GENERAL MEDICINE/SYSTEMATIC REVIEW SNAPSHOT

What is the Efficacy of Initial Therapies for ®
Bleeding from Esophageal Varices in Adult Patients

With Cirrhosis?
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Compared to sclerotherapy, somatostatin analogues or vasopressin analogues alone increase mortality.
Sclerotherapy plus somatostatin analogues does not reduce mortality but may decrease symptomatic
rebleeding when compared to sclerotherapy alone.
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Interventions Compared to Sclerotherapy

Number of Studies
(Number of Participants) OR (95% Crl)

Somatostatin analogues alone outcome:
Mortality
Serious adverse events
Symptomatic variceal rebleed
Vasopressin analogues alone outcome:
Mortality
Serious adverse events
Symptomatic variceal rebleed

Somatostatin analogues plus
sclerotherapy outcome:

Mortality

Serious adverse events

Symptomatic variceal rebleed
Balloon tamponade alone outcome:

Mortality

4 (353) 1.57 (1.04-2.41)*
2 (146) 1.48 (0.05-41.68)
2 (438) 1.70 (1.13-2.62)*
1 (219) 1.10 (0.01-227.47)
6 (693) 0.84 (0.56-1.26)

1 (105) 0.21 (0.03-0.94)*
1 (43) 2.34 (0.96-5.92)
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DATA EXTRACTION AND

SYNTHESIS

Continued.

Interventions Compared to Sclerotherapy

Number of Studies

(Number of Participants) OR (95% Crl)

Serious adverse events

Symptomatic variceal rebleed

Balloon tamponade plus sclerotherapy outcome:

Mortality
Serious adverse events

Symptomatic variceal rebleed

OR, Odds ratio; Crl, credible interval.
*Statistically significant.

No direct 0.13 (0-954.32)
randomized
controlled trial
1 (60) 2.37 (0.75-7.77)
1 (60) 4.23 (1.22-17.80)*
1 (60) 2.53 (0.02-299.17)

This network meta-analysis
included 52 trials comprising
4,580 patients. The mean patient
age ranged from 39 to 62 years,
and females accounted for 0% to
50% of patients in the included
trials. Nineteen interventions
were compared in included trials,
and 48 trials reported 1 or more
outcomes. Fifty trials compared 2
interventions, whereas 2 trials
compared 3 interventions.
Overall, 15.8% of patients who
received  sclerotherapy  died
(follow-up period of 3 days to 6
weeks). Somatostatin analogues
or vasopressin analogues alone
demonstrated higher mortality
when compared to sclerotherapy
(Table). Fewer patients
developed symptomatic variceal
rebleed with sclerotherapy plus
somatostatin analogues compared
to sclerotherapy alone. Based on

moderate-certainty evidence,
people receiving  vasopressin
analogues alone had fewer
adverse events than those

receiving only sclerotherapy (rate
ratio 0.40; 95% credible interval
0.21 to 0.74). Balloon tamponade
plus sclerotherapy resulted in
higher serious adverse events
compared to sclerotherapy alone.
However, balloon tamponade

alone or in combination with
other therapies compared to

sclerotherapy did not
demonstrate significant effects on
other outcomes. Other
comparisons suffered from

considerable uncertainty and no
statistically significant outcomes.
Significant  heterogeneity  was
present in outcomes including
serious adverse events, any adverse
event, and length of hospital stay.
Risk of bias was high for all
included trials, resulting in inability
to rank effectiveness.

