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Vascular liver diseases




Diseases affecting small intrahepatic vessels

Veno-oclusive disease (VOD) /

sinusoidal obstruction syndrome (SOS) vein

Sinusoidal dilation /
Peliosis

Portosinusoidal vascular
disorder (PSVD)



Diseases affecting small intrahepatic vessels

Centrilobular

Portosinusoidal vascular

disorder (PSVD)



- Obliterative portal venopathy
HISTOLOGY < - Nodular regenerative hyperplasia

- Hepatoportal sclerosis
- - Non cirrhotic portal fibrosis

Verhelj J, Histopathology. 2013
Guido M, Histopathology. 2019
Kmeid M, Diagn Pathol. 2020



- Obliterative portal venopathy
HISTOLOGY < - Nodular regenerative hyperplasia
- Hepatoportal sclerosis

- - Non cirrhotic portal fibrosis

Schouten JN, APT 2012
Schouten JN, Hepatology. 2011
Hernandez-Gea V, Hepatology. 2018

|diopathic portal hypertension
Intrahepatic non cirrhotic portal hypertension CLINIC




“Porto-sinusoidal vascular disorder” (PSVD)

{ - Obliterative portal venopathy
HISTOLOGY < - Nodular regenerative hyperplasia
- Hepatoportal sclerosis
- - Non cirrhotic portal fibrosis

VASCULAR LIVER DISEASE GROUP

% VALDIG i : BavenyH

De Gottardi et al, i
Lancet Gastro Hepatol 2019 De Franchis et al, J Hepatol 2022

|diopathic portal hypertension
Intrahepatic non cirrhotic portal hypertension CLINIC




"Porto-sinusoidal vascular disorder” (PSVD)




Porto-sinusoidal vascular disorder

* When to suspect?
e Definition
 Assoclated conditions

e Qutcome



PSVD among cirrhosis

=» Screening tools needed



PSVD: when to suspect?

Median age (yrs) 40 - 50
Abnormal liver blood tests 90 %
Signs of portal hypertension / complication 70%/50%
Portal vein thrombosis 30 - 50%
Fatigue ?
Prothrombin index < 50% 15%

Low liver stiffness measurement 70%
Normal or T segment IV & smooth liver surface 65%

Low HVPG & hepatic veno-venous communications  60%/30%
De Gottardi et al, Lancet Gastro Hepatol 2019
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PSVD: liver stiffness measurement (TE)
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Patients with signs of portal
hypertension
155 PSVD, 273 cirrhosis

Elkrief, Lazareth, et al.,
Similar results in:

Hepatology 2021

PSVD

Cirrhosis

Laharie Eur J Gastroenterol Hepatol 2010
Seijo Dig Liver Dis 2012

Sharma J Clin Exp Hepatol 2017
Ferreira-Silva J, Dig Liver Dis. 2022



PSVD: liver stiffness measurement (TE)

428 patients
(273 cirrhosis, 155 PSVD)

I ! I

LSM< 10 kPa LSM 10 to 20 kPa LSM >20 kPa
PSVD =108/117 PSVD (n=39) Cirrhosis = 177/185
PPV 92% Cirrhosis (n=87) NPV 96%

JV A
: : Consider biopsy if no cause Low probability of
Liver biopsy for cirrhosis or condition PSVD

associated with PSVD

Elkrief, Lazareth et al., Hepatology 2021; De Franchis, et al. J Hepatol 2022
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PSVD: CT-scan

(¢ /[ CT features for PSVD diagnosis |
e No atrophy of segment LSN <25

50 patients v ‘
with PSVD

Matched on
ascites

100 patients
with cirrhosis

With the features

PSVD Cirrhosis
J

Spe > 90% for the diagnosis of PSVD
In patients with signs of portal hypertension

Valainathan et al. Hepatology 2022; Similar results in: Lampichler K et al. , Eur Radiol. 2022;
Glatard et al. Radiology 2012; Kang, et al. Abdominal Radiology 2020




PSVD: when to suspect?

Median age (yrs) 40 - 50
Abnormal liver blood tests 90 %
Signs of portal hypertension / complication 70%/50%
Portal vein thrombosis 30 - 50%
Fatigue ?
Prothrombin index < 50% 15%
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Hepatic veno-venous communications
Cirrhosis: 3% PSVD: 30 to 50%




Hepatic veno-venous communications
Cirrhosis: 3% PSVD 30 to 50%

FnH

:

Drilhon, ILC 2020; Seijo et al. Dig Liv Dis 2012



H PSVD vs. cirrhosis
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A

B C

Child-Pugh
(n=605)

Patients with signs of
portal hypertension

Drilhon et al, ILC 2020



PSVD: when to suspect?

Median age (yrs) 40 - 50
Abnormal liver blood tests 90 %
Signs of portal hypertension / complication 70%/50%
Portal vein thrombosis 30 - 50%
Fatigue ?
Prothrombin index < 50% 15%

Low liver stiffness measurement 70%
Normal or T segment IV & smooth liver surface 65%

Low HVPG & hepatic veno-venous communications 60%/30%
Guido, Liv Int 2016; Barge, Liv Int 2016



PSVD: manifestations

Abnormal liver blood tests (n=1271)

Guido, et al. Liv Int 2016; Barge, et al. Liv Int 2016;
Even higher in: Pugliese, Liv Int 2022, Pugliese J HEP REP 2024



Maladie porto-sinusoidale : manifestations

Abnormal values:
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Data at inclusion in APIS trial (NCT04007289)
Similar in Magaz*, Giudicelli-Lett* et al. J Hepatol 2024



PSVD: manifestations

Liver
iInsufficiency

Elkrief & Rautou, Liv Int 2016



PSVD: manifestations

Liver
iInsufficiency

")?

