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This 66-year-old woman has been a patient of: ‘
1. Liver cirrhosis, hepatitis C related . ) venud

| [4h L Tfyidv it
2. Esophageal varices bleeding episodes, multiple post ligation fhlrhle j

3. Gastric ulcer
4, diabetes mellitus

She followed in our HB OPD with medical control regularly. She had history of esophageal varices
bleeding several times. Her last hospitalization was during 2007/12/31 to 2008/1/11 due to
esophageal varices bleeding. This time. she was brought to our emergency department this
afternoon(4/23) due to tarry stool. According to her family, intermittent tarry stool found about 3
days prior to admission. Associated symptoms included mild epigastric abdominal pain (+),
dizziness(+), fever(-), chills(-), coffee ground(-), hematemesis(-), hunger pain(-), post-prandial
pain(-), nausea(-) vomiting(-), body weight loss(-). In our ER. her consciousness was alert and
oriented. On physical examination, her vital sign was within normal limits. NG irrigation showed
fresh blood. Emergent EGD was performed and EV bleeding was noted, then ligation was done.
However, conscious loss was noted during EGD process. Blood pressure dropped gradually.
Central venous catheter insertion and blood transfusion were done. Due to above problems, she
was admitted for further treatment. _
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National Guideline Clearinghouse
Patients with Cirrhosis Who Have Recovered from Acute Variceal Hemorrhage
1. Patients with cirrhosis who survive an episode ol active variceal hemorrhage should receive
therapy to prevent recurrence of variceal hemorrhage
2. Combination of nonselective beta-blockers plus EVL is the best option for secondary
praphylaxis of variciceal Hemorrhage
TIPS should be considered in patients who are Child A or B who experience recurrent variceal
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hemorrhage despite combination pharmacological and endoscopic therapy

ACP Journal Club

Endoscopic ligation compared with combined treatment with nadolol and
isosorbide maononitrate to prevent recurrent variceal bleeding. N Engl J Med. 2001
Aug 30;345:647-55 , Villanueva C, Mifiana J, Ortiz J, et al.

Design

Randomized controlled trial with mean follow-up of 24 months.

Patients

144 patients (mean age 59 y, 63% men) who had cirrhosis, were hospitalized for esophageal
variceal bleeding, and had emergency endoscopy. Exclusion criteria included < 18 years of age,
poor hepatic function, advanced hepatocellular carcinoma, and life expectancy

£6 months. All patients were included in the analysis with 9 patients

censored at the time of the last visit.

Intervention

72 patients were allocated to combined medication with nadolol, 80 mg orally once daily, adjusted
over 3 days 1o reduce the resting heart rate by 25% (but not lower than 55 beats/min), and oral
isosorbide mononitrate, progressively increased over 1 week from 20 mg once daily at bedtime to

40 mg twice/d or to the maximal tolerated dose..72 patients were allocated to endoscopic ligation

with a single band with an overtube or a multiband device-done after randomization, on day 7. and
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every 2 to 3 weeks until the varices were eradicated. Follow-up endoscopy was done at 3 months
after eradication and every 6 months thereafter, and additional sessions of ligation were done, if
required. In both groups, sclerotherapy or somatostatin, or both, were used for endoscopic control
of acute hemorrhage during the index or recurrent bleeds.

Main results

Analysis was by intention to treat and used Kaplan-Meier survival curves. The cumulative risk for
recurrent bleeding was of borderline statistical significance between groups (P = 0.04). The
cumulative risk for recurrent variceal bleeding was lower in the combined medication group than in
the lipation group . Fewer severe treatment-related complications occurred in the combined
medication group than in the ligation grp‘t’iﬁ(’S% vs 12%, P= 0.05), but groups did not differ for

occurrence of overall complications (2 ;T}r.?'l). Groups did not differ for cumulative risk for death .

