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More than 25 ml fluid in the peritoneal cavity

50% of pts within 10 years of the diagnosis of
cirrhosis

Classic complication of advanced cirrhosis and it
often marks the first sign of hepatic decompensation

Not only a cosmetic problem ...associated with a
50% mortality rate within the 3 years
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Different stages of decompensated cirrhosis:_
> Bleeding without any other decompensation

» Ascites without bleeding

> Bleeding and any other decompensation

Stage 1 Stage 2 Stage 3
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Adapted from D’Amico , AP&T 2014; De Franchis R, J Hepatology 2015
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Recommendation
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5 Bleeding alone
.; o e Since the development of grade 2 or 3 ascites in patients
7] with cirhosis is associated with reduced survival, LT
2 should be considered as a potential treatment option _
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Cirrhosis — Liver Transplantation

1 Increased resistance to
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Special Article

Definition and Diagnostic Criteria of Refractory Ascites and
Hepatorenal Syndrome in Cirrhosis

VICENTE ARROYO,! PERE GINES,! ALEXANDER L. GEREBES,? FrancIs J. DUDLEY,? PAOLO GENTILINI?
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Recidivant Ascites. The ascites that recurs at least
on three occasions within a 12-month period despite
prescription of dietary sodium restriction and adequate
diuretic dosage.
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Recidivant ascites: ascites that recurs at least on 3 occasions within a 12-month
period despite adequate treatment
Early recurrent ascites: recurrence within 4 weeks after initial control

BLIP

Arroyo et al., Hepatology 1996 S

EASL 2018
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»Sodium restriction and diuretics
»Paracentesis

»Repeated albumin infusion

> TIPS

»Treatment of the underlying disease may improve
ascites (alcohol abstinence or viral suppression)

BLIPS
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»Sodium restriction and diuretics
»Paracentesis

> Repeated albumin infusion
>TIPS

»Treatment of the underlying disease may improve
ascites (alcohol abstinence or viral suppression)
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40g twice a week for two weeks and then 40g weekly in patients treated with diuretics
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Currulativ eircidence of refractory asdtes

Number at risk
ST H3
SMT plus HA 218

Caraceni et al.
The Lancet 2018

pe-0001

HR 0-43 (95% Cl 0-29-0-632)

3 6 9 12 15 18
Time to diagnosts of refractony asctes (months)

147 08 78 -1 57 26
175 1437 135 10 a5 29
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Covered TIPS in recurrent

ascites: .P‘

ML Transplant-free survival
» 62 patients with recurrent ascites:

» 2 LVP with a minimal interval of 3 weeks
» less than 6 within 3 months

» 30% with a history of variceal bleeding
» 20% with a history of renal failure

» 10 mm TIPS dilated to 8 or 10 (PPG<12 mmHg)

1.0
TIPS group
93%; IC 95% [82%-100%)]
0.8 —
P=.003
2 0.6
] LVP + A
2
° 52%; IC 95% [34%-60%]
o 0.4
0.2+
0 -
T T T T
0 100 200 300
isk Days B L I P S
TIPS group 29 27 27 25 24
LVP + A 33 27 16 9 8

Bureau et al., Gastroenterology 2017
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&Pa rameters associated wi‘h‘.

transplanted | Univariate | Multivariate

INR

Serum sodium
(mmo/I)

Bilirubin (mmol/I)

TIPS / LVP+A

1,4 +0,3

134 £ 4

15 £ 12

93 % / 73
%

1,5+ 0,2 p=0,009 NS

129 + 3 p=0,001 e

27 £ 21 p=0,05 NS

7% /27 % p=0,048

Bureau et al., Gastroenterology 2017 %
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Therapeutic options

> Liver transplantation

> TIPS

> LVP + albumin

oo 5D

> Peritoneo-vesical shunt = AlfaPump®

EASL 2018

BLIPS




Refractory ascites
LVP or TIPS ?
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6 Randomized controlled trials

Lebrec D et al., J Hepatol 1996

Rossle M et al., NEJM 2000*

Gines P et al., gastroenterology 2002
Sanyal A et al., Gatsroenterology 2003
Salerno F et al., Hepatology 2004 *
Narahara Y et al., J Gastroenterol 2011

» *including recurrent ascites

» Bare-metal stents

» Some rather severe patients (Bili 5-10 mg/dl)

7 meta-analyses

Liv Int 2005
J Hepatol 2005

Deltenre P et al.,
Albillos A et al.,
D’Amico G et al., Gastroenterology 2005
Saab S et al., Cochrane 2006

Salerno F et al., Gastroenterology 2007
Chen RP et al., J Clin Gastroenterol 2014
Bai M et al., WIG 2014
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5 individual data

(non covered TIPS, n=305)

1.04
2 63 % vs 52 %
0.8 49 % vs 35 %
0.7 » More HE in TIPS group
= 06 (difference not statistically
2 significant)
E 0.5 TIP
= _l_I_LL
D 041
o —'—LI— P = 035 by Log-Rank
- PARACENTESIS (TP)
0.14
0.0, . . : : . i i
Patients under 0 6 12 18 24 30 36 42 Months
onservation
19 8 50 39 27 23 16 BLIPS
36 81 38 24 20 15 13

