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A 54-year-old man with cirrhosis

(

Medical History:

* Ischemic cardiomyopathy
- Myocardial infection, coronary stenting (2015)
- No heart failure

* Obesity (BMI=39)
* Hypercholesterolemia
* Alcoholic cirrhosis

* Platelets=94000/mm3
* Child-Pugh B 9
- Endoscopy: Grade 2 EV

- Alcohol status: recent discontinuation

\_ - Treatment: aspirin, atorvastatin




How do you manage portal hypertension?

INon selective beta blockers

dBand ligation
dNon selective beta blockers and Band ligation

No treatment



HVPG responders to NSBB have less variceal rebleeding, a
lower incidence of ascites, and better survival
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Abraldes....Bosch, Hepatology 2003



In compensated cirrhosis, response to Propranolol is
almost negligible in patients without CSPH

Decrease in HVPG (%) ¥ F'¢* Decrease in HVPG (mmHg) F'©
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HVPG < 10 mmHg (n=54) - No hyperkinetic circulation

HVPG = 10 mmHg (n=194)

Villanueva C...Bosch J, Hepatology 2015



Primary and Secondary Prophylaxis of Variceal Bleeding
Current Guidelines

Prevention of Recurrent Variceal
Prevention of First Variceal Bleeding | Bleeding
NSBB (non-selective beta-blocker)* NSBB (non-selective beta-blocker)
or plus
Endoscopic band ligation (EBL) Endoscopic band ligation (EBL)

“There is no indication for treating patients without high-risk varices”
Negative timolol study (Grooszmann et al , NEJM 2005)

*Only recommended therapy for high-risk small varices

De Franchis et al Baveno VI, J Hepatol 2015



Carvedilol, a NSBB with anti-al adrenergic activity
has a greater effect decreasing HVPG

Acute assessment : ‘
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Sinagra et al, AP & T 2014



New attempt at early therapy: The PREDESCI Study

> New!
PREventing the DEcompenSation of Cirrhosis
with non-selective beta-blockers

* Cooperative, multicenter, placebo-controlled, randomized clinical trial

* Population studied: compensated cirrhotics with HVPG = 10 mmHg (CSPH), without varices
requiring treatment or previous decompensation (n=210)

Acute HVPG response to iv Propranolol*:

acute responders = Pydpranolol vs placebo M:{esponders =» Carvedilol vs
placebo

Patients developing varices requiring treatment received EBL

Villanueva C...Bosch J. Lancet (in press)



Propranolol/Carvedilol (according to HVPG response) prevents decompensation of cirrhosis:

The PREDESCI Study

First clinical decompensation
A 0.4

Placebo group

HR (95% CIl)= 0.51 (0.26-0.97)
P value= 0.0412

Q.3

B-Blocker group
1

I____I

J

0.2

Cumulative Incidence Function for Primary End-Point

a.0
[ #] 6 12 18 24 30 36 42 48 54 Vonths 60
Patients at Risk
B-blockers 100 926 87 80 69 60 48 31 20 15 7
Placebo 101 99 o4 86 72 59 42 26 19 13 6
1% Quitcome (Deaths)
B-blockers 1(1) 3(1) 4(2) 5(2) 1(1) (0] 0 1(1) 0] 1
Placebo 2(2) 5(1) 1 6(2) 5(1) 4(3) 2(1) 1(1) 0] 1
Censoring events
B-blockers 3 6 3 6 8 12 17 10 5 7
Placebo 0] 0] 7 8 8 13 14 5] 5] 5]

Villanueva C...Bosch J. Lancet (in press)



Simvastatin on top of standard of care (NSBB + EVL) improves
prognosis after variceal bleeding (BLEPS Study)

Death* Rebleeding
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* less deaths due to bleeding and infections

Simvastatin prevents ACLF in cirrhotic rats (Tripathi et al, Gastroenterology 2018)
Simvastatin protects the liver from LPS induced injury (LaMura et al, Hepatology 2013)
Simvastation protects the cirrhotic liver during acute bleeding (Meireles et al, Shock 2016)