Commentary

Portal hypertension leading to vari-
ceal bleeding is a major cause of
morbidity and mortality in patients
with liver cirrhosis.”® The short-
term mortality of an acute episode
of variceal bleeding approximates
15% to 30%."° Recommendations
for the emergency management
of variceal bleeding in patients
with cirrhosis includes the use of
somatostatin or octreotide or
their analogues, with consideration
of balloon tamponade as a
temporizing measure until endo-
scopic therapy or a transjugular
intrahepatic portosystemic shunt
procedure can be performed.””’
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There have been prior Cochrane re-
views comparing several treatments
for acute esophageal variceal
bleeding,*® but this is the first
network meta-analysis comparing
the benefits and harms of different
therapies.” Network meta-analyses
are similar to traditional meta-
analyses, but they allow researchers
to evaluate several endpoints in a
single analysis using direct and
indirect evidence.”'" The results of
this network meta-analysis suggest
that in patients with bleeding from
esophageal varices, somatostatin or
vasopressin analogues alone
increase mortality compared to
endoscopic sclerotherapy. How-
ever, sclerotherapy plus somato-
statin analogues likely result in
decreased symptomatic rebleed
compared to sclerotherapy alone.”
Although further studies are
needed, emergency clinicians
should consider administering
somatostatin ~ analogues  with
emergency gastroenterology

consultation for further manage-
ment including sclerotherapy.
Balloon tamponade is a potential
therapy, but this network meta-
analysis did not demonstrate
reduced mortality or symptomatic
variceal rebleed compared to
sclerotherapy when used alone
or in combination with other
therapies. However, the data
evaluating balloon tamponade
suffered from significant
heterogeneity and poor evidence

quality.

This network meta-analysis has
several limitations. First, despite the
inclusion of 52 randomized
controlled trials, few of the studies
were of high quality, which limited
evidence certainty. The available
data for most comparisons were
limited, with the highest certainty
of evidence for somatostatin or
vasopressin analogues alone
compared to sclerotherapy. Blind-
ing was also not possible for most of
the endoscopic interventions, and
none of the direct comparisons had
sufficient sample sizes, resulting in
imprecision. No trials reported
health-related quality of life. Addi-
tionally, these results are not appli-
cable to pediatric patients, patients
with other causes of upper gastro-
intestinal bleeding, those with
esophageal bleeding due to causes
other than cirrhosis, patients who
failed initial therapy for esophageal
varices, and those who responded
successfully to initial therapy. There
was also significant heterogeneity in
outcomes including serious adverse
events, any adverse events, blood
transfusion, length of stay, and
decompensation events. Moreover,
the risk of bias was unclear or high
in all trials. Further randomized
controlled trials are required to

evaluate patient-centered outcomes
such as mortality, adverse events,
and health-related quality of life in
patients with liver cirrhosis and
acutely bleeding esophageal
varices.
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IMAGES IN EMERGENCY MEDICINE
(continued from p. 605)

DIAGNOSIS:

Abdominal cocoon sign. Abdominal cocoon sign is a result of encapsulating peritoneal sclerosis. Given its rarity, the
incidence rates of encapsulating peritoneal sclerosis vary widely and have been reported from 0.5% to 17.2%. On
CT, it is characterized by a cluster of thickened or dilated loops of small bowel surrounded by a fibrous, encapsulating
membrane' as though it were within a cocoon.

In addition to idiopathic forms, there are numerous, multifactorial etiologies such as cirrhosis, peritoneal dialysis,
and any irritation of the peritoneum?, resulting in stimulation of collagen formation and fibrosis.> Patients present
with nonspecific symptoms such as abdominal pain, constipation, and vomiting. Physical examination may reveal a
palpable mass, representing the encapsulated small bowel."* Given the nonspecific symptoms, there is an exhaustive
list of differential diagnoses. There are no specific laboratory tests for encapsulating peritoneal sclerosis and diagnosis
is primarily suggested by imaging. Although ultrasound, magnetic resonance imaging, and fluoroscopy can
demonstrate findings of encapsulating peritoneal sclerosis, CT is the mainstay imaging choice.™
Conservative management includes cessation of any inciting causes. Medications such as immunosuppressants and

tamoxifen may be of benefit. Surgical management is indicated with overt signs of obstruction or ischemia.”

Author affiliations: From the Department of Radiology (Song, Brenner, Yarmish), and the Department of Emergency Medicine (Rao,
Greenstein, Hahn), Staten Island University Hospital, Northwell Health, Staten Island, NY.
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