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Acute variceal bleeding (AVB) is the most serious acute life-
threatening complication of portal hypertension, especially in 
patients with hepatic decompensation.[1] Rapid and sustained control 
of bleeding is the immediate priority, but despite conventional 
treatment, including urgent fluid and blood resuscitation, 
vasoactive drugs, prophylactic antibiotics and endoscopic 
intervention, treatment fails in up to 10% of patients, who continue 
to bleed.[2] In this high-risk group, further immediate options 
include  a  second attempt at endoscopic intervention and balloon 
or stent tamponade to temporarily control variceal bleeding. In 
the past, patients in whom active bleeding persisted despite these 
treatments required surgical intervention with either a portocaval 
shunt or gastric devascularisation and oesophageal transection as 
a salvage operation, which had substantial implications in terms of 
morbidity and mortality.[3]

Technical advances in interventional radiology have led to the 
evolution and implementation of transjugular intrahepatic 
portosystemic shunting (TIPS) as a non-invasive salvage alternative 
to surgery in patients with uncontrolled variceal bleeding.[4] TIPS 
provides a percutaneous radiologically created shunt between 
portal and hepatic veins, which reduces portal vein pressure by 
diverting blood from the portal to the hepatic and systemic venous 
system through a low-resistance intrahepatic stent.[5] TIPS is now 
established as the preferred rescue or salvage procedure for patients 
who have either uncontrolled or severe recurrent variceal bleeding 
unresponsive to medical and endoscopic treatment.[6] This study 
investigated the outcome of salvage TIPS (sTIPS) in patients who had 
life-threatening variceal bleeding resistant to standard treatments, 
in order to identify clinical and laboratory risk factors predicting 
in-hospital death during the index admission.
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Background. Endoscopic therapy is the first-line treatment of choice for control of acute variceal bleeding (AVB). In high-risk patients 
with persistent AVB despite pharmacological treatment and endoscopic intervention, percutaneous transjugular intrahepatic portosystemic 
shunting (TIPS) provides a minimally invasive salvage method to reduce portal pressure and control bleeding.
Objectives. To evaluate factors influencing in-hospital mortality after salvage TIPS (sTIPS) in patients with exsanguinating variceal bleeding 
despite medical treatment and endoscopic intervention.
Methods. Clinical and laboratory data were analysed in all patients treated with sTIPS following failed endoscopic therapy for AVB between 
August 1991 and November 2020. Factors associated with and predictors of death were determined using bivariate analysis and univariate 
logistic regression analysis.
Results. Thirty-four patients (29 men, 5 women), mean age 52 years (range 31 - 80), received sTIPS for uncontrolled (n=11) or 
refractory (n=23) AVB. The causes of portal hypertension were alcohol-related (n=24) and non-alcohol-related cirrhosis. Salvage TIPS 
controlled bleeding in 32 patients, with recurrence in 1. Ten patients died in hospital (mean 4.8 days, range 1 - 10) of liver failure (n=4), 
multiorgan failure (n=3), alcoholic cardiomyopathy (n=2) and uncontrolled gastric variceal bleeding (n=1). On bivariate analysis, factors 
associated with death were Child-Pugh (C-P) score ≥10 (p=0.006), sodium Model for End-stage Liver Disease (MELD-Na) score ≥22 
(p<0.001), ≥8  units of blood transfused (p<0.001), Sengstaken-Blakemore balloon tube placement (p<0.001), endotracheal intubation 
(p<0.001), inotropic support (p<0.001) and endoscopically uncontrolled bleeding (p<0.001). Univariate logistic regression analysis showed 
that the most significant predictors of mortality were inotrope dependency (odds ratio (OR) 134; p<0.001), endotracheal intubation (OR 99; 
p<0.001), endoscopically uncontrolled bleeding (OR 28; p=0.001), grade 3 ascites (OR 20.9; p=0.012) and C-P grade C (OR 8.8; p=0.011).
Conclusion. Salvage TIPS controlled variceal bleeding in 94% of patients after failed endoscopic therapy with 29% in-hospital mortality. 
The most significant predictors of mortality were C-P grade C, grade 3 ascites, inotrope requirement, endotracheal intubation and 
endoscopically uncontrolled bleeding.
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Methods
The study was a retrospective cohort analysis of adult patients treated 
in the Surgical Gastroenterology Unit (SGU) at Groote Schuur 
Hospital and the University of Cape Town Academic Hospital 
who underwent sTIPS for life-threatening uncontrolled or severe 
refractory variceal bleeding between August 1991 and November 
2020. The study followed the Strengthening the Reporting of 
Observational Studies in Epidemiology (STROBE) guidelines for 
reporting observational studies.[7]

