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Déclaration des conflits intéréts

e Aucun



Objectifs

Thrombose de la veine porte sur foie non cirrhotique:
e Enumérer les facteurs de risque
e Décrire les complications associées et leur prise en charge
e Connaitre les indications d’anticoagulation
e Connaitre les indications de recanalisation



Cas cliniqgue = Mme P.

F 54 ans, suivi Thrombose veine porte + cavernome
e ATCD: Pas d’autre site thrombotique, Pas de fausse couche
e ATCD familiaux: Aucune thrombose

e HMA:
e Dxen 2006 d’une thrombose porte avec cavernome lors d’une RVO
e Bilan étiologique initial « négatif »
e VO-LVO en prévention secondaire + Nadolol 40
* Ascite + pleurascite sous Lasix 80mg -Aldactone 200mg
 Nodules hépatiques HNF-like Suivi IRM
e Coloscopie 2021; Varices rectales- colopathie HTP



Cas cliniqgue = Mme P.

* Rx:
* Lasix80 mgDIE
* Aldactone 200 mg DIE
* Nadolol40 mg DIE
» Effexor, Vyvanse

* Labos:
* Hb 134 plaquette 279, bilan héepatique N, Bili 16 alb 40 INR N

* |magerie IRM

 Contour lisse, foie dysmorphique, Thrombose v. porte, cavernome perméable,
rate 25 cm, ascite léger. Quelques nodules aspect HNF-like.



Cas cliniqgue = Mme P.

Bilan étiologique initial négatif?

Conditions associées?

Y-a-t’ilindication de Uanticoaguler?

Combien de temps?



Définitions

* Thrombose porte (tronc porte ou ses branches ou
tributaires)

e Thrombose porte non-cirrhotique, non-
néoplasique

* Cirrhose ou maladie vasculaire hépatique
exclus

* Néoplasie (CHC, cholangiocarcinome,
néoplasie abdominale) exclue

 Cavernome: Réseau de collatérales porto-porte qui
peut se développer conséquemment a lathrombose

e Thrombose veine porte aigue < 6 mois

* Thrombose veine porte chronique > 6 mois

Feature Definition

Time course

Recent %—Q—é PVT presumed to be present for <6 months

Chronic PVT present or persistent for >6 months

Percent occlusion of main PV

Completely occlusive

Partially occlusive Clot obstructing>50% of original vessel lumen

No persistent lumen

Minimally occlusive Clot obstructing <50% of original vessel lumen

Gross porto-portal collaterals without original

Cavernous transformation
PV seen

Response to treatment or interval change

Thrombus increases in size or progresses to

P i 2
rogressive more complete occlusion
Stable No appreciable change in size or occlusion
" Thrombus decreases in size or degree of
Regressive i
occlusion



e Condition RARE
 Représente seulement 1% de tous les événements thrombo-emboliques
* Prévalence: 0,35-2,5 par 100 000



Thrombose veine porte
sur foie non cirrhotique

- Facteurs derisque




Facteurs de risqgue prothrombotiques

Thrombose veine porte

(n=102)
Aumoins1 67%
FDR
Multiples 18%
FDR
Facteur 21%

local De ceux-ci 36% avait aussi un FDR thrombotique

Plessier et al, Hepatology 2010



JHEP|Reports

Table 1. Prevalence of risk factors for BCS and PVT in the absence of underlying liver disease and proposed diagnostic work-up and specific management

[SEE —7.I3.I4)_

Prevale
Condition BCS Recommended worlk-up
Myeloproliferative neoplasm 30-57% Systematic genetic testing of the V617F mutation of the JAK2
JAKZ2 V617F 28-45% gene in all patients.
CALR mutation 1-3% If negative:

Inherited thrombophilic disorders

G20210A prothrombin gene mutation 12%
Factor V Leiden mutation 4%
Antithrombin deficiency 3%
Protein C deficiency 2%
Protein S deficiency 2%

Acquired thrombophilic disorders

Antiphospholipid antibody syndrome 5%
Paroxysmal nocturnal hemoglobinuria 10%
Behcet's disease 1-2%
Coeliac disease 1.4%