Abraldes, Villanueva, ... Bosch. Gastroenterology 2016



Statins are associated with a decreased risk of decompensation
and death in compensated HCV cirrhosis*

Decompensation Death
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60 - Bl -
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' Mohanty, et al. Gastroenterology 2016
*Propensity score matched study ohanty, et al. Gastroenterology



A 56-year-old man presenting with hematemesis

(I\/Iedical History:

* Ischemic cardiomyopathy
- Myocardial infection, coronary stenting (2015)
- No heart failure

* Obesity (BMI=39)
Hypercholesterolemia

Alcoholic cirrhosis diagnosed two years ago
Propranolol (160 mg/day)
No HCC

- Alcohol status: Active (relapse since 3 months) around 100g/day

| : ohaspirin . |



A 56-year-old man presenting with hematemesis

" Medical report:

- Hematemesis

- No hepatic encephalopathy (WH), Glasgow score=1
- Blood pressure: 115/65 mmHg

- Heart rate: 76/min

- Ascites and jaundice

- Splenomegaly

Laboratory findings:
- Hb=7.5 g/dL
- Platelets=44000/mm3
- AST/ALT:75/44 IU/L; GGT=120 IU/L
- Bilirubin T/C=73/50 pmol/L
- PT=39%, INR=2.1
- Creatinine=100 umol/L, natremia=120 mmol/L

- Albumin 25g/L




What Is your initial management?

U Blood transfusion

1 Non selective beta blockers

4 Vasoactive drugs
- Antibiotic therapy with quinolones

4 Lactulose to prevent HE



Initial management

* Initial resuscitation

* Blood transfusion (ischemic cardiopathy): 3 units
* Antibioprophylaxis: ceftriaxone IV

* Vasoactive treatment: somatostatin

* Proton pump inhibitors before endoscopy

* No prevention of hepatic encephalopathy

* Perfusion of erythromycin in the absence of contra indication

* Upper gastro-intestinal endoscopy



Specific treatment. Recommendations of Baveno VI

De Franchis et al, J Hepatol 2015
Lebrec, Eur J Hepatol Gastroenterol 2004 Villanueva et al. NEJM 2013

Garcia-Tsao, Hepatology 2007 Seo et al. Hepatology 2014



Upper endoscopy at admission




Evolution

7

* Suspectec

pneumonia (Day 3)

Switch to

* Severe AH confirmed with transjugular liver biopsy

niperacillin-tazobactam+ ciprofloxacin)

_* HVPG=18mmHg




AH in the context of bleeding: what do you think?

41t should not be treated because of high risk of infection

dThe Lille model cannot be applied so there is not guidance for the treatment with
corticoids

dPrognosis is poor in case of severe AH in the context of bleeding

d Antibiotic therapy is probably of interest in this context

JAH is rare in case of bleeding so no biopsy is needed



AH and bleeding: same history?

n=105
100% o, 100% -
j e
| — . AH-GIB+
T i 73.9%
. 69.9%
Survival % | AH-GIB- Survival
0% : T T T T ; . 0%
0
6 months

100%] & Lille score <0.45
Absence of development of infection I % -
\ — 84.5%
68.2%
W ' 55.9%
Survival - R
Lille score >0.45
25%
Development of infection |
: 0%
6 months 6 months

- 80% of patients GIB+ and DF>32 have histological signs of AH

antibioprophylaxis?

- AUC for the Lille model for predicting 6-month survival:
similar for all patient (0.71+0.06) and AH-GIB+ patients (0.74+0.06)

- Less infection in GIB+ patients (24 vs 44%): due to systematic

| - Encourage to perform the same diagnostic/therapeutic management

Rudler et al. J Hepatol 2014



Evolution

Hematemesis (day 2 after initiation of corticosteroids)

- Haemorrhagic shock (Hb=4.5 g/dL) requiring catecholamines

- Massive blood transfusion

- Alteration of consciousness

- Emergency orotracheal intubation

- Upper Gl endoscopy: active bleeding from EV. EBL \n emergency
- Uncontrolled bleeding



How do you manage?

d Balloon tamponade

d Esophageal stents




HEPATOLOGY, VOL. 63, NO. 6, 2016 LIVER FAILURE/CIRRHOSIS/PORTAL HYPERTENSION

Esophageal Balloon Tamponade Versus
Esophageal Stent in Controlling Acute

Refractory Variceal Bleeding:
A Multicenter Randomized,

Controlled Trial

Angels Escors ell,'? Oana Pavel >® Andrés Cdrdenas, > Rosa Morillas,” Elba Llop,z’6 Candid Villanueva,??

