Evolution to HRS was shown in 35% of the
cases. Even though high-dose albumin infusion has been
recommended for patients with HRS by the International
Ascitis Club®?Y, it should be used with caution in order to
avoid volume overload with worsening of PH and variceal
rebleeding. Patients with variceal bleeding which develop
HRS are amenable to treatment with high-dose albumin
and terlipressin.

Recommendations:

1) Infections, particularly urinary tract infection, SBP and
lower respiratory tract infection should be sought in all
patients with variceal bleeding

2) Screening for infections should include at least blood cultures,
ascitic fluid analysis and culture, urine sediment analysis
and chest X rays

3) Antibiotic prophylaxis is mandatory to reduce the incidence
of infections, variceal rebleeding and mortality

4) Oral quinolones, particularly norfloxacin 400 mg twice
a day, or third generation cephalosporin, particularly
intravenous ceftriaxone 1 g a day, could be recommended
for prophylaxis during 7 days. Patients with advanced
cirrhosis andlor hemodynamic instability should receive
preferentially intravenous ceftriaxone

5) Based on current data, there is no evidence to recommend
any prophylaxis for hepatic encephalopathy in patients with
variceal bleeding

6) Even though hypovolemia is the most common cause of renal
failure in subjects with variceal bleeding, the occurrence of
HRS should be evaluated and whenever indicated treated
with high-dose albumin and terlipressin.
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PART Ill: TREATMENT FAILURE, VARICEAL BLEEDING
RECURRENCE AND SECONDARY PROPHYLAXIS

1) Treatment failure
There are some controversies on the appropriate definition

of treatment failure for acute variceal bleeding. The Baveno

IT and III consensus have considered 2 time periods for

evaluation of treatment failure, either before or after 6

hours of admission®. The Baveno IV consensus extended

this period for 5 days and adopted the following criteria to
characterize treatment failure to initial treatment: a) onset
of hematemesis 2 or more hours after pharmacologic or
endoscopic therapy; b) fall in hemoglobin levels in 3 g/dL in
non-transfused cases; ¢) need for transfusions according to
the ABRI index (adjusted blood requirement index) =0,75.

This index takes into consideration the number of units

of packed blood cells transfused (UT), the initial and final

hematocrit (Ht) and a constant value of 0,01, according to

the equation: ABRI = UT/(final Ht — initial Ht) + 0,014,
Other criteria have also been employed at the bedside

to define treatment failure to control bleeding, including

tachycardia >120 beats per minute; fall of arterial pressure
of more than =20 mm Hg despite blood transfusions and
fluids; hematemesis, hematochezia or fresh blood aspirates

from nasogastric suction of more than 100 mL/hour after 6

hours of treatment.

The management of treatment failure should be
individualized. Placement of Sengstaken-Blakemore tubes
should be considered in patients with massive bleeding as
a bridge for definite therapy with TIPS or surgery®. In
patients with failure of pharmacologic treatment, vasoactive
drugs could be adjusted, increasing terlipressin dosage to
2 mg every 4 hours, in the absence of contraindications or
somatostatin up to 500 mcg/hour. However, there is no data
to support the efficacy of such approach. In cases where
endoscopic treatment has not yet been performed, it should
be prioritized®+.

In cases of failure of endoscopic treatment, one more
attempt of endoscopic hemostasis, preferably with EBL
should be performed. In cases where no vasoactive drugs
have been used, pharmacologic therapy should be promptly
introduced.

Failure of combined endoscopic and pharmacologic
treatment could be managed with one more endoscopic
attempt of hemostasis and with an increase in dosage of
vasoactive drugs. As treatment failure is often associated with
severity of PH that is frequently refractory to endoscopic
and/or pharmacologic therapies, eligibility for TIPS should
be evaluated as early as possible@ 199,

Recommendations:

1) Incases of treatment failure, initial treatment options should
be reassessed. Endoscopic or pharmacologic treatments
should be instituted in subjects that have not received initially
combined therapy

2) After the first endoscopic treatment, one more attempt
of endoscopic hemostasis is indicated in the presence of
treatment failure
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3) Useof escalating doses of vasoactive drugs, up to 2 mg every
4 hours of terlipressin and 500 mcglhour of somatostatin
could be tried in cases of treatment failure to pharmacologic
treatment, but there is no evidence to support this approach

4) Sengstaken-Blakemore tubes remain an option for patients
with massive bleeding as a bridge for more definitive
treatment modalitie.