Other systemic factors
Auto-immune disease
Inflammatory bowel disease
Vasculitis
Sarcoidosis
Connective tissue disease
CMV disease
Hormonal factors ~30%
Oral contraceptive or pregnancy

Local factors 0-3%
Pancreatitis
Diverticulitis
Cholecystitis
Appendicitis
Intra-abdominal surgery
Hydatid cyst
No idenrtified factor 10-29%

0-0.5%
Uncommon

15-40%

- Genetic testing of the CALR gene if platelet count =200
=x10%/L and/or spleen length >16 cm
- Discuss next-generation sequencing

- Discuss bone marrow biopsy
Genetic testing for prothrombin G202101A and Factor V
Leiden mutations
Protein S activity
Protein C activity
Antithrombin activity
Protein S, C and antithrombin activities should be assessed in
the absence of VKAs. Cautious interpretation of impaired liver
function

Lupus anticoagulant, anti-cardiolipin, and anti-beta2
glycoprotein 1 antibody testing

Repeat testing after 12 weeks in case of positive testing
Flow cytometry analysis

Mo specific testing, clinical diagnosis

Suspect Behcet's disease if: male sex, Mediterranean origin
IVIC stenosis, genital/foral ulcers, deep vein thrombosis in other
sites, arterial thrombosis

Anti-transglutaminase antibody +/- duodenal biopsies
Search clinical and/or laboratory features

CMV 1gM and CMV PCR (blood)

Clinical context

Search for introduction/modification of oral
contraception within 6 months before diagnosis
CT scan

Colonoscopy

BCS, Budd-Chiari syndrome; CMV, cytomegalovirus; IWC, inferior vena cava; P

, portal vein thromb

is; VKAs, vitamin K antagonists.

Elkrief L., JHEP 2022



Conditions prothrombotiques

Désordres métaboliques, Obésité et diabete associés a augmentation de

— Thrombose veine porte sans cirrhose
— Résection intestinale si thrombose veine porte

— Risque de thrombose veine porte si cirrhose NASH

Bureau et al, J Hepatol, 2016
Abdel-Razik et al, Front med. , 2021
Elkrief et al, Liver Int, 2014



Cas clinique Mme P.

* Bilan thrombophilie
e Cytométrie flux: Pas de HPN
e Mutation facteur V Leiden: Absent
* Mutation prothrombine: Absent
* Antitraglutaminase <1, IgA Normaux
* Protéine C et S; Normaux
e Anti-coagulant lupique, anti B2 glycoprotéine, anti-cardiolipide: Absents
 JAK-2V617F : Présent



Thrombose veine porte
sur foie non cirrhotique

- Evolution




Présentation clinique

Acute Chronic

mesenteric v.

mesenteric v. mesenteric v.

80% 20%



Thrombose veine porte: évolution

40 %

Portal v.

2%

Inferior
mesenteric v.

h 4

Superior
mesenteric v.

Ischémie mésentérique



1) Echo/Doppler

2) CT scanou IRM
e Extension
 Recherche de facteur local associé
e Recherche de néoplasie
e Recherche signe d’hépatopathie

D|agn OSt|C * Recherche de complication
* |schémie mésentérique
e HTP

e Cholangiopathie portale

Northup et al, Hepatology 2020




Biopsie?

e Sianomalies radiologiques ou
anomalies tests de fonction hépatique

* Biopsie pourr/o cirrhose ou
maladie vasculaire porto-
sinusoidale

* Selon imagerie
 Dysmorphie # cirrhose

e Contour nodulaire favorise
d’avantage cirrhose

* Fibroscan
e <10 kPa
e exclut cirrhose
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Development of portal hypertension after non-cirrhotic

non-tumoral recent portal vein thrombosis (RPVT)
A long-term follow-up study.

Berta Bartroli-Alabau, Aurélie Plessier, Fabian Betancourt Sanchez, Audrey Payancé. Teresa Garcia
Ballester, Laure Elkrief, Ainhoa Sanchez-Lorenzo, Héléne Larrue, Jesus Donate, Daria:-Saltini,J.-Vidal,
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Maria Angeles Garcia-Criado, Fanny Turon, Virginia Hernandez-Gea, Xavier Verhelst, Oliviero Riggio, Angela
Puente, Macarena Simoén-Talero, Filippo Schepis, Luis Téllez, Christophe Bureau, Edilmar Alvarado-Tapias,
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* Retrospective, observational, multicentric study involving 21 European
centers

« Patients with a first episode of RPVT between 2000 — 2020

» Liver disease excluded based on current diagnostic criteria including
laboratory tests, imaging-based liver morphology, liver elastography or
histology when available.

