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What are extracellular vesicles?

Extracellular vesicles are
emitted by all cells

Extracellular vesicles carry
biological material from their
cell of origin

Proprietary and confidential do not distribute



Our solution

. Forthe patient:
( \ asimple blood draw

We leverage
extracellular vesicles

Proprietary and confidential do not distribute



VES : biomarqueurs dans les maladies du foie
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- des VE hépatocytaires plasmatiques dans la cirrhose
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Facteurs influencant les taux de VEs hépatocytaires
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- des VE hépatocytaires plasmatiques dans la cirrhose
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Les VEs hépatocytaires prédisent la mortalite
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Les VEs hepatocytaires prédisent la decompensation
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VES : biomarqueurs dans les maladies du foie

: T
/P ; Foie ;f};;:{g Sang
¢ ¢ '

Stress ' : Autres ‘. ;
cellulaire '+ organes :

Des signhatures comprenant des sous-populations de VE pourraient
étre des biomarqueurs utiles



Analyse protéomigue de VE plasmatiques
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VES : biomarqueurs dans les maladies du foie

Maladie
alcoolique du foie W

Hépatites
virales

e

metabolique

https://decision-for-liver.eu/ 'DEC'S' N



https://decision-for-liver.eu/

of new cO i based
on systems approaches

by ~
o A, @
. Qﬁ’ v @ .. . J ‘ DEcompensated ClrrhoSls:
o 7 st

kick-off

project duration
. 1st April 2020

5 2 years

follow us on Twitter
@decision-for-liver

grant amount
6 million €

www.decision-for-liver.eu

10 countries
21 institutions .



Mortalité & 90j selon le nombre de VE élevées @%cqs N
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Les VE ameliorent la prediction de la mortalite@®
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management guide par les VEs
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management guide par les VEs
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A new test to detect MASH based on EVs

Derivation cohort

NASHTest FAST RESOLVE score
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g - 3 E
b3 AUCO06512 3 AUCO0.7857 & AUC 0.8074
204 Std Error 0.03295 204 Std Error 0.02761 20 Std Error 0.02598
95% CI: 0.5867 - 0.7158 95% CI: 0.7316 - 0.8399 95% Cl: 0.7565 - 0.858
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RESOLVE score encompasses: EVs carrying marker X, sex, and two others biomarkers routinely used in clinical practice

Same in validation cohort

Proprietary and confidential do not distribute PPV, NPV = Positive, negative predictive value Elkrief, Tanguy et al. In preparation
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Porto-sinusoidal vascular disease (PSVD): a rare liver conc
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Porto-sinusoidal vascular disease (PSVD):

a rare liver cono
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Genetic forms of PSVD

Internal
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C PSVD: aimmune
related disease?
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Low TPM High TPM Ciriaci N*, Bertin L*, Rautou Hepatology, 2024



MAIT Cells
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PSVD patients have lower blood MAIT cells
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Blood MAIT cells phenotype in PSVD
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Blood MAIT cells phenotype in PSVD

IL10: anttinflammatory cytokine PD1 : Exhaustion
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Blood MAIT cells phenotype in PSVD
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Liver MAIT cellsactivity

PD1 : Exhaustion IL10: antiinflammatory cytokine
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A mouse model of PSVD
AARFSSOUWA2FAY .

10females
/ 10 males \ FOLFOX :
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o Week 16
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10weeks

Camprecios et al, JHEP Reports, 2023
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MAIT cellsmight contribute to PSVIevelopment
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MAIT cellsmight contribute to PSVIevelopment
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Predicting PSVD outcom
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Bleeding In patients with cirrhosis

Haemostasis related

Post-procedure

Northup, Hepatology, 2021



Coagulation In cirrhosis

Primary hemostasis:
platelet aggregation

Coagulation:
fibrin formation
Fi brinol yysi s:
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Coagul ati on 1 n

Primary hemostasis: von Willebrand F.
platelet aggregation

- von Willebrand F.
- Multimer size

Favors bleeding A Favors thrombosis

Thrombocytopenia



Thrombocytopenia and cirrhosis

Hypersplenism

N

Thrombocytopenia



Thrombocytopenia and cirrhosis

®thrombopoletin

Hypersplenism vati
yperspienis - Coagulation activation

/ - Anti platelet Ab

Alcohol and H(
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Coagulation In cirrhosis

Primary hemostasis: Tissue Fact
platelet aggregation %
Coagul at i
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X and Fg ® - factor VIII

Favors bleeding A Favors thrombosis



Coagul ati on |

Primary hemostasis:
platelet aggregation

Coagulation:
fibrin formation

Fibrinolysis:
fibrin lysis

- tPA

Tissue Fact.
S ,_ Z 6
Fi br e
Plasmin l, ny &
D-dimers

®plasminogen, U 2
antiplasmin, - PAI-1

Favors bleeding A Favors thrombosis



Role of PN1 in cirrhosis?

Anticoaqulant Antifibrinolytic
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Plasma PN-1 Is increased In cirrhosis
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Accelerated clot lysis
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Coagulation In cirrhosis

Primary hemostasis: Tissue Fact.
platelet aggregation O Drvpn

Coagulation:
fibrin formation
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Bleeding in hospitalized patients with cirrhosis:
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Cumulatve Survival Probability
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a poorer survival

—— No Bleed
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------------------------------

Survival Time (Days)

Intagliata, et al. Gastroenterology 2023



Prediction: the procedure

Guidelines Percutaneous Transjugular
liver biopsy liver biopsy
EASL 2022 Low Low
ISTH 2021 High Low
AASLD 2021 High High

Based on same defdmbti on:
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A comprehensive work-up for hemostasis changes does not

Improve prediction of liver biopsy related bleeding

302 patients undergoing liver biopsy e
PT, aPTT, platelet, coag factors % Non bleeders (n=191)

I

PFA-100 ® Bleeders (n=21)
Thromboelastography : °
Thrombin generation assays

Plasma clot lysis time

PC1

Clinical questionnaire [Eg ﬂ I

&

Endpoint: liver hematoma or ® Hb <= Py ‘ T pC3

Bissonnette*, Riescher* et al, JTH 2022
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O S ST
Non senescent LSECs Senescent LSECs

"

l Anti-inflammatory Pro-inflammatory )
Immune response Deregulated immune

\ response

Infection
severity

Senescence impairs LSECs immune function and compromises efficient liver in

response, thereby promoting infectious diseases severity
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A Dec 4 2025:

4

C overview of PSVD
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Liver vessel changes in MASLD

Steatosis

Endothelial dysfunction

Capillarization

Vascular architecture disturbance




Liver vessel changes in MASLD

Steatosis
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Endothelial dysfunction

Endothelial function
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Capillarization

LSEC capillarisation increases with liver fibrosis in MASLD

Morphometry
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Rats fed a chow diet Rats fed a MCDD for 4 weeks

Rautou*, Chotkoe*, et al; JHEP Rep, In Press
Similar data in Francque et al., Lab Invest 2012