5) Shunt surgery and preferably TIPS, should be employed
in patients with variceal bleeding refractory to standard
combined pharmacologic and endoscopic therapy

2) What is the best strategy for secondary
prophylaxis?

Variceal rebleeding after treatment of the acute bleeding
episode occurs in 63% of the subjects that are not submitted
to secondary prophylaxis with an associated cumulative
mortality of 33%19,

Non-selective betablockers decrease the cardiac load and
induce splancnic arterial vasoconstriction, thereby reducing
portal flow and pressure. Several RCT have shown benefits with
the use of NSBB in secondary prophylaxis of variceal bleeding.
Two meta-analyses'®#? confirmed a significant reduction of
rebleeding from 68% to 48% at 2 years of follow-up with a
reduction in mortality of 5%, In addition, three other RCT
with prolonged follow-up periods have demonstrated that
patients with a satisfactory response to NSBB, determined
by a fall of HVPG <12 mm Hg, have lower risk of bleeding
recurrence and mortality as well as other complications of
cirrhosis such as ascitis, SBP, hepatic encephalopathy and
renal failure® 148 159,

Therefore, NSBB remains the first-line drug for secondary
prophylaxis of variceal bleeding**?. They should be instituted
early after hemodynamic compensation, usually in the 6th
day after variceal bleeding. Contraindications for their use
include chronic obstructive pulmonary disease, heart failure,
severe bradyarrhythmias, cardiac conduction disturbances
and arterial hypotension. Drug adjustments should be made
to attain the maximal dose tolerated by the patient, usually
starting with propranolol 20 mg 2 times a day. Adherence
to treatment is crucial, since drug interruption may lead to
a rebound increase in portal pressure and variceal bleeding.

Only 40% of treated patients achieve the desired response
to NSBB characterized by a reduction of portal pressure
below 12 mm Hg or to levels 20% lower than baseline values.
In non-responders, association of NSBB with isosorbide
mononitrate can increase in 10%-20% the response rate.
However, as measurement of HVPG is unavailable outside
reference centers, selection of candidates for combination
therapy with NSBB and isosorbide mononitrate is not feasible
in clinical practice and the usefulness of such approach is
still under debate™ 6.

Sclerotherapy was the first endoscopic treatment employed
for secondary prophylaxis approximately 30 years ago. With
the advent of EBL"?, several RCT have demonstrated
better outcomes with the use of EBL when compared to
sclerotherapy®”. In fact, prevention of bleeding recurrence
was shown to be similar with both treatment modalities, but
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adverse events were significantly increased with sclerotherapy

when compared to EBL®?. Up to now, EBL is considered

the endoscopic method of choice for secondary prophylaxis.

Studies comparing combination treatment with sclerotherapy
and NSBB vs treatment with either sclerotherapy or NSBB
have yielded similar results. Several other RCT have been
performed comparing NSBB vs EBL for secondary prophylaxis
with conflicting results. On the other hand, combination of
NSBB and EBL was shown to be superior to either EBL or
NSBB and is currently considered as the best therapeutical
choice for secondary prophylaxis®! 129,

In patients with intolerance or contraindications to NSBB,
EBL is recommended. In subjects without an hemodynamic
response to NSBB, there is no consensus on the efficacy of
EBL(ZG, 157)'

Recommendations:

1) Combination of NSBB and EBL is recommended for
secondary prophylaxis of variceal bleeding in subjects with
cirrhosis

2) NSBB should be adjusted to the maximal tolerated dosage
and must not be abruptly discontinued since treatment
interruption may lead to variceal bleeding

3) EBL is the best endoscopic treatment modality for secondary
prophylaxis

3) Management of patients with recurrent bleeding

Failure of secondary prophylaxis is defined as the occurrence
of any significant bleeding episode related to PH in patients
on therapy aimed at prevention of variceal rebleeding®.