« Initial diagnostic imaging (CT or MRI) performed to assess thrombosis
extent, interpreted by an expert radiologist at each center.

« At least one follow-up imaging test (after a minimum of one year of follow-
up) to evaluate the degree of recanalization and the presence of PH signs.




Primary aim:

* To evaluate the incidence and risk factors of developing portal hypertension
(PH) at long term in a large cohort of patients with RPVT taking into specially
account the degree of recanalization.

Secondary aim:
» To evaluate the incidence and factors predicting recanalization after a RPVT.

Baseline characteristics

1010/ rombus extent at diagnosis
Etiology Th b tent at diagnosi
9 dian (IQR
n (%) or median (IQR) | Epa——_——. 153 (32%) Isolated intrahepatic branches (IPVB) 128 (26%)
Sex, male 274 (56%) Prothrombotic factor 173 (36%) 1 main vein w/out IPVB 80 (17%)
- MPN 71 (15%) 2 main veins w/out IPVB 117 (24%)
Age 49 (range, 17 -88) | | | ocal factor 158 (32%) 3 main veins w/out IPVB 159 (33%)
Comorbidities Laboratory Portal vein extent
HTA 102 (21%) Leucocytes (108/L) 8.1(5.9-11.8) No extension to main trunk 157 (32%)
DM 41 (8%) Hb (g/L) 13.3(12-14.7) Minimal (<50%) 9 (2%)
Dyslipidemia 63 (13%) Platelets (108/L) 261 (188 - 358) Partial (>50%) 111 (23%)
Obesity 126 (26%) INR 1.1 (1.01-1.24) Complete 207 (43%)
Active smoker 73 (15%) Creatinine (mgIdL) 0.8 (0.7 - 0.96) Downstream veins (SMV / sv)
Sodium (MEq/L) 139 (137 - 141)
Clinical presentation at diagnosis Bilirubin (mg/dL) 0.7 (0.47 - 1.05) Patent 210 (43%) / 284 (59%)
- AST (UIL) 30 (22 - 46) Incomplete 70 (15%) / 68 (14%)
Asymptomatic 38 (8%) ALT (UIL) 39 (25 - 59) Complete 204 (42%) / 122 (25%)
Abdominal pain 427 (88%) GGT (UIL) 76 (42 - 162)
Fever 112 (23%) FA (ULL) 94 (68 - 168) Anticoagulant treatment 471 (97%)
i 0,
Asf"cgerz —— ;%0/ f;’ //33) Albumin (g/dL) 37(3.2-4.2) | | Starting therapy < 7 days 441 (91%)
B : o PCR (mg/dL) 8.1(2.1-19) - Median time on therapy (months) 48 (14 - 86)
Intestinal ischemia 48 (10%) : e 4
‘Ressction 24 (5%) Bleeding complications 60 (13%)
| LS by TE (248; 51%) 5(4.3-6.2) kPa - Life-threatening 21 (4%)




VALDIG Classification of thrombus evolution*

I 484 patients included |

JALS

[= P

Median radiological follow-up: 60 months (IQR, 35— 99)

140 (29%) 145 (30%) 168 (35%) 31 (6%)
Complete resolution Any degree of improvement Stable Progression
7.5 months (4 -12) 11 months (6 -14) 79 months (42 -117) 11 months (8 — 16)

Development of portal hypertension

484 patients

l

189 (39%) any sign of PH

59 (31%)

142 (29%)

GEV 118 (24%)
Only 1
86 (46%) PH-Bleeding 22 (4.5%)

Ascites 31 (6%)

SBP 1 (0.2%)

- 4 (0.8%)

---------------------------------------------- Median follow-up: 68 months (IQR, 42 — 106) === mmmmm e e