Salerno F et al., Gastroenterology 2007 °
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é%i% TIPS & ascites: how to select
Athe patients ? .‘

3 main issues after TIPS placement:
Liver failure and death
Cardiac decompensation=20%
HE=35% (refractory HE =5%)

Discuss TIPS placement AND liver transplantation
at the same time
(no TIPS/ TIPS failure/ complication after TIPS)

BLIPS
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1,0 ] Platelets > 75 G/I
P : and .
bilirubin < 50 Imol/I Child Pugh<13
08 — 73 %
— p<0.001
"""""""""""""""""""""""""""" 31 %
0,4 —| e é
02 —| Platelets < 75 G/I
! or
bilirubin > 50 COmol/I
T | T | | | T
2 4 6 8 10 12 Mois
e 74 67 51 54 46
—_ 31 /46 13 11 9

Bureau et al. J Hepatol 2011
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It's all about patients sele

v Risk of HE after TIPS v'  Selection of patients
v Age >65 (or 70?) v Age <65
v High MELD score v MELD score<19
v" High Child-Pugh score v Child-Pugh score<13
v MHE v’ <2 previous episodes of
v Previous episode of HE HE
v' Sarcopenia

Nardelli et al.,Clinical Gastro 2017
Saad et al., Annals of Hepatology 2016

BLIPS

AFEF 2019CPG for the diagnosis and management of HE in patients with cirrhosis
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Careful cardiac evaluation [ “'T‘:F?SE’FTE"‘E.W‘t" J
insertion

Biological Gapatients | | 21sshvazeTips i
TTE ™ extluded y 37 early TIPS
1L i 5 without cardiac evaluation
T I R e e e
[ 111 patients ]

-

h( 11 patients missing BNP or
NT-pro BNP value

100 patients included
and analyzed

20 80 patients
with Cardiac without Cardiac
decompensation decompensation '
[
Billey et al. Hepatology 2019’
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BNP or NT-pro BNP

100 patients {in the present study)

BNP < 40 pg/mL BNP > 40 pg/mL
or NT-pro BNP < 125 pg/mL or NT-pro BNP > 125 pg/mL
31 patients (in the present studﬂ 69 patients (in the present study]
Simple TTE Complete TTE with
Assessment of LVEF assessment of filling pressures
Pulmonary arterial pressure
Aortic stenosis
E/A<15 Eff=>1,5

Fi
and LAVI < 34 mL/m? or LAVI > 34 mL/m

Normal LVEF >
No PPH Normal Abnormal

31 patients 32 patients 37 patients

(in the present study (in the present study) {in the present study)
-\'|,‘H
Zero risk Low risk High risk
0 cardiac decompensation 1 cardiac decompensation 19 cardiac decompensations,

(in the present study) \__(inthepresentstudy) (in the present. study)
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Transplant-free survival (n = 81)

| . Nominal diameter R ’ .
W TIPS selection? |, p‘

—+8,,-censored

— - ]_‘_‘_l_l—‘ —+10mm-censored
L
==t — —— 185 pts included

L :. 107 for refractory ascites

. ! Kaplan-Meier

analysis comparing 1:1
propensity-matched patients
with 8-mm or 10-mm stent
diameters adjusted

for age, MELD, and

bilirubin

concentration.
ot . Trebicka et al. Clinical
0 12 24 36 48 50 - Gastro 2019

Time in months

Patients at risk
47 31 22 13 10 i

BLIPS

41 51 13 8 3 2
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...................

Good liver
function

Recurrent
ascites

* Careful selection

» NOT too late

> BiliT < 50 umol/L

> Plt > 75G/L

» Child-Pugh score <13, MELD score<19

» No chronic HE, < 2 previous episodes of HE

» No infection (delay)

» BNP< 40 Nt-pro BNP<125 and normal echocardiography
» No pulmonary hypertension

BLIPS




Refractory ascites:
= Alfapump®
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Smart Charger and Docking Station

alfapump system

Bladder and Peritoneal
Catheters

> Antibioprophylaxis

> No recommendation regarding albumin infusion

S
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) & alfapump

Peritoneal cavity

Ascites
Peritoneal catheter

Bladder catheter

Fully implantable, programmable and rechargeable pump system that diverts
ascitic fluid from the peritoneal cavity to the urinary bladder
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fapump®
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&  Paracentesis/ LVPipatient/

patient/ 28 days ‘
2 days Bureau C et al., J Hepatol 2017 4.




HRQoL score by treatment arm over time

6-
5.
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O — Abdominal: AP — Abdominal: SoC
DIf 5. — Activity: AP — Activity: SoC
1.
0 : : : :
0 1 2 3
Month
Number of patients completing survey for abdominal and activity
Month o [ 7 2 | 3
AP 97 26 22 22
SoC S 29 | 29 | 27

» Improvement of quality

of life and nutritional

status

» Learning curve+++

Bureau C et al., J Hepatol 2017
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é Conclusions .‘.‘

.....................

. Asates: poor prognosis; diuretics, sodium restriction
and treatment of underlying disease

* TIPS should be discussed « early » in the course of
ascites

 Discussion TIPS/LT at the same time

« Alfapump® may improve quality of life
— Renal function
— HE?
— Costs
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