Primary endpoint. composite
Absence of rebleeding+ absence of SAE+Day15

survival

Secondary endpoints
* Rebleeding at day 15 and 42
* Survival at dayl5 and 42




March 2009-January 2013

Patients with refractory acute esophageal variceal bleeding (n=58)

Excluded (n=30)
* Previous balloon tamponade, n=23
« Refusal of consent, n=7

Randomized (n=28)

l ' l‘
Allocated to balloon tamponade (n=15): Allocated to esophageal stent (n=13):
* Received balloon tamponade (n=15) * Received stent (n=12)

* Did not receive stent due to
technical reasons (n=1)

, i

Analyzed (n=15) Analyzed (n=13)

Escorsell A, et al. Hepatology 201¢



E=zophoageal Baaill ooy
SkEnt Tam ponode =

Viariable (n = 13) (n = 15) Valbe
Inclusion cribania, n (5%) 0.93
Failure of combined therapy 8 (62) 9 (&0)
Massive bleading &5 (38) & (40)
lmerval admission-inciusion, doys* 1.5 (0-7) 1 (D-25y 0.60
survival at 15 days n (%) O (69) 8 (47 0.39
Absance of bleading, & weeks, n (%) 7 (54) 7 (47 0.25
) A bsance of device-reloled S84F, n (9%) 12 ({92 9 (a0) 0.049
Couses of death (15 days: nm) OO g
Hypovolemic shock 1 &'
MOF afler sapsis 3 1
Survival at 6 wesks, n (%) 7 (54Y) & (40 0.46
L= of oddiicnal resosrces 4 (31} 11 (73} 0.059

I:':lurirg 11-“} I-':'S'I:'rl-':ll S‘W}-— I I:-.I:H:'::' Escorsell A, et al. Hepatology 201¢



How do you manage?

d Salvage TIPS




Salvage TIPS

Mc Cormick
Jalan
Sanyal
Chau
Gerbes
Banares
Azoulay

Bouzhib

19
30
112
11
56
58
106

1/7/12
3/3/13
1/7/22
5/27/80
1/3/7
11/22/23
3/8/47
6/32/68

Conos
oo

40%

B

oo
Lo
B
e

RudlerM et al, Transplant Int 2014
Bouzbib, AFEF 2018



Salvage TIPS

Mc Cormick 20
Jalan 19

LW Etiology of death
Chau Liver failure

Kidney failure
LS Rebleeding

Banare
Azoulay 58
Bouzbib 106

1/7/12
3/3/13
1/7/22
5/27/80
1/3/7
11/22/23
3/8/47
6/32/68

oo

42%
40%
37%

27%
28%
30%

38% (d42)

RudlerM et al, Transplant Int 2014
Bouzbib, AFEF 2018



Salvage TIPS

Jalan 19 3/3/13 _ 42%

wha siz7ie0 SN
Gerbes

Banares Mortallty at 1 year without LT in C14-C15 = 100%
Azoulay 3/8/47

Bouzbib

RudlerM et al, Transplant Int 2014
Bouzbib, AFEF 2018



What could have been done to avoid this
rebleeding episode?

d Early TIPS placement?

J How to select patients with a risk of rebleeding?




Clinical and biological criteria

Child-Pugh B + active bleeding or Child-Pugh C <13 patients randomised
(no HCC, PVT..)

