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Receveur H/Donneur F fdr GVH+++

Ag HY organes genitaux, coeur,
intracellulaire

Comment est il présenté aux
organes cibles GVH?

HLA DRB1 15:02 présente AgHY a la
surface des cellules

Mock DBY+HLA-DRB1*15:02
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PLA signals/DAP

Antibody-Mediated Pathogenesis of Chronic GVHD through DBY/HLA Class Il

Complexes and Induction of a Graft-Versus Leukemia (GVL) Effect

Context of Research: Alloantibodies
against H-Y antigens, encoded on the
Y-chromosome, are well-described risk
factors for GVHD in female-to-male
) 2 >
transplantation. How H-Y antigens emerge

Patients and Methods: Analysis of nationwide transplantation registry
and in vitro studies
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Umino et al. DOI: 10.1182/blood.2023019799

Conclusions: 1) Specific HLA alleles are related to chronic GVHD risk depending on DBY presenting capability;
2) Anti-DBY/HLA complex antibodies directly contribute to chronic GVHD pathogenesis.
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W“H-Y” antigen/HLA complexes in chronic GVHD
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Noa G. Holtzman,Steven Z. Pavletic, W“H-Y” antigen/HLA complexes in chronic GVHD, Blood, 2023
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Ambient oxygen levels regulate intestinal dysbiosis and GVHD severity after allogeneic stem cell

transplantation

GVHD
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Feasibility of a dietary intervention to modify gut microbial metabolism in
patients with hematopoietic stem cell transplantation

Feasibility
phase

If feasibility target is met

\]

Phase 2

15 patients screened, 13 enrolled, 3 taken off the study and replaceable per protocol,

10 administered RPS on study

2 Jriﬁw

Feasibility phase patient samples were compared to the samples of 15 historical
control patients at same time points relative to allogeneic HCT

Feasibility target for the feasibility phase: =60% of patients taking =70% of doses

O patients will be administered RSP on the study

¢¢¢J¢¢¢¢¢¢¢$$¢$

Day -7 Day O Approximately Approximately Day 100
days 5-7 day 14
Baseline Transplant Nadir Engraftment
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Start of administration of RPS

T

End of administration of RPS

* = Biospecimen collection

n=10 allo MRD

Ingestion de 20g/j de prébiotiques de J-7 a J100
(amidon de pomme de terre résistants aux enzymes
et favorisant les bacteries productrices de butyrate
ACC protection barriere muqueuse et energie pour
|IEC et microbiote)

faisable, augmentation du butyrate dans
les selles

Riwes, Nat med 2023



Randomized Double-Blind Phase Il Trial of Fecal Microbiota Transplantation
Versus Placebo in Allogeneic Hematopoietic Cell Transplantation and AML

adultes, allo pour LAM (n=49 vs n=25) ou
induction chimio LAM (n=18 vs n=8)

sortie d’aplasie, stop ATB 48h
— Placebo
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Rando 2:1

TMF orale, 5 capsules,
répétables

primary end point: taux d’infections dans
les 4 mois apres dose 1

+ de RIC (63.3% v 36.0%) et moins de
cyclophosphamide-PT (PTCy)dans le
bras FMT

33/34 MAC ont recu du PTCy

Rashidi, JCO 2023

La TMF ne diminue pas les infections nila GVH Ameélioration de la dysbiose et
phénotype donneur
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Gut Microbiota Diversity Before Allogeneic Hematopoietic Stem Cell

Transplantation (HSCT) as a Predictor of Mortality in Children

Patients and Methods Main Outcomes
i Conditioning i Overmlfivl + 00 2GVHD grade IV
'i| % regimen % Neutropenia { 9 1.00 4 gsgggr;:es(.s;ty Gray test P = 017
Admission HSCT Neutrophil 2 0.75 - g 0.75 -
Engraftment g S
3 Lower diversit;“_ 2 Lower diversity
®© ©6 06006090 0 0 < 0.50- 05627 +8.2 @ 0.50 4 heda 60
€ =
2 = Higher diversity
wwwwwwwww S 025+ §o.25- C120.0 = 6.0
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Conclusion: Higher pre-transplant microbiota diversity correlates with better overall survival,
a lower incidence of acute GVHD, and a higher abundance of short-chain fatty acid 5f°°°:
- . 1sua
(SCFA)-producing taxa. Alcvine
Masetti et al. DOI: 10.1182/blood.2023020026