Baseline demographic, clinical and endoscopic data and 
biochemical variables were collected on admission to the unit, and 
the anonymised and de-identified information was retrieved from 
a prospectively maintained faculty ethics-approved oesophageal 
variceal registry (Table  1). In addition, the causes of portal 
hypertension and infection with hepatitis B or hepatitis C were 
documented. The Model for End-stage Liver Disease (MELD) score, 
sodium MELD (MELD-Na) score, and Child-Pugh (C-P) score and 
grade (A, B or C) were calculated.

Details of the acute bleeding management protocol and the 
endoscopic interventional techniques used in our unit have been 
published previously.[8-10] An inotrope infusion was used when 
necessary to maintain a mean arterial pressure >65 mmHg. Urgent 
diagnostic endoscopy was performed to identify the source of 
bleeding as soon as the patient was adequately resuscitated. If 
bleeding oesophageal varices were encountered, injection 
sclerotherapy (IST) or endoscopic variceal band ligation (EVL) 
was used.[9] In patients with uncontrollable bleeding, a Sengstaken-
Blakemore balloon tube or an oesophageal stent was inserted 
for tamponade. Endotracheal intubation was used for airway 
protection when necessary, and further endoscopic procedures were 
performed within 24 hours.[10] In patients who had uncontrolled 
variceal bleeding or in those with persistent refractory bleeding 
despite endoscopic intervention, sTIPS was used as a rescue 
treatment.

TIPS was performed under general anaesthesia as soon as 
possible after the diagnosis of active uncontrolled variceal bleeding. 
Imaging was reviewed to exclude portal, splenic or hepatic vein 
thrombosis or vascular anomalies, and duplex Doppler ultrasound 
was repeated before the TIPS to confirm patency.[10] If large-volume 
ascites was present, pre-procedural paracentesis was performed. An 
expandable 10  mm uncovered metal Wallstent of variable length 
from 49 to 90 mm (Boston Scientific, USA) was placed to maintain 
patency of the radiologically created shunt between the portal and 
hepatic veins.[10]

Statistical analysis
The primary endpoint of the study was in-hospital mortality. 
Secondary endpoints were control of variceal bleeding after 
sTIPS and variceal rebleeding after initial control by sTIPS. The 
characteristics of the patients are presented as medians (range) or 
means (standard deviation (SD)), and as numbers (percentages) 
for categorical data. Fisher’s exact test was used for comparing 
dichotomous variables, and the non-parametric Mann-Whitney 
rank-sum test for continuous variables. All tests were two-sided. 
The variables listed in Table  1 were considered as potential 
prognostic factors associated with mortality and were tested using 
bivariate analysis. These factors, when significantly correlated 
with the primary endpoint, were evaluated in a univariate logistic 
regression analysis to identify independent predictors of survival. 
A p-value <0.05 was considered statistically significant. Statistical 
analysis was performed using Stata software version 11 (StataCorp., 
USA).

Ethical considerations
The study protocol was approved by the Human Research Ethics 
Committee of the University of Cape Town (ref. no. 120/2019), and 
the research was conducted in accordance with the Declaration of 
Helsinki.

Results
A total of 564 patients with variceal bleeding were admitted to the 
SGU during the study period. In 530 patients (94%), bleeding was 
controlled by vasoactive medication and endoscopic intervention. 
In 34 patients (6%), bleeding was uncontrolled or persistent 
despite endoscopic intervention. These patients underwent urgent 
TIPS and constitute the study population. Eleven of the 34 patients 
had endoscopically uncontrolled variceal bleeding and 23 had 
severe recurrent and refractory bleeding after initial endoscopic 
control.