Freedom from Uncontrolled
Bleeding or Rebleeding (%)

No. at Risk
Early TIPS
Drugs+EBL

Early TIPS 97%

100, .
80¢
s P=0.001
'60_ == -l. =
‘L*————‘-———————-ﬁ——-l-——-l-——-l-‘-—-l- 50%
404 Drugs+EBL
20
O | 1 | 1
0 6 12 18 24
Months

32 24 15 11 5
31 13 7 7 3

B

Survival (%)

No. at Risk
Early TIPS
Drugs+EBL

96%

100+ 86%
L.1 y Early TIPS
304—
! P=0.001
= - - ‘_ -
60_ — e e e e e —— i —— o ———
0 Drugs+EBL
40
20—
0 ] I I ]
0 6 12 18 24
Months
32 24 17 12 7
31 18 13 10 5

Significant improvement of uncontrolled bleeding and rebleeding

Improved short and long term survival in the Early TIPS group

Garcia-Pagan et al. NEJM 2010



More serious adverse events?

2

= 100

&

2 g - e 2% Early TIPS
) |

(&}

C —

) 41 p =0.13

= 60 |

b 60%

o i Drugs+EBL

< 40

®)

e

2 20 °

E

©

g o -

Q 1 1 1

0 6 12 18 24

PTFE-TIPS2 21 13 9 5
LVO+M 31 14 8 7 3

Development of hepatic encephalopathy or other serious events: no significant

difference

Garcia-Pagan et al. NEJM
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An early TIPS with PTFE-covered TIPS within 72 hours (ideally < 24 hours) must be
considered in patients bleeding from EV, GOV1 and GOV2 at high-risk of treatment failure
(e.g. Child-Pugh class C <14 points or Child class B with active bleeding) after initial
pharmacological and endoscopic therapy (1b;A). Criteria for high-risk patients should be
refined

* Impact of early-TIPS on survival?

* Active bleeding in Child B patients: predictor?



Preemptive - TIPS improves outcome in high - risk
variceal bleeding: an Observational Study

B
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Hernandez-Gea V, et al. Hepatology 2019



ldentifying optimal candidates for early TIPS among patients

with cirrhosis and acute variceal bleeding: a multicentre

observational study

Consecutive patients with
cirrhosis and acute variceal
bleeding (n=2055)

Eligible for the study
(n=1425)

Patients excluded (n=630)

64 Age =75 years

60 Creatinine =3mg/dl

82 Child-Pugh score =13 points

92 Isolated gastric or ectopic varices

83 Complete portal vein thrombosis

91 HCC beyond Milano criternia

45 Advanced extrahepatic malignancy

23 Previous liver transplantation

36 Previous TIPS

54 Preemptive TIPS =72h from admission

Early TIPS group Medical group
(n=206) (n=1219)

LvY, et al. Gut 2018



|dentifying optimal candidates for early TIPS among patients with
cirrhosis and acute variceal bleeding: a multicentre observational

study
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LvY, et al. Gut 2018



In practice: CHOC French observatory (58

centres)

Academic centres
with PHT-related
bleeding 600
cirrhotic patients

Child-Pugh C or
B + active bleeding

at endoscopy
n =301 (50%)

Patients eligible for
early-TIPS
n = 207 (69%)

Early-TIPS
placement
n=19 (9%)

Study population
with PHT-related
bleeding 964
cirrhotic patients

Child-Pugh C or
B + active bleeding
at endoscopy
n = 460 (48%)

Patients eligible for
early-TIPS
n =326 (71%)

Early-TIPS
placement
n =22 (7%)

Mon-academic
centres with PHT-
related bleeding
364 cirrhotic patients

Child-Pugh C or
B + active bleeding

at endoscopy
n =159 (44%)

Patients eligible for
early-TIPS
n= 119 (75%)

Early-TIPS
placement
n=3(2.5%)

Thabut D, et al. J Hepatol 2017



Final outcome

7

* Not candidate for LT
* Death within 48 hours after TIPS insertion

* Multi-organ failure:
- Persistent shock
- Severe coagulopathy with diffuse mucosal bleeding
- Acute kidney failure
- Persistent coma in spite of discontinuation of drugs
- Blood cultures positive with Pseudomonas aerugino:

v




Take home messages

* Early TIPS must be discussed in high risk patients

* Esophageal stents are safer than balloon tamponade and
should be available

* Salvage TIPS : high mortality in the most severe patients. Don’t
forget liver transplant in good candidates!
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