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SOS : traitements preventifs

Prophylaxis vs 'Standard care'

Treatment (Random Effects Model) OR 95%-ClI
UDCA —a— 0.38 [0.14; 1.06]
UDCA+heparin ' 0.42 [0.05; 3.86]
Heparin : 0.53 10.11;: 2.61]
Defibrotide — 0.64 [0.23; 1.77]
N-acetyl-L—cysteine = 0.81 [0.09; 7.66]
Standard care l l | ] 1.00

0.01 0.1 1 10 100
Sousa-Pimenta et al. J Clin Med 2024
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. AUDC prévient le SOS

Study Treatment Control RR (random) Weight RR (random)

or sub-category niN niN 95% Cl % 95% Cl
Essell 1992 2/2ze 18/28 —_— 14.79 0.14 [(0.04, 0.55]
Essell 1998 5/34 13732 —a— 21.92 0.36 [0.15, 0.90]
Ohashi 2000 2/71 12765 o e 13.44 0.15 [0.04, 0.66]
Park 2002 13/82 16/83 —— 27.03 0.82 [(0.42, 1.60]
Ruutu 2002 37123 57119 —_— l4.04 0.58 [0.14, 2.38)
Thornley 2004 1737 19/131 e 8.78 0.19 [0.03, 1.35]
Study Ursofalk No Treatment RR (random) Weight RR (random)

or sub-category niN N 95% Cl % 95% Cl

Total (95% Cl) 228 216 il 100.00 0.34 [0.17, 0.66)
Total events: 10 (Treatment), 30 (Control)

Test for heterogeneity: Chir=177, df =2(P=041),F=0%

Test for overall effect: Z=3.16 (P = 0.002)

0om 01 1 10 100
Favours treatment  Favours control

AUDC depuis le conditionnement jusqu’a 90 jours apres la greffe

Tay et al. , Biology of Blood and Marrow Transplantation 2007
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SOS : le defibrotide ne previent pas le SOS

« Etude randomisée controlee (104 centres)

* Age<lbans: 53%

* Risque de SOS : haut 57% ; tres haut 43%

* Allogreffe 82% ; autogreffe 18%

« 372 patients prévus ; arrét precoce pr futilite a 280

Grupp et al. Lancet Haematol 2023



SOS : le defibrotide ne previent pas le SOS
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— Defibrotide prophylaxis group

Best supportive care group

67% (95% Cl 58-74) in the defibrotide prophylaxis group vs
73% (62-80) in the best supportive care group;

HR 1.27 (95% Cl 0-84-1.93); p=0-85

Number at risk

(number censored)
Defibrotide prophylaxis group 190 (0)
Best supportive care group 182 (0)

| | T T | |
5 10 15 20 25 30

Jours depuis la greffe

167 (18)  149(19)  130(23)  120(29)  97(48) 0(140)
170(10)  154(13)  132(21)  125(24)  97(48) 0(142)

Grupp, et al. Lancet Haematol 2023
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SOS : Sévérite

Mild® Moderate®
Time since clinical symptoms >7 days 5-7 days
of SOS/VOD
Bilirubin (mg/dl) >2 and <3 >3 and <5
Bilirubin kinetic
Transaminases <2 x normal >2 and <5 x normal
Weight increase
Renal function (creatininemia) Baseline at <1.5 x baseline at
transplant transplant

Categorie si > 2 criteres
2 FR =>» catégorie supérieure

Severe
<4 days

>5 and <8

Doubling within 48 h
>5 and €8 x normal
=5%

>1.5 and <2 x baseline at
transplant

Very severe - MOD"
Any time

=8

>8 x normal
>10%

=2 x baseline at transplant or
diagnosis of MOD®
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Traitement du SOS : défibrotide
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Défibrotide

SOS et defaillance multiviscérale
Défibrotide 25 mg/j, n=102
Témoins historiques, n=32

Survie (%)

102 101 93 86 71 65 55 50 46 42 39

0 10 20 30 40 50 60 70 80 90 100
Time Since Stem Cell Transplant (Days)

Richardson, et al. Blood 2016



Traitement du SOS : défibrotide

Le defibrotide :
- estrecommandeé lorsque le SOS est sévere
- peut étre envisage lorsque le SOS est modére

L'instauration précoce du traitement apres le diagnostic de SOS
pourrait étre préférable

EASL guidelines 2025
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SOS : TIPS

7 patients avec SOS tres sévere traités par TIPS

Defibrotide
. . . e VOD Diagnosis . TIPS Insertion CR after TIPS
Patient | Gender Age Diagnosis Conditioning (day after HSCT) (daayﬁoefrlrr-:?ggon (day after HSCT) VOD CR (day)
1 Male 29 ALL MAC Bu-Flu 23 No* 29 Yes 61
2 Male 35 NHL MAC Bu-Flu 20 21 48 Yes 82
3 Male 33 AML RIC Clo-Mel 8 11 14 Yes 5
4 Male 36 NHL MAC Bu-Flu 30 30 31 Yes 4
5 Male 22 AA MAC Bu-Flu 16 16 20 Yes 11
6 Male 23 AML MAC Bu-Flu 19 20 23 Yes 2
7 Male 36 NHL RIC Flu-Th-ATG 16 17 20 Yes 4