The demographic, clinical and endoscopic data and biochemical 
variables are summarised in Table 1. The mean age of the 29 men 
and 5 women was 52 (range 31 - 80) years. The causes of portal 
hypertension were alcohol (n=24), haemochromatosis (n=2), 
chronic hepatitis B infection (n=2), chronic hepatitis C infection 
(n=1), non-alcoholic steatohepatitis (n=2), and drug-induced (n=2) 
or sarcoid-related (n=1) cirrhosis. Before TIPS, 19 patients had 
a median of 3 (range 1 - 9) IST sessions, and 20 had a median of 
2 (1 - 6) EVL sessions, with a median of 10 bands placed per session. 
Five patients had both IST and EVL. The median number of units 
of blood transfused before sTIPS was 6 (3 - 13), and 14  patients 
required either balloon tamponade (n=12) or placement of a 
Danis stent (n=2) to temporarily control bleeding. Eleven patients 
required endotracheal intubation and ventilation, and 9 required 
inotropic support.

The TIPS was placed successfully in all patients, and bleeding was 
controlled in 32 of the 34 (94%). Bleeding persisted in 2 patients (6%) 
despite a patent TIPS on repeat Doppler ultrasound. A further patient 
developed recurrent bleeding in hospital during the index admission 
after initial control of bleeding by TIPS. Overall control of bleeding 
by sTIPS was achieved in 31 of 34 patients (91%).

Ten patients (29%) died in hospital (mean 4.8 days, range 1 - 
10) of progressive liver failure (n=4), multiorgan failure (n=3), 
alcoholic cardiomyopathy (n=2) and uncontrolled gastric variceal 
bleeding (n=1). Mortality in C-P grade A was 0%, in C-P grade B 
16% and in C-P grade C 58%. In the patients who died, the mean 
(SD) C-P score was 10.6 (2.0), the median MELD score 18 (range 
11 - 29) and the median MELD-Na score 25 (11 - 33) (Table  1). 
Nine (75%) of the 12  patients who required balloon tamponade 
died, while all 9 (100%) who required inotropic support died. 
Analysis of the two subcategories shows that 8 of 11 patients 
(73%) who had endoscopically uncontrolled variceal bleeding and 
required a transfusion of ≥8 units of blood during the index hospital 
admission died, while 2 of 23 patients (9%) who had refractory 
variceal bleeding died.

On bivariate analysis, factors associated with death after sTIPS 
were C-P score ≥10 (p=0.006), MELD-Na ≥22 (p<0.001), ≥8 units of 
blood transfused (p<0.001), Sengstaken tube placement (p<0.001), 
endotracheal intubation (p<0.001), inotropic support (p<0.001) 
and endoscopically uncontrolled bleeding (p<0.001) (Table  1). In 
an unadjusted univariate logistic regression model, the significant 
predictors of mortality were need for inotropic support (odds ratio 
(OR) 134; p<0.001), endotracheal intubation (OR 99; p<0.001), 
endoscopically uncontrolled bleeding (OR 28; p=0.001), grade 3 
ascites (OR 20.9; p=0.012) and C-P grade C (OR 8.8; p=0.011) 
(Table 2).
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Discussion
The common characteristics in this high-risk cohort were 
uncontrolled or refractory variceal bleeding in the presence of portal 
hypertension and liver decompensation, active variceal bleeding 
at the time of endoscopy, and failure of standard medical and 
endoscopic intervention to control bleeding. The patients required 
urgent sTIPS placement as a life-saving procedure. A TIPS was 
inserted successfully in all patients, and overall control of bleeding 

was achieved in 91% of patients after sTIPS with 71% in-hospital 
survival. Mortality correlated with C-P grade and was 16% in grade 
B and 58% in grade C. Factors associated with death on bivariate 
analysis were C-P score ≥10, MELD-Na ≥22, ≥8 units of blood 
transfused, Sengstaken tube placement, endotracheal intubation, 
inotropic support and endoscopically uncontrolled bleeding. The 
most significant predictors of mortality in an unadjusted univariate 
logistic regression model were the need for inotropic support, 