According to Baveno IV criteria, early rebleeding is
considered when variceal hemorrhage recurs within 6 weeks
after the first bleeding episode. It is observed in 30% to 40%
of the cases and is significantly associated with an increased
risk of mortality. It differs from treatment failure, which is
defined by the occurrence of any bleeding in the first 5 days
after variceal hemorrhage®! 4,

Risk factors for recurrent bleeding include Child-Pugh C
advanced liver disease, presence of hepatocellular carcinoma,
failure of variceal obliteration with endoscopic treatment
and HVPG levels higher than 20 mm Hg®* 22,

Measurement of HVPG within 2 to 3 months after
any pharmacological intervention is valuable for assessing
prognosis due to its ability to predict rebleeding, particularly in
patients on NSBB, but this approach can not yet be routinely
recommended for a la carte management of patients with
PH(153).

It should be also stressed that recurrent bleeding can
occur in 25% of the patients before variceal obliteration
while on endoscopic treatment for secondary prophylaxis.
After endoscopic eradication of varices, the frequency of
rebleeding falls significantly®3?,

Current evidence have disclosed better results for combined
endoscopic and pharmacologic treatment for management
of recurrent bleeding in patients under either treatment
modalities”. In the occurrence of failure of combined
treatment, TIPS or shunt surgery are treatment options,
but TIPS is a more reasonable alternative because it is less
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aggressive when compared to surgery and has the same

efficacy to control bleeding. It is currently indicated as rescue

therapy, but no impact in mortality has been associated with

this approach®” 7113, Sengstaken-Blakemore tube placement

can be life-saving and may act as a bridge for TIPS in patients

with massive bleeding
Recommendations:

1) Patients under secondary prophylaxis should be closely
followed particularly those at risk for recurrent bleeding

2) In the presence of failure of secondary prophylaxis, treatment
should be reassessed and combined therapy with EBL and
NSBB should be started on patients who were either on
EBL or NSBB

3) When combined treatment with NSBB and EBL fails,
rescue therapy with TIPS or shunt surgery, when TIPS is
unavailable, are reasonable options

4) Role of TIPS and surgery on variceal bleeding

Transjugular intrahepatic portosystemic shunt is performed
by placement of an intrahepatic stent between the portal vein
and the hepatic vein branches, directing the portal blood
flow to the systemic circulation and thereby reducing portal
pressure. Several meta-analysis and systematic reviews have
demonstrated efficacy for TIPS in the control of bleeding from
esophageal varices. However, there is no evidence to support
its impact on survival when used as rescue therapy®” 7119,
Small-caliber and/or covered stents are more expensive when
compared to standard stents, but are associated with better
outcomes due to a decrease in the frequency of complications
such as encephalopathy and of TIPS dysfunction due to
thrombosis or occlusion®”.

Absolute contraindications for TIPS are present or past
history of persistent or recurrent hepatic encephalopathy,
heart failure, severe portopulmonary hypertension, severe
end-stage liver disease, polycystic liver disease, liver abscess
and ongoing sepsis, while the presence of liver tumors,
hepatic or portal vein thrombosis and biliary obstruction are
considered as relative contraindications for TIPS placement.
Bad outcomes were reported in patients with MELD scores
higher than 18, bilirubin levels higher than 3 mg/dL and
multiple organ dysfunction®?.

Subjects with variceal bleeding with HVPG higher than
20 mm Hg at admission are frequently refractory to standard
therapy and may have benefit from early TIPS placement(%),
however more data is needed to confirm the role of such
strategy.

Emergency shunt surgery may be needed when TIPS is
unavailable in order to rescue patients from treatment failure,
but it is important to acknowledge that nowadays not so
many surgeons have expertise in less morbid surgical options
such as selective splenorenal, mesocaval or 8 mm H-graft
portacaval shunts, which are more suitable in the setting
of cirrhosis” 29, Azigos-portal vein disconnection with
splenectomy has a role in the management of schistosomal
PH, but not in PH due to cirrhosis. Recurrence of variceal
bleeding is an issue after azygous portal disconnection, whereas
distal splenorenal shunt can be associated with difficult-to-
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treat hepatic encephalopathy. Shunt surgery should not be

performed in patients with portopulmonary hypertension.
Recommendations:

1) TIPS is effective as a rescue therapy for variceal hemorrhage
after failure of treatment with EBL and NSBB, but current
evidence do not support better survival rates

2) Use of calibrated andlor covered stents are associated with
better outcomes, but cost remains an important issue