Azithromycin disruptes immune and metabolic networks and dampens immune

response

Multi-omics on patients samples

PBMC Tecells Plasma Cells
phenotype states metabolome metabolome
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ALLOZITHRO study (NCT01959100)
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Vallet et al.,

Blood, 2022
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Circulating T cell profiles associate with enterotype signatures underlying hematological

malignancy

Allogeneic hematopoietic stem cell transplantation

Randomized clinical trial
NCT01959100

'Placebo or Azithromycin
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Enterotypes are associated with:
o Plasma metabolic pathways
o Circulating immune subsets

Bacteria species associated with hematologic response
are correlated with blood immune substets

o Bacteroides fragilis and exhausted T cells
PD1+Tox+TIGIT+

o Bacteroides sp. DJF_B097 and activated T cell
CD4+ KLRG1+

Vallet et al., Cell Host and Microbe, 2023
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Inotuzumab Ozogamicin as Induction Therapy for Patients Older Than 55

Years With Philadelphia Chromosome—Negative B-Precursor ALL

64 years (range, 56-80) The open-label, phase 2 INITIAL-1 trial of the GMALL
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Registered to trial

(N = 45)

<2 cycles of induction®

(n=2)

53% MRD neg

71% MRD neg

median follow-up of 2.7 years
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‘Cumlve inodence of NRAL
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Inotuzumab, med 64 ans
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Aza+ Ivo 500mg/j

295 Patients were screened

——| 149 Were ineligible according to trial criteria

'

146 Underwent randomization

1 Underwent randomization but
did not receive trial agent
45 Discontinued ivosidenib
20 Had adverse event
11 Had progressive disease or
relapse
5 Withdrew
3 Had clinical progression
(=24 wk) not confirmed by
IWG assessment
2 Lacked benefit from treat-
ment after 24 wk
4 Had other reason
45 Discontinued azacitidine
20 Had adverse event
10 Had progressive disease or
relapse
5 Withdrew
4 Had clinical progression
(=24 wk) not confirmed by
IWG assessment
3 Lacked benefit from treat-
ment after 24 wk
3 Had other reason

n=74

Aza +placebo

1 Underwent randomization but
did not receive trial agent
61 Discontinued placebo
20 Had adverse event
14 Had progressive disease or
relapse
10 Withdrew
6 Had clinical progression
(=24 wk) not confirmed by
IWG assessment
7 Lacked benefit from treat-
ment after 24 wk
1 Died
3 Had other reason
61 Discontinued azacitidine
20 Had adverse event
14 Had progressive disease or
relapse
10 Withdrew
6 Had clinical progression
(=24 wk) not confirmed by
IWG assessment
7 Lacked benefit from treat-
ment after 24 wk
1 Died
3 Had other reason

1

i

26 Were receiving ivosidenib at
data-cutoff date

26 Were receiving azacitidine at
data-cutoff date

12 Were receiving placebo at
data-cutoff date

12 Were receiving azacitidine at
data-cutoff date

lvosidenib and Azacitidine in IDH1-Mutated Acute Myeloid Leukemia

IDH1 =6-10% LAM

Phase 3 double aveugle, rando, AGILE
objectif primaire: EFS

LAM IDH1+ unfit chimio int, med 76 ans
3/4 int

1/4 défavo
Follow up med 12.4 mois

Montesinos, NEJM 2023
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Quizartinib plus chemotherapy in newly diagnosed patients
with FLT3-internal-tandem-duplication-positive acute myeloid '

| 3408 participants assessed for eligibility 2979 exchuaded

2556 FLT2-ITE nega

448 nottested for

| 539 randormly assigned

125 FLT3-ITD positive identified by central laboratory but did
not meet ather eligibility critera

eligibnlity witera

tive identifizd by contral laberatory

FLT3-ITD states and did not meet other

leukaemia (QUANTUM-First): a randomised, double-blind, :

placebo-controlled, phase 3 trial

Rationnel

Midaustorin (Ratify) multikinase inh type 1, <60 ans
35%dim risque déces FLT3-TKD vs 20% FLT3-ITD

Quizar: inhib sélectif FLT3ITD type 2
18-75 ans, med 56 ans , 40% 60-75 ans
MRD évaluée sur FLT3ITD