Table 1. Bivariate analysis of factors associated with mortality
Risk factor Total cohort (n=34) Survived (n=24) Died (n=10) p-value
Age (years), mean (SD) 52 (11.6) 50 (10.5) 57 (12.9) 0.107
Sex, n 0.104

Male 29 22 7
Female 5 2 3

Cause of cirrhosis, n 0.938
Alcohol related 24 17 7
Non-alcohol related 10 7 3

C-P grade, n 0.022*
A 3 3 0
B 19 16 3
C 12 5 7

C-P score, mean (SD) 8.9 (1.8) 8.2 (1.8) 10.6 (2.0) 0.001*
C-P score, n 0.006

<10 22 19 3
≥10 12 5 7

MELD score, median (range) 14.5 (7 - 29) 11.5 (7 - 24) 17.5 (11 - 29 0.007*
MELD-Na score, median (range) 15.5 (7 - 33) 13 (7 - 35) 25 (11 - 33) <0.001*
MELD-Na, n <0.001*

<22 24 22 2
≥22 10 2 8

Bilirubin (µmol/L), median (range) 31 (8 - 409) 33.5 (8 - 152) 17.5 (9 - 409) 0.405
Albumin (g/L), mean (SD) 30.7 (5.8) 32 (5.1) 27.7 (6.4) 0.020*
INR, median (range) 1.4 (1 - 4.1) 1.3 (1 - 2) 1.6 (1.3 - 4.1) 0.009*
Na (mmol/L), median (range) 136 (126 - 140) 136 (130 - 140) 127 (126 - 138) 0.002*
Creatinine (µmol/L), median (range) 95 (49 - 326) 91.5 (49 - 126) 70 (64 - 326) 0.001*
Encephalopathy, n 0.896

1 12 9 3
2 15 10 5
3 7 5 2

Ascites, n 0.009*
1 13 12 1
2 10 8 2
3 11 4 7

Units of blood received, median (range) 6 (3 - 13) 4 (3 - 12) 10 (4 - 13) 0.000*
Balloon tube or stent, n <0.001*

Yes 14 5 9
No 20 19 1

Endotracheal intubation, n <0.001*
Yes 11 2 9
No 23 22 1

Inotrope requirement, n <0.001*
Yes 9 0 9
No 25 24 1

Uncontrolled variceal bleeding, n <0.001*
Yes 11 3 8
No 23 21 2

SD = standard deviation; C-P = Child-Pugh; MELD = Model for End-stage Liver Disease; Na = sodium; INR = international normalised ratio.
*Significant (p<0.05).
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endotracheal intubation, endoscopically uncontrolled bleeding, 
grade 3 ascites and C-P grade C.

The prognosis of cirrhotic patients in general and after sTIPS 
in particular depends on residual liver function, the magnitude 
and duration of the deleterious hepatic and renal consequences 
of persistent variceal bleeding, the presence of significant 
comorbidities, and the rapidity and efficacy with which emergency 
treatment is initiated.[1,11] The mortality rate in our study population 
should be interpreted in the context of the poor baseline liver 
function; 56% of the patients were C-P grade B and 35% C-P 
grade C, and overall median C-P and MELD scores were 9 and 
15, respectively. Other studies reporting rescue sTIPS for acute 
oesophageal variceal bleeding have shown mortality rates ranging 
from 15% to 75%, which is significantly higher than in patients 
undergoing elective TIPS.[12-15] Helton et  al.[16] reported a 56% 
in-hospital mortality rate for patients who were actively bleeding or 
haemodynamically unstable at the time of the TIPS.

The reported mortality associated with TIPS placement varies 
widely with differing inclusion criteria, timing of TIPS, and the 
severity of underlying liver disease. Some reports combine the results 
of patients actively bleeding during TIPS with those of patients 
who were stable during the procedure. Patient factors that have 
been reported to lead to increased mortality after TIPS placement 
include failure to control bleeding,[17] C-P stage C,[17-21] MELD 
score ≥30,[21,22] Acute Physiology and Chronic Health Evaluation 

(APACHE II) score >20,[12,20] haemodynamic instability at the time 
of the TIPS procedure,[23] use of inotropes,[12,18,23,24] mechanical 
ventilation,[18] balloon tamponade,[23] the presence of comorbidities, 
sepsis,[17,23,24] emergency TIPS, hyperbilirubinaemia,[12,25,26] lactate 
≥12 mmol/L,[22] hyponatraemia[24] and renal failure.[12,17,18,27,28] Most 
deaths after emergency TIPS are the consequence of hepatic or 
multiorgan failure and sepsis,[29] and only a minority are due to 
recurrent variceal bleeding.