3) When surgery is needed as rescue therapy, selective splenorenal,
mesocaval or 8 mm H-graft portacaval shunts are preferable
in cirrhotics, while azygos-portal vein disconnection with
splenectomy remains the most appropriate surgical choice
in patients with schistosomal PH. Surgical expertise is
required to achieve better outcomes

PART IV: SPECIAL SITUATIONS

1) Management of portal hypertensive gastropathy
(PHG) and gastric antral vascular ectasia (GAVE)

Portal hypertensive gastropathy and GAVE are distinct
entities capable of inducing either acute upper gastrointestinal
bleeding or occult blood losses and chronic anemia. Portal
hypertensive gastropathy is secondary to gastric mucosa
and submucosa abnormalities due to PH related or not to
cirrhosis. The natural history of PHG have been evaluated in
315 cirrhotic patients. Gastric lesions have been demonstrated
at endoscopy to remain stable, to aggravate or to partially
regress in 29%, 23% and 23% of the patients, respectively.
In the other 25% of the cases, the severity of the lesions was
shown to fluctuate in follow-up endoscopies. Acute upper
gastrointestinal bleeding and occult blood losses occurred in
2.5% and 11% of those subjects, respectively!'®. The most
frequent endoscopic lesions seen in patients with PHG are the
mosaic pattern with or without mucosal bleeding that is more
commonly found in the body and the fundus of the stomach,
but also occur in the gastric antrum as well as in the small
bowel and colon. Severe PHG is associated with the presence
of red signs such as cherry-red spots, red wale signs or an
scarlatin-like appearence’®®. It should be remembered that
these findings are fairly unespecific and that data concerning
the accuracy of endoscopy for the diagnosis of PHG are
scarce. In this regard, Papazian et al''¥ reported sensitivity
and specificity of 93% and 99% of endoscopy with biopsies
for the detection of the mosaic pattern.

Gastric antral vascular ectasia can occur in patients with
PH, but approximately 70% of the cases of GAVE have been
reported in subjects without liver diseases. Three patterns
of GAVE have been recognized at endoscopy including: 1)
watermelon stomach, defined by the presence of red stripes
consisting of columns of dilated cappilaries that converges
toward the pylorus; 2) diffuse type, characterized by the
coalescence in the antrum of red honeycomb-lyke lesions, and
3) nodular or mushroom pattern, characterized by elevated
red lesions formed by ectatic blood vessels!®,

In respect to the management of PHG, the use of NSBB
was associated with reduction in portal pressure and gastric
mucosal blood flow” %), as well as with lower rates of bleeding
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recurrence in one RCT!!9, Despite these findings, there is
insufficient data to support straightforward recommendations.
Iron supplementation may be required in subjects with iron-
deficiency anemia due to chronic gastrointestinal losses.
In patients with active bleeding, vasoactive drugs such as
somatostatin, octreotide and terlipressin have been shown
to reduce portal blood flow and to control bleeding in
uncontrolled studies®* 39, but endoscopic hemostasis is usually
not feasible due to the presence of diffuse oozing lesions.
However, when dominant bleeding lesions are encountered,
endoscopic injection or thermal therapy can be empirically
performed. Few studies have investigated the role of TIPS or
shunt surgery for treatment of PHG®! "9, Kamath et al.®)
have reported the results of TIPS placement in 40 patients
with PHG and 14 subjects with GAVE. Partial regression
of endoscopic lesions and reduction in the requirement for
blood transfusions were seen in 75% of the cases of PHG,
but no benefit was observed in subjects with GAVE.

Other treatment modalities were described anedoctally
for patients with GAVE. Antrectomy remains a choice for
patients without liver disease, but carry a high mortality
rate in subjects with cirrhosis!?). Gastric acid suppression
is ineffective®®. Laser or argon beam coagulation as well as
hormones, tranexamic acid and octreotide have been tried
with varying results(!!-36:8%.97.140. 147 Degpite the lack of RCT,
argon beam coagulation is considered to be good option for
treatment of patients with GAVE due to its cost and safety
profile®,

Recommendations:

1) PHG and GAVE are causes of upper gastrointestinal
bleeding in patients with PH with or without cirrhosis
but are recognized as two separate entities with distinct
management and therapeutical options