Conclusion M T The 8 T, 2N MV |

In patients with cirrhosis hospitalized for esophageal variceal bleeding, treatment with nadolol and

isosotbide mononitrate prevented recurrent variceal bleeding more effectively than did endoscopic
ligation.
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Cochrane Library
Portosystemic shunts versus endoscopic therapy for variceal rebleeding in
patients with cirrhosis
S Khan, C Tudur Smith, P Williamson, R Sutton;Cochrane Database of Systematic Reviews 2008 Issue
Selection criteria
Randomised clinical trials comparing TS, DSRS or TIPS with ET in patients who had recovered
from a variceal haemorrhage and were known to be cirrhotic
Main results
Twenty-two trials evaluating 1409 patients were included. All trials had problems of method.
Shunt therapy compared with ET demonstrated significantly less rebleeding (OR 0.24, 95% CI
0.18 to 0.30) at the cost of significantly increased acute hepatic encephalopathy (OR 2.07, 95% CI
1.59 to 2.69) and chronic encephalopathy (OR 2.09, 95% CI 1.20 to 3.62). There were no
significant differences regarding mortality (hazard ratio 1.00, 95% CI 0.82 to 1.21) and duration of
in-patient stay (weighed mean difference (.78 day, 95% C1 -1.48 10 3.05). The proportion of
patients with shunt occlusion or dysfunction was 3.1% (95% C1 0.4 to 10.7%) following TS (two
trials), 7.8% (95% CI 3.8 to 13.9%) following DSRS (four trials), and 59% (range 18% to 72%)
following TIPS (14 trials).
Authors' conclusions
All shunts resulted in a significantly lower rebleeding rate at the expense of a higher incidence of
encephalopathy. TIPS was complicated by a high incidence of shunt dysfunction. No survival
advantage was demonstrated with any shunt.

Cochrane Central Register of Controlled Trials

Variceal band ligation and variceal band ligation plus sclerotherapy in the prevention of recurrent

variceal bleeding in cirrhotic patients; 2 randomized, prospective and controlled trial.
Gastrointestinal Endoscopy. 51(2):157-63, 2000 Feb. Argonz J, Kravetz D, Suarez A, Romero G Bildozola M,




Passamonti M, Valero I, Terg‘ R
METHODS: Eighty cirrhotic patients were randomized to group I (band ligation) with 41 patients
or to group II (band ligation plus sclerotherapy) with 39 patients in whom polidacanol (2%) was
injected 1 to 2 em proximal to each band.
RESULTS: At baseline, both groups were similar with regard to clinical, demographic and
laboratory data. Mean follow-up time (standard error) for group [ was 336.5 /- 43.4 days and for
group II 386.1 +/- 40.1 days (p = 0.4). No statistical differences were observed between group |
and group IT in relation to recurrence of bleeding (31.7% vs. 23%, p = 0.38), treatment failure
(24.4% vs. 12, 8%, p = 0.18), death (39% vs. 30.8%, p = 0.44) and variceal eradication (65.8% vs.
74.4%, p = 0.40). Group I had a significantly higher number of complications than group I, 30.8%
versus 7.3%. respectively (p = 0.05). The number of bleeding related deaths was higher in group I
than in group II (22% vs. 10.3%, respectively; p = 0.15).
CONCLUSIONS: No significant difference was observed between band lication and band ligation

plus sclerotherapy in prevention of recurrent variceal bleeding. Furthermore, there was a higher

incidence of complications in the latter group

Randomised trial of transjugular-intrahepatic-portosystemic shunt versus
endoscopy plus propranolol for prevention of variceal rebleeding. [Clinical Trial.
Journal Article. Randomized Controlled Trial] Lancer. 349(9058):1043-9, 1997 Apr 12.
METHODS: Between March, 1993, and March, 1996, 126 patients with variceal bleeding were
randomly assigned either transjugular shunt (n = 61) or endoscopic treatment (n = 65). Patients
were followed up for a median of 14 (IQR 8-25) months and 13 (8-25) months, respectively. In 31
(51%) of the shunted patients, simultaneous transjugular-variceal embolisation was done at the
time of shunt placement. Endoscopic treatment consisted of sclerotherapy and/or banding ligation
and was combined with propranolol medication

FINDINGS: Technical success was achieved in all patients assigned to the shunt group. During
follow-up, the cumulative 1-year variceal rebleeding rates in the shunted and endoscopically
treated patients were 15% and 41% and the 2-ycar rates were 21% and 52% (p=0.001),
respectively. In nine (12%) patients from the endoscopic group treatment failed and the patients
received the transjugular-shunt treatment. A total of 19 bleeding episodes from any source occurred
in 15 patients in the shunt group compared with 100 episodes in 33 patients in the endoscopic
group. There was no difference in survival with estimated 1-year survival rates for shunted and
endoscopically treated patients of 90% and 89%, and 2-year survival rates of 79% and 82%,
respectively. The incidence of clinically significant hepatic encephalopathy after 1 year was higher
in the shunt group (36% vs 18%. p=0.011).