Cholangiopathie portale

e Compression extrinseque des voies biliaires par le
cavernome

e MRCP: Anomalies biliaires visibles chez 75-100% des
patients avec cavernome

 Asymptomatique
e Anomalie tests hépatiques
e Rare: Ictere obstructif, Cholangite

 Traitement si sévere: Prothése biliaire, AUDC,
recanalisation portale




Prise en charge
C O m p li C a t i O n S Treatment of portal hypertension in extrahepatic portal

vein obstruction

R e C O m m a n d a ti O n S 8.50 There is insufficient data on whether beta-blockers or endo-

scopic therapy should be preferred for primary prophylaxis of
portal hypertension-related bleeding in patients with past
BAV E N O VI I - 2 O 2 1 PVT or cavernoma. Guidelines for cirrhosis should be applied.
(C.2) (Changed)
8.51 Oesophageal variceal band ligation can be performed safely
without withdrawing vitamin K antagonists. (C.2) (New)
8.52 All patients in whom thrombosis has not been recanalised
should be screened for gastroesophageal varices within 6
months of the acute episode. In the absence of varices,
endoscopy should be repeated at 12 months and 2 years
thereafter. (B.1) (Unchanged)
SENSLIS SHOP 8.53 In patients with acute portal hypertension-related bleeding,
RSONALIZED C recommendations for patients with cirrhosis may be
IN PORTAL HYPERTENSION applied. (D.1) (Changed)
8.54 Based on recommendations for cirrhosis, the combination
of NSBBs and band ligation is recommended for secondary
prophylaxis. (D.1) (New)

Bavend/ 11

ATTENTION: Les tests non invasifs utilisées en cirrhose,

(élasticité hépatique) ne SONT PAS FIABLES pour rule-
OUT la présence de varices




Cas clinique Mme P.

* RVO inaugurale
e Prévention secondaire
 LVO + Beta-bloquant

* Ascite + pleurascite sous Lasix 80mg -Aldactone 200mg



Thrombose veine porte
sur foie non cirrhotique

- Indication traitement




TVP aigue : Anticoagulation

* Anticoaguler tous les patients en aigu
e Améliore la possibilité de recanalisation
 Diminue les risques de complication a long terme
* Saignement variciel
* |schémie mésentérique

 N’augmente pas les complications par saighement



TVP aigue :

Anticoagulation

Ameéliore la possibilité de recanalisation

Kaplan Meier - Complete Resolution

1.0 4 Anticoagulants Events/Total
— DOAC 61/93
0.9 - Enoxapar 40/70
— None 8/57
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Months since PVT diagnosis

Naymagon, Blood advances 2020




TVP aigue :
Anticoagulation

e Recanalisation

* Facteurs bon pronostic
e A/C précoce (<15 apres Sx)

* Facteurs de mauvais
pronostic
* Ascite au diagnostic
* Facteurs procoagulants
* Facteurs locaux
e Thrombose VS

Etudes n

Condat, 2000 141 TVP
33 TVP aigue

Durée

Min. 4 mois
retrospectif

Efficacité

80,6 % recanalisation
Complete n:10
Partielle n :15

Amitrano, 2007 121 TVP
21 TVP aigue

Min. 6 mois
prospectif

45% recanalisation
complete

Plessier 2010 102 TVP aigue

Médiane 234 j

38% recanalisation

Propectif portale
Turnes 2008 38 TVP aigue Min. 6mois 44% recanalisation
Retrospectif Complete n:6
Partielle: n:6
Naymagon, 330 41,6 49% recanalisation
2020 Retrospectif compléete