2) Due to the lack of data, no recommendations can be drawn
for primary prophylaxis of bleeding in PHG

3) First-line therapy for occult blood losses from PHG is NSBB
and iron supplementation

4) Endoscopic therapy with injection or thermal methods,
particularly argon beam coagulation, may be attempted in
those subjects with PHG and GAVE with amenable bleeding
lesions identified at endoscopy

5) In respect to patients with acute bleeding from PHG,
vasoactive drugs (terlipressin, somatostatin or octreotide)
should be employed despite lack of good data. NSBB should
as well be introduced after control of the acute bleeding
episode. There is no role for vasoactive drugs or NSBB for
treatment of GAVE

6) TIPS or shunt surgery can be tried as a last resource for
patients with PHG refractory to standard treatment,
particularly for patients with severe or recurrent bleeding
or subjects with anemia requiring multiple red blood cells
transfusions to maintain adequate hematocrit levels. There
is no role for TIPS or shunt surgery in GAVE

2) Management of gastric and ectopic varices

Gastric varices occur in less than one fifth of the patients
with PH, often in association with esophageal varices. When
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compared to esophageal varices, they tend to bleed less often,
but hemorrhage is frequently more severe and is associated with
higher risks for rebleeding and mortality'?> 13- 146 Due to its
lower prevalence, there is less data corcerning the management
of gastric varices in comparison with esophageal varices.

Gastric varices are classified in different types according to
Sarin et al.!?», who recognized two groups of varices: gastro-
oesophageal varices (GOV) and isolated gastric varices (IGV).
The GOV are further classified in: a) GOV type 1, defined as
varices that occur as extension of esophageal varices through
the lesser curvature of the stomach and b) GOV type 2, referred
as those varices that extends from the esophagus toward the
gastric fundus. The IGV are subclassified as: a) IGV type 1,
when localized in the gastric fundus and b) IGV type 2, when
they occur elsewhere in the stomach. Other varices anywhere
in the gastrointestinal tract are named ectopic varices.

Seventy per cent of the cases of gastric varices are classified
as GOV type 1, whereas GOV type 2 and IGV type 1 are
identified in 21% and 7% of the cases, respectively. Findings
of IGV type 2 are exceptional. Bleeding can occur in 70%
of the patients with GOV type 1 and in 10% of the cases of
GOV type 2 and IGV-112149_Subjects with varices larger
than 5 mm, red signs on varices, advanced cirrhosis have
higher risk for bleeding®®. There are no data on primary
phophylaxis for patients with gastric varices, but NSBB could
be beneficial due to its lowering effect on portal pressure. There
is insufficient data on cyanoacrylate endoscopic injection, but
the use of this agent in primary prophylaxis is hampered by
its safety profile. Balloon-occluded retrograde transvenous
obliteration (BRTO) have been reported in Asia as a relatively
safe method for obliteration of fundal varices in subjects with
gastrorenal shunts. Obliteration was achieved in 90% of the
cases with a recurrence rate of only 7%®+1%, Thus, in those
subjects with gastric varices and gastrorenal shunts under
a high risk for bleeding, BRTO could be a reliable option
for primary prophylaxis, but consistent data is still lacking.

Therapeutic measures employed for the management of
acute bleeding from esophageal varices can also be applied
to hemorrhage due to gastric varices. Hovewer, endoscopic
therapy with band ligation or sclerotherapy remains options
only for selected cases of GOV type 1. In other gastric varices,
cyanoacrylate endoscopic injection is more effective for the
control of bleeding, when compared to other endoscopic
therapies (23% vs 47%)13%. However, there are no data
favoring the use of cyanoacrylate endoscopic injection when
it is compared to TIPS as the first-line treatment of acute or
recurrent bleeding due to gastric varices. Due to the safety
profile and cost of TIPS, cyanoacrylate endoscopic injection
is preferred for treatment of the acute bleeding episode. TIPS
has been shown to control bleeding in 90% of the cases with
recurrence rates of 10%-30% at 1 year!®3», However, some
studies!?>14? failed to demonstrate efficacy of TIPS in patients
with gastric varices.