Erba, Lancet 2023
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Quizartinib (n=268)  Placebo (n=271)
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 0 3 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
s . Time (months)
Number at risk umbe‘r at rus:k
Quizartinib 268 233 216 195 176 162 153 145 139 126 110 96 83 68 53 36 24 8 4 1 0 st - b A PP R 3 b F L PR R
Placebo 271 249 211 175 151 131 126 121 117103 91 81 70 56 39 31 17 8 § 0 O
B e
6 Quizartinib (n=147)  Placebo (n=150),
Events, n (%) 65 (44%) 88 (59%)
Relapse 44 (30%) 63 (42%)
80— Death 21(14%) 25(17%) 4 H . ’
3 Median relapse-free survival, 39-3 (22-6-NE) 13-6 (9.7-23-7) Amélioration de | OS, EFS, rechute avec
= months (95% C1) :
2 6o Quizar
2
e T ———
3 401 i
& g ; Quizar, le nouveau standard?
& : ¢
20 ; !
HR 0-61 (95% C1 0-44-0-85)
0 1 1 I I : I 1 1 I 1 I I 1 l. I 1 1 I I 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Number at risk
Quizartinib 147 140 123 111 97 90 84 77 71 63 57 48 36 31 24 13 6 0 0O 0O O
Placebo 150 136 103 82 70 63 60 58 52 47 44 39 31 24 18 14 10 4 2 0 O Erba’ Lancet 2023




Phase 1/2 study of sorafenib added to cladribine, high-dose cytarabine,
G-CSF, and mitoxantrone in untreated AML

med 48 ans
39% int; 34% adv
34 (83%) ont obtenu CR MRD-

Treatment Schema ’ :
n=81, 18-60 ans (med 50 ans), LAM / 63% allo, pas d’entretien
. 14 .
DO D1 D5 D10 D19 D35 OS et EFS des 41 pts traités au RP2D de CLAG-M/sorafenib
o V' é
ﬂ Pas de différence FLT3+ ou neg
G-CSF Sorafenib
A Overall survival B Event—free survival
Cladribine 1009% A 100% 4
Response assessment at 80% 0OS 1 an o
5 whichever occurs first: 80% - H‘H\—'_““t—-.. Rt 764 EFS 1an
Cytarabine 1. Count recovery to
ANC > 1,000/uL and 60% 60%
Mitoxantrone® pOI%dets > 100,000/uL el i
2. Between D27 and D35 ;
*Mitoxantrone may be given for a maximum of two induction courses. 20% 4 20%%
094 4 0% -
. 0 1 2 3 4 5 6 0 1 2 3 4 5 6
Dose Escalation Schema Vears Vears
N at risk N at risk
Dose G-CSF Cladribine Cytarabine Mitoxantrone Sorafenib o i 2 18 5 41 a o 13 4
Level (SQ,Do-D5)! | IV, D1-D§)? (v, D1-D8)?2 (v, D1-D3)2 (PO, D10-D19)
c Overall survival D Event—fi al
100% 1009 4 €l ree surviv
1 5 ug/kg 5 mglm2 2 g/m? 10 l‘ﬂglm2 200 mg PO BID . I 5_+;— ] o ;+L
0% 4 (S 804 T4
2 5 ua/kg 5 mg/m? 2 gim? 12 mg/m? 200 mg PO BID s _HH‘_L*_ e S *1_“_‘—*%_;_,_ b e il
60% - 60%
3 5 uglkg § mg/m? 2 gim? 16 mg/m? 200 mg PO BID
=0 9/ mgl 40% Log rank P-valug=.27 40% Log rank P-value = .81
4 5 pg/ki 6 ma/m? 2 g/m? 8 mg/m? 200 mg PO BID _ — FLT3 mutated X — FLT3 mutated
Hora o B e . 20% A «nee FLTS Wit 205 4 vers FITE wt
400 mg AM, 200 mg d H
5 5 /i 2 2 /i 2 ern Ier 0% T T T T T T T T T 0% T T T T T T T T T
L o 2o s EM lier d 0.0 1.0 2.0 3.0 4.0 0.0 1.0 2.0 3.0 4.0
pa Ier aose N at risk Years N at risk Years
: 5 uglkg 5 mg/m? 2g/m* 18 mg/m? 400 g 810 FLTA mutated 15 13 10 7 4 FLT8 mutated 16 12 9 6 4
RP2D FLT3wt 25 20 15 7 2 FLT3wt 25 19 15 7 2
-1 5 uglkg 5 mg/m? 2 gim® 18 mg/m? 200 mg QD

Anna B. Halpern,