CR, complete remission

GoOmez-Centurion |, et al. Biol Blood Marrow Transplant J Am Soc Blood Marrow Transplant 2020;
Ramic L, et al. JPGN Rep 2023; Senzolo M, et al. Hepatololy 2005



SOS : TIPS
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GoOmez-Centurion |, et al. Biol Blood Marrow Transplant J Am Soc Blood Marrow Transplant 2020;
Ramic L, et al. JPGN Rep 2023; Senzolo M, et al. Hepatololy 2005



SOS : TIPS

Weight gain HVPG (mmHg) Bilirubin (mg/dL) ALT (UI/L) Creatinin (mg/dL)
Patient

(pre) Pre Pre Post

1 10% 14 2.2 0.5
2 10% 25 3.58 1.29

3 13% 20 2.1 2

4 11% 18 2.86 0.8
5 14% 25 2.7 0.74

6 9% 29 2.2 0.6
7 12% 24 1.52 0.59

Bonne tolérance

GoOmez-Centurion |, et al. Biol Blood Marrow Transplant J Am Soc Blood Marrow Transplant 2020;
Ramic L, et al. JPGN Rep 2023; Senzolo M, et al. Hepatololy 2005
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SOS : transplantation hépatique

Y

[SOS patients with multi-organ dysfunction (MOD, n=60, 71%)}

No liver transplantation discussion
recorded in medical files (n=46, 77%)

Y

[ Patients with liver transplantation discussion (n=14, 23%) }

No liver transplantation Liver transplantation /

LAL, n=1
LAM, n =4
Lymphome, n =4

(n=5, 8%) (n=9, 15%)

Debureaux et al. In preparation



SOS : transplantation hépatique

1.00

0.75
SOS + defaillance multiviscéerale + transplantatign

0.50 k=== == e e e e e e
I

. SOS + défaillance multiviscérale sans transplantation
0251, |
. p=0.042 |

0.00 T T T . . T
0 1 2 3 4 5

Survie durée depuis le
diagnostic de SOS

Number at risk

wwB1 13 9 6 5 5
LT in SOS with MOD 9 4 3 3 3 2

Debureaux et al. In preparation




SOS : transplantation hépatique

rechute hémato
0.2

16%

8%

0.0

Incidence cumulée de

Years

Debureaux et al. In preparation
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v' TIPS : envisager si détérioration rapide malgré ttt médical
v Transplantation hépatique
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SOS : évolution au

long terme

(1994-2023) n= 49

SOS histologiguement prouvé

v

Survie > 6 mois apres SOS (n=23)
Suivi médian 6,1 an (2.4-8)

v

v

Pas de signe dHTP
dans le suivi
n= 13 (56%)
Suivi 7,1 ans

Apparition de signes
d’HTP dans le suivi
N= 10 (44%)
Suivi : 3,6 ans




SOS : evolution au long terme

Incidence cumulée de

déces

0.8+

0.64

0.4+

0.2

0.0

SOS avec apparition de
signes dHTP

Gray's test p=0.008
HR: 10.88 (1.29-91.65) p=0.028

SOS sans apparition de

signes dHTP

4 5 6 7 8 9 10
Time of follow-up (years)

Alvarado Tapias, et al. In preparation



SOS : evolution au long terme
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Networks for vascular liver diseases
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Table 1. Unmodifiable and modifiable SOS/VOD risk factors (adults).

Unmodifiable risk factors (In bold the factors with the highest relative risk)
Second HCT
Advanced disease (beyond second CR or relapse)
Primary immunodeficiency diagnosis
Genetic factors (GSTM1 polymorphism, C282Y allele, MTHFR 677CC/1298CC haplotype)
Older patient age
Increased serum transaminase
Karnofsky score below 90%
Metabolic syndrome
Female receiving norethisterone
Previous use of gemtuzumab ozogamicin or inotuzumab ozogamicin
Hepatotoxic drugs
Iron overload (>1.000 ng/mL)
Serum bilirubin > 1.5 mg/l (>26 pmol/l), Transaminase >2.5 ULN
Pre-existing liver disease: hepatic fibrosis, cirrhosis, active viral hepatitis
Abdominal or hepatic irradiation
Modifiable risk factors and recommendable preventive measures
Conditioning:
High dose (myeloablative) regimens
Oral or high dose busulfan
High dose treosulfan
High dose TBI-based regimen
Donor:
Unrelated donor
HLA-mismatched donor
GVHD prophylaxis:
Sirolimus + methotrexate + tacrolimus
Methotrexate + cyclosporin or tacrolimus
Non T-cell depleted transplant
Use of parenteral alimentation:

Use of parenteral nutrition

Mohty et al. EBMT 2023