Acute hemorrhage from gastric varices has also been
successfully treated with BRTO in the aforementioned
selected cases, with no bleeding recurrence on up to 2 years
after treatment and no bleeding recurrence!'”. However,
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experience with this technique is limited outside Asia. It

has the propensity to worsen esophageal varices and as

previously mentioned can be applied only to those subjects

with concurrent gastrorenal shunts®©! 19,
Recommendations:

1) Thereis no data regarding primary prophylaxis of bleeding
from gastric varices. As NSBB can reduce portal pressure,
they are an acceptable treatment option. In patients with
a high risk for bleeding, BRTO may be employed in those
subjects with gastrorenal shunts, depending on local expertise

2) Cyanoacrylate endoscopic injection is preferred for treatment
of hemorrhage from GOV type 2 and IGV. NSBB should
be introduced after the control of bleeding. However,
as cyanoacrylate endoscopic injection can induce fatal
thromboembolic events, it should be avoided in patients
with hepatopulmonary syndrome and intracardiac shunts

3) The management of GOV type 1 should be the same as
esophageal varices

4) There are paucity of data to rely on to draw any recommendation
concerning ectopic varices. Depending on variceal size,
cyanoacrylate endoscopic injection and band ligation are
acceptable choices

5) TIPS should be considered as a rescue therapy after failure
to control active or recurrent bleeding

6) BRTO may be employed in selected patients with gastric
varices and gastrorenal shunts with active or recurrent
bleeding, but experience with this method is limited

3) Management of PH in patients with extrahepatic
portal vein obstruction (EHPVO) and non-cirrhotic
portal hypertension

Most of the cases of non-malignant EHPVO in adults
are associated with acquired and/or inherited thrombophilia
(60%-70%) or with the presence of end-stage chronic liver
disease!!'. It is estimated that 8%-15% of the patients
with cirrhosis can develop EHPVO even in the absence of
hepatocellular carcinoma® >.

Up to now, there are no RCT comparing treatment options
for adult patients with EHPVO. Most of the guidelines
regarding its management are based on uncontrolled data
or experts opinions!6 404149

Uncontrolled studies have demonstrated obliteration of
varices and reduction of bleeding episodes from esophageal
varices in patients with EHPVO submitted to sclerotherapy,
but there are no data concerning EBL, which is superior to
sclerotherapy in subjects with cirrhosis®* ¥, Two studies have
shown benefit with the use of NSBB or endoscopic therapy
in the prevention of bleeding and recurrent bleeding®® b,
but data are not so strong to support any recommendation.

TIPS has been employed, particularly in subjects with
associated hepatic vein thrombosis. However, it is difficult
to ascertain its efficacy in the management of patients with
associated EHPVO!?®, Data concerning splenectomy or
disconnection procedures are also limited.

There are no RCT regarding the management of acute
variceal bleeding in patients with EHPVO. The theoretical
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concern that vasoactive drugs could lead to thrombus extension

has never been proved??.

Mesentericoportal shunt, also named Rex shunt procedure,
could be indicated particularly in children and young adults
with variceal bleeding refractory to standard therapy or with
severe hypersplenism or growth retardation*,

The influence of the subjacent thromboembolic disorder
associated with EHPVO on its natural history should be carefully
evaluated. Anticoagulation of patients with recent portal vein
thrombosis leads to either complete or partial portal vein
recanalization in 37% and 56% of the patients, respectively©®.
Two previous consensus conferences have recommended
anticoagulation for at least 3 months in subjects with recent
portal vein thrombosis. Life-long anticoagulation may be
needed for those patients with documented acquired and/or
inherited thrombophilia. In patients with chronic EHPVO
(cavernoma), prolonged anticoagulation has not been related
either to an increased risk or to severity of bleeding from
esophageal varices®. In those subjects, anticoagulation should
be considered, particularly in the presence of prothrombotic
risk factors due to the risk of recurrent thrombosis in the
splancnic or in the systemic circulation®- 4% 116,

Recommendations:

1) For EHPVO, there is no evidence to support recommendations
regarding the use of NSBB or endoscopic treatment for
primary prophylaxis of hemorrhage due to esophageal
varices, but both treatment options are acceptable for
patients at risk for bleeding

2) Inthe absence of data, management of acute variceal bleeding
should include the same measures currently employed in
cirrhosis, including vasoactive drugs and EBL

3) EBL can be used for secondary prophylaxis due to its
safety and efficacy. There are no data to suggest a role for
NSBB or for the association of EBL and NSBB to prevent
recurrent bleeding in EHPVO

4) Anticoagulation should be instituted for patients with
recent portal vein thrombosis no more than 30 days after
its diagnosis and should be continued for 3-6 months, In
subjects with chronic EHPVO and inherited or acquired
thrombofilia anticoagulation should be life-long.