Factors associated to complete recanalization

Multivariate analysis

HR (95% IC) p-value HR (95% IC) p-value HR (95% IC) p-value
Age 1(0.98 - 1.01) 0.96 0.99 (0.98 - 1.01) 0.90 0.99 (0.98 - 1.01) 0.78
Asymptomatic 0.69 (0.29 — 1.64) 041 053(0.24 -1.17) 0.12 0.54 (0.24 - 0.94) 0.12
Abdominal pain 0.77 (0.49 - 1.20) 0.25 0.79 (0.51 - 1.24) 0.31 0.75(0.48 - 1.16) 0.19
Fever 1.32 (0.91 -1.91) 013 1.15(0.76 - 1.72) 05 1.18 (0.78 — 1.76) 042
Ascites at diagnosis 0.62 (0.37 —1.04) 0.07 0.57 (0.35 - 0.96) 0.035 0.68 (0.41 — 1.14) 0.14
Intestinal ischemia 0.82 (0.37 - 1.81) 0.62 0.79(0.35 - 1.77) 0.57 0.99 (0.44 - 2.26) 0.99
Prothrombotic factor 1.03 (0.63 - 1.66) 0.91 1.06 (0.65 -1.71) 0.81 1.07 (066 - 1.73) 0.78
MPN 0.17 (0.05 — 0.56) 0.004 0.20 (0.06-0.65) 0.007 0.22 (0.06 - 0.67) 0.01
Local Factor 1.5 (1.06 - 2.11) 0.022 1.6 (1.15-2.26) 0.006 1.5 (1.06-2.11) 0.019
PV thrombosis at diagnosis 1.03(065-1.72) 0.90
SMV thrombosis at diagnosis 0.81(0.55-1.18) 0.28
SV thrombosis at diagnosis 0.32 (0.19 - 0.53) 0.0001
Complete PV thrombosis 0.37 (0.22 - 0.60) 0.0001
Complete SMV thrombosis 0.85 (0.52 - 1.38) 0.51
Complete SV thrombaosis 0.32 (0.15-0.70) 0.003
Thrombus extent
IPVB
1 main vein wiout IPVB 1.27 (0.82 - 1.97) 0.27
2 main veins w/out IPVB 0.87 (0.57 - 1.33) 0.54
3 main veins w/out IPVB 0.23 (0.11 - 0.44) 0.0001



Kaplan Meier - Chronic Portal Hypertensive Symptoms (cPHS)

1.0 4 Anticoagulants Events/Total
DOAC 8/93
0.9 - Enoxapar 13/70

—_— None 30/57

0.8 1 Warfarin  31/108
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Months since PVT diagnosis

Naymagon, Blood advances 2020




TVP aigue :
Anticoagulation

Recommandations
BAVENO VIl - 2021

Bavend/ 11

PVT and portal cavernoma in the absence of cirrhosis

- management

8.35 In the absence of cirrhosis, recent PVT rarely resolves spon-
taneously. Therefore, at diagnosis, anticoagulation should be
started immediately at a therapeutic dosage. (B.1) (Changed)

8.36 Because of the increased risk of heparin-induced throm-
bocytopenia, the use of unfractionated heparin is not
generally recommended and may only be reserved for
special situations (e.g. glomerular filtration rate <30 ml/min,
pending invasive procedures). (D.2) (New)

8.37 As a primary treatment option for recent PVT in the absence
of cirrhosis, start with low-molecular-weight heparin
(LMWH) and switch to vitamin K antagonists when possi-
ble. (B.1) (Changed) DOACs can be considered the primary
option in selected cases in the absence of so-called “triple
positive” anti-phospholipid syndrome, although data are
limited. (C.2) (New)



* Enaiguég, urgent d’anticoaguler et de trouver la cause!

e The earlier, the better
e Amélioration survie, diminue récidive, limite extension

Tra |te I la de la thrombose
cause » SMP
e Behcet

* HPN




TVP chronique-Cavernome Anticoagulation

e Anticoagulation long-terme?
 Dose thérapeutique?
e AOD?



TVP chronigue/cavernome Anticoagulation

e Hautrisque de récidive
e ATCD personnel ou 1¢" degré de thrombose profonde
e Condition prothrombotique permanente
e SMP
 SAPL
* Mutation homozygote FV ou mutation prothrombine

e ATCD ischémie mésentérique en lien avec thrombose veineuse

Anticoagulation long terme



TVP chronigue/cavernome Anticoagulation

Published MNovember 22, 2022
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Résultats

1.0
Rivaroxaban
e Rivaroxaban: 0 événement L_H

087 No anticoagulation
e 0/100 PA (Patients Année) 3 e
* Pas anticoagulé: 10 evénements :;3_ ] ,
o Log-rank P=0.0008
e 19.7/100 PA[7.5-31.9] W