Normal or slightly
abnormal liver
blood tests

Asymptomatic

Elkrief & Rautou, Liv Int 2016




Porto-sinusoidal vascular disorder

* Presentation
e Definition
 Assoclated conditions

e Qutcome



Porto-sinusoidal vascular disorder:

definition

Biopsy -
o0 @ 1 sp_ecmc
without cirrhosis SIgn




Signs specific for portal hypertension

v' Esophageal, gastric or ectopic varices
v’ Portal hypertension related bleeding

v’ Porto-systemic collaterals at imaging

De Franchis, J Hepatol 2022
De Gottardi et al, Lancet Gastro Hepat 2019



for PSVD
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for PSVD
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Histological lesions specific for PSVD

* Obliterative portal venopathy
* Nodular regenerative hyperplasia

* Incomplete septal fibrosis/cirrhosis



Porto-sinusoidal vascular disorder:

definition

Biopsy £
o0 @ 1 sp_ecmc
without cirrhosis SIign

Biopsy

1 non specific sign of PHT and
. . 1 non specific histological lesion
w/o cirrhosis

> 20 mm




Non specific signs of portal hypertension

o Ascites
» Platelet count < 150°000/mm?
« Spleen height > 13 cm



Histological lesions non specific for PSVD

 Portal tract abnormalities
 Architectural changes
 Sinusoidal dilatation

e Peri-sinusoidal fibrosis



Porto-sinusoidal vascular disorder

* Presentation
e Definition
 Assoclated conditions

e Qutcome



PSVD: associated conditions

Prothrombotic conditions ++
Systemic or blood diseases ++
Infections (HIV, schistosomiasis) ++
Toxic / Drugs +
Congenital/genetic diseases +
No cause +++

De Franchis, J Hepatol 2022; De Gottardi et al, Lancet Gastro Hepat 2019
Magaz*, Giudicelli-Lett* et al. J Hepatol 2024; Ciriaci, Bertin, Rautou, Hepatology 2024



Porto-sinusoidal vascular disorder

* Presentation
e Definition
 Assoclated conditions

e Qutcome



PSVD: outcome & complications

Gastrointestinal bleeding

15% at 5 years
(despite prophylaxis)

Portal vein thrombosis

16 % at 5 years

Ascites

14% at 5 yrs (at the time of Gl
bleeding and easily controlled)

Hepatic encephalopathy 10%
Hepatocellular carcinoma 0.5%
Liver transplantation 9%

Death 19%

587 patients, 28 centres, median follow-up 6 years

Magaz*, Giudicelli-Lett* et al. J Hepatol 2024



Decompensation free survival (%)

Patients at risk
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00

outcome & complications

1 year 94%
2 year 89%
5 year 78%
10 year 62%

0

587

1

515

2 3 4

458 399 356

5

312

6 7 8 9 10 Years

279 234 209 184 164

Magaz*, Giudicelli-Lett* et al. J Hepatol 2024



PSVD: treatment

* Prophylaxis for variceal bleeding ~ like in cirrhosis
(Baveno VI)

* Anticoagulation?
* Diuretics if ascites

» Rarely: TIPSS or liver transplantation

De Franchis, et al., J Hepatol 2022



PSVD: conclusion

v’ Suspect PSVD:
« Unexplained liver blood test abnormalities
* No liver insufficiency h
* Low liver stiffness measurement # signs of portal
« Low HVPG, hepatic collaterals hypertension
«  Normal or T segment IV + smooth surfacg

v' Qutcome;
 Portal vein thrombosis
« Variceal bleeding



Networks for vascular liver diseases
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TIPSS for Gl bleeding

Proportion (%)
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TIPSS for refractory ascites K@V/aHs]le

Number of patients

Death

Ascites

persists
Bissonnette et al. Hepatology 2016

VASCULAR LIVER DISEASE GROUP

No ascites



Survival after TIPSS 4% VALDIG

tooy Creatlnlne < 100 umoI/L and/or no comorbidity
E 80, ‘
> ' p < 0.001 (log-rank)
‘?’ .
% 60" .
> J
= ' Creatinine > 100 pmol/L AND comorbidities
g 40 A :- e
° .
o 1
20 - :
0 T T I 1
. 20 40 60 Months
Creatinine > 100 pmol/L
AND comorbidities 7 2 1 0

Others 34 18 12 7 Bissonnette et al. Hepatology 2016



Liver transplantation PSVD KiZelasile
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Magaz*, Giudicelli*, et al, Transplantation 2023



Liver transplantation PSVD KiZelasile
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Hepatic hemodynamics: cirrhosis

Portal Pressure =
20 mm Hg

VCI

Hepatic Vein

Wedge hepatic
pressure = 20 mm Hg

Free Hepatic pressure
=2 mm Hg —




Hepatic hemodynamics: PSVD

Portal Pressure =
VCl

Hepatic Vein

Wedge hepatic
pressure =5 mm Hg

HVPG = 5-2 = 3mm i—lg Sinusoidal pressure = 5§ mm Hg

Free Hepatic pressure
=2 mm Hg —_




Outcome of PSVD: portal hypertension

N T
2 S

Hepatic decompensation (%)
o

o
|

log-rank P = .002

Specific signs of portal
hypertension (n=49)

0

1 2 3 4 5 Follow-up (years)

Woran et al., Clinical Gastroenterol Hepatol, 2020