INTERPRETATION: Thesc results suggest, that the transjugular shunt is more effective than
endoscopi¢ treatment in prevention of variceal rebleeding but has a considerable risk of hepatic

encephalopathy. Survival is similar in the two groups.

Isosorbide mononitrate and propranolol compared with propranolol alone for the
prevention of variceal rebleeding, Hepatology. 31(6):1239-45, 2000 Jun.
Abstract ;




The aim of this study was to test the effectiveness of isosorbide-5-mononitrate (IM) as an adjunct
to propranolol (PR) in the prevention of variceal rebleeding. Ninety-five cirrhotic patients with
variceal bleeding were randomly assigned to treatment with PR + IM (46 paticnts) or PR alone (49
patients). Eighteen patients in the PR + IM group and 28 in the PR group had rebleeding during the
2 years after randomization. The actuarial probability of rebleeding 2 years after randomization
was lower in the PR + IM group (40.4% vs. 57.4%) but the difference was not significant (P =. 09).
However, the decrease in the risk of rebleeding reached statistical significance after stratification
according to age, i.e. less than 50 versus >/=50 years old, (P =.03) or by adding an additional year
of follow-up (P =.05). No significant difference was found in rebleeding index and survival. The
multivariate Cox analysis indicated first, that both treatment (P =,03) and age (P =. 001) were
factors predictive of rebleeding and second, that PR + MI reduced the risk of rebleeding by half
(relative risk: 0.51, 95% confidence interval: 0.28-0.95). Seven paticnts in the PR + MI group and
| patient in the PR group had to discontinuc one of the drugs because of adverse events (P =.03).

These results suggest that the addition of IM improves the efficacy of PR alone in the prevention of
variceal rebleeding in cirrhotic patients. However no beneficial effects were observed on other

T
-

parameters reflecting the efficacy of treatment. - A, BN T l\’r o i r TH
- '\I._{_.:_"|"“--"' _- "! _-:1- -. % !

fJ A \ TN 4D
A

p
, L.
RETHEMELEEARME E(Apply) | N

X RK PP ok &

I. {F transjugular-intrahepatic-portosystemic shunt (TIPS) [t endoscopic ligation
{E7HPA EV rebleeding #A4% » (A S 7 hepatic encephalopathy [fij#f survival H13%245
B o FRCULP A 20— i Ji ik o

2. # M endoscopic ligation #f f beta blocker (nadolol) 1 nitrate (isosorbide mononitrate) [
FH A FH endoscopic ligation # 4t 4 & 78 1 rebleeding ¢+ 7 Av_E nitrate 3 1] U7 beta
blocker &9 2 % -

3. Band ligation +sclerotherapy F| 5% FH band ligation {f: prevention of rebleeding jii % &
A=ANZHY] » {H Band ligation +sclerotherapy F4) 774 3 75 54871 esophageal stricture 251
complication -

4. M ERTERHY paperc Al guideline 67 » BrFEAT S fAH FH nonselective beta-blockers #nitrate H9
contraindication (1411 hemodynamic unstable %5 A) * #HABA I esophageal varices B
Il » Combination of nonselective beta-blockers +/- nitrate and endosopic ligation & H RrE /Y
R A » BiE(EE R R Transjugular-intrahepatic-portosystemic
shunt(TIPS) »

S. BRELZAMRIHEME LB G WA B #4757 % B LATERS BV bleeding

(D) ERICEEECEL » Z0R e ~ FLRE © SEEVR R R » DA G Rk E 2 MR R 40 R
(2 ) CREFAR R AR 1 R E BT E -
) SIHHE - BRI RS -
(4) R MR R A 1 - PP R - Lokt - MRSE(E IR - T I s sk i
) KRR EE - EHAFTSIaE -
B & 16 B & ( Audit )
AR SRR Pt B S ARG R TR » U0 A T ) D B
HIHTSH 158 review 19 papers {54245 protocol BEER T %A 45 AH BRI 5 S 450 ]

""Beta-bloclu?r plus nitrates for secondary prevention of variceal bleeding”




“ Beta-blockers alone or with endoscopic therapy for prevention of variceal reblecding
in portal hypertension”
“ Beta-blockers for prevention of oesophageal variceal rebleeding in cirrhotic patients”
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