3 phlébites 021
e« 3EP

 4thromboses splanchniques Time (in months)

No. at Risk
No anticoagulation 56 40 36 26 23 12 12 11 i 8
Rivaroxaban 55 45 39 32 25 17 17 17 1 12

0.0+
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Figure 3. Kaplan-Meier Curves of Thrombosis-Free Survival According to p-Dimer Level at 1 Month with
95% Confidence Interval (CI) Limits.
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TVP Past PVT or cavernoma in the absence of cirrhosis

- management
: 8.45 In patients with past PVT or cavernoma, including those
C h roni q u e/ cavernome with incomplete resolution of recent PVT at 6 months, long-
Anticoagu lation term anticoagulation is recommended in patients with a

: avenB/H

permanent underlying prothrombotic state (B.1) and
should also be considered in patients without an underlying
prothrombotic state. (B.2) (New)

{TAL HYPERTENSION




Prise en

charge

A PVT in the absence of underlying liver disease

Recent PVT

Y

Immediate anticoagulation
LMWH best-known option

A

Switch to oral therapeutic
anticoagulation
VKA target INR 2-3 or
DOACs for 6-12 months

Chronic EHPVO

or

recanalized PVT

Y

Strong prothrombotic factor? ]

Yes No
~ ]
Long-term full dose Low-dose long-
oral anticoagulation: term DOACs
VKA target INR 2-3 e.g. rivaroxaban
or DOACs 15 mg/day

Consider interruption if
transient local factor
Monitoring with D-dimer
concentration




Cas clinique- Mme P.

 Dans contexte de SMP, Indication d’anticoagulation a long terme

* Hydrea et Eliquis débutes



Revascularisation portale

 Référence en centre expert si complications réfractaires au traitement
e Saignement variciel
 Cholangiopathie portale sévere
e Ascite réfractaire



Revascularisation portale

 Approches
 Angioplastie trans-splénique a
* Angioplastie trans-hépatique
e +/-TIPS

Kobe, JVIR 2021



Revascularisation portale

 Quelques Séries de cas (h=5 a 20)
e Taux succes 60-100%

e Taux complication majeure 0-10%

e Critere pour TIPS varient selon cohot

e Thrombose portale persistante
* Pression portale >10 mm Hg

Marot et al, Diagn Inter Imaging, 2019
Khalini et al, Hepatology, 2016
Kobe. JVIR 2021



Cas clinigue- Mme P.

 Adéveloppé de l’ascite réfractaire a Lasix 80 mg, Aldactone 200mg

e Bilanrefait devant décompensation:
* Ponction ascite + analyse liquide ascite
* Angio-scan
* Echographie cardiaque

e Discussion avec CHUM + angio-radiologie = Aucun acces possible pour
revasculariation ®



Conclusions

Toujours chercher une condition associée et la traiter

Anticoagulation 6 mois minimum en aigué

AOD sécuritaires

Anticoagulation long terme a instaurer si TVP chronique avec FDR

Anticoagulation long terme a considérer méme en 'absence de ces facteurs



Merci pour votre attention!

Question?



Extra



Risque chirurgical chez EHPVO

Etude rétrospective multicentrique Francaise
N =74 patients avec EHPVO ayant eu une chirurgie abdominale

Résultats:
Complication reliée HTP a 3 mois PO : 15%
Saignement nonrelié HTP a 1 mois PO : 14%
Complications a1 mois postop:21%
Elément associé a plus haut risque : Type de chirurgie (Non- CCK et non paroi) et présence ascite pré-op

3décesa1an

ElKrief et al, Avril 2024, Hepatology



e 1 EHPVO :2 contrbles

« Evénements défavorables post op
e EHPVO vs Controle (33% vs.
. 18%, p =0.01).
RISC]LIG e Surtout saighement et complication

. . HTP
chirurgical chez
EHPVO * Conclusions: Les patients avec EHPVO

sont a plus haut risque chirurgicaux de
saignements et de complications post-
opératoire, principalement pour ceux ayant
de lascite et selon type de chirurgie (Autres
que CCK et chirurgie de la paroi)

ElKrief et al, Avril 2024, Hepatology
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