4) Management of portal hypertension due to
schistosomiasis

Data concerning the management of PH due to schistosomiasis
are either scarce or uncontrolled and mainly based on experts
opinion>12_ As a matter of fact, for primary prophylaxis and
control of the acute bleeding episode, treatment options do
not differ from those employed in cirrhosis!®. For secondary
prophylaxis, there are controlled data indicating that azigos
portal disconnection is the best surgical treatment!”), but
there are no RCT comparing surgery to EBL or NSBB!.

Short-term hemodynamic studies have suggested that
high doses of NSBB are required to lower portal pressure
in patients with PH due to schistosomiasis!’Y, but these
findings were not reproduced in another study that measured
variceal pressure in subjects with PH due to schistosomiasis®.
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Furthermore, one study has shown benefit on rebleeding rates
and mortality with the use of propranolol®?,

1)

2)

Recommendations

In PH due to schistosomiasis, there are no data to suggest
efficacy for NSBB or EBL on primary prophylaxis of
variceal bleeding, but both strategies are acceptable for
patients at risk for bleeding. Sclerotherapy should be
avoided

Despite lack of data, the same treatment options
employed for the control of acute variceal hemorrhage
in cirrhosis may be applied in subjects with PH due to
schistosomiasis

3) For secondary prophylaxis of variceal bleeding, either EBL

or the association of EBL and NSBB are acceptable, but
evidence is not strong

4) There are no data favoring surgery over EBL or NSBB

for secondary prophylaxis in PH due to schistosomiasis.
Due to its efficacy and safety, EBL with or without NSBB
should be recommended. Surgery, on the other hand, is
recommended as rescue therapy in cases of failure of
endoscopic or combined treatment

5) Surgical treatment options do influence clinical outcomes

and azygos portal disconnection is the surgical procedure
of choice in subjects with PH due to schistosomiasis

Bittencourt PL, Farias AQ, Strauss E, Mattos AA; Membros do Painel do 1° Consenso Brasileiro de Hemorragia Varicosa da Sociedade Brasileira de
Hepatologia. Hemorragia digestiva alta varicosa: relatorio do 1° Consenso da Sociedade Brasileira de Hepatologia. Arq Gastroenterol. 2010;47(2):202-16.
RESUMO - Varios avangos cientificos obtidos nas ultimas duas décadas foram incorporados no manejo da hemorragia digestiva alta varicosa, levando a

uma redugao significante da sua morbimortalidade, atribuida a abordagem multidisciplinar do sangramento varicoso por paramédicos, emergencistas,

intensivistas, gastroenterologistas, hepatologistas, endoscopistas, radiologistas intervencionistas e cirurgides. Recentemente, a Sociedade Brasileira de

Hepatologia patrocinou uma reunido de consenso, visando o estabelecimento de recomendagdes nacionais, sobre o manejo da hemorragia digestiva

alta varicosa, incluindo sua prevencdo, diagnostico e tratamento, de acordo com a melhor evidéncia cientifica disponivel. A diretoria da Sociedade

Brasileira de Hepatologia elegeu quatro membros para a comissao organizadora que, por sua vez, convidou 27 pesquisadores de diferentes regides do

pais, para realizar uma revisdo sistematica sobre topicos relacionados ao manejo hemorragia digestiva alta varicosa. A reuniao de consenso ocorreu em

Salvador, BA, em 6 de margo de 2009. Apos o encontro, todos os participantes se reuniram para elaboragao das recomendagdes, cuja redagao ficou sob

a responsabilidade da comissdo organizadora. O presente artigo descreve as recomendagdes da Sociedade Brasileira de Hepatologia sobre o manejo

do sangramento associado a hipertensao portal, divididas em modulos e precedidas por resumo das apresentagdes realizadas na reunido de consenso.

DESCRITORES — Hemorragia gastrointestinal. Cirrose hepatica. Varizes esofagicas e gastricas. Consenso.
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