The results of this study have important implications for 
patients with major variceal bleeding that cannot be controlled 
endoscopically. We found a significant correlation between early 
mortality after TIPS and the need for endotracheal intubation, 
balloon tamponade and inotropic support. It is evident from several 
studies that as multiple unsuccessful endoscopic attempts are made 
to stop the bleeding, liver function deteriorates, complications 
supervene, and outcome worsens. Patients with major variceal 
bleeding are best managed in a tertiary referral unit with a skilled 
multidisciplinary team. Patients in whom endoscopic intervention 
fails to control bleeding should be identified early so that sTIPS can 
be performed before the deleterious consequences of deteriorating 
liver function and multiorgan failure occur. Other studies have 
identified the futility of sTIPS in patients with a C-P score >13, 
MELD score ≥30 and lactate level ≥12 mmol/L.[12,30]

The data documented must be interpreted in the light of limitations 
that include the long duration of the study and the relatively small 

Table 2. Logistic regression analysis

Risk factor
Univariate logistic regression (unadjusted)

OR 95% CI p-value
Age 1.06 0.98 - 1.13 0.111
Sex 0.21 0.29 - 1.53 0.125
Cause of cirrhosis 1.4 0.28 - 6.83 0.677
C-P grade 8.0 1.60 - 40.4 0.011*
C-P score 1.8 1.14 - 2.87 0.011*
MELD 1.22 1.04 - 1.43 0.010*
MELD-Na 1.27 1.08 - 1.5 0.003*
Bilirubin 1.00 0.99 - 1.01 0.390
Albumin 0.85 0.72 - 1.00 0.058
INR 14.5 0.97 - 218 0.052
Na 0.66 0.51 - 0.87 0.003*
Creatinine 1.06 1.01 - 1.11 0.009*
Encephalopathy

1 Ref. - -
2 1.5 0.27 - 8.13 0.638
3 1.2 0.14 - 9.76 0.865

Ascites
1 Ref. - -
2 2.9 0.23 - 38.8 0.401
3 20.9 1.94 - 227 0.012*

IST 1.15 0.83 - 1.59 0.373
EVL 0.81 0.56 - 1.19 0.303
IST plus EVL 1.75 0.24 - 12.4 0.577
Units of blood received 1.83 1.24 - 2.71 0.002*
Balloon tube/oesophageal stent 34.2 3.46 - 337 0.002*
Endotracheal intubation 99 7.94 - 1 233 <0.001*
Inotrope requirement 134 15.3 - infinity <0.001*
Uncontrolled variceal bleeding 28 3.92 - 199 0.001*

OR = odds ratio; CI = confidence interval; C-P = Child-Pugh; MELD = Model for End-stage Liver Disease; Na = sodium; INR = international normalised ratio; IST = injection sclerotherapy; 
EVL = endoscopic variceal band ligation.
*Significant (p<0.05).
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number of patients, all of whom had uncovered metal stents, which 
now have been replaced by covered stents. In addition, there may be 
selection bias, as the unit functions as a tertiary referral centre for 
high-risk patients. A major strength of the study is the analysis of 
real-world data from an unselected cohort of patients consecutively 
treated by the same team using specific endpoints.

Conclusion
This study shows that although sTIPS controlled variceal bleeding 
in 94% of patients after failed endoscopic intervention, mortality 
remained high with 29% in-hospital deaths, especially in patients 
with uncontrolled bleeding. The most significant predictors of 
mortality were C-P grade C, grade 3 ascites, inotrope requirement, 
endotracheal intubation and endoscopically uncontrolled bleeding. 
Further effort is needed to reduce the high mortality and morbidity 
despite successful sTIPS placement. In order to achieve this goal, 
early identification of patients unresponsive to medical treatment is 
crucial so that urgent sTIPS for portal decompression can be initiated 
without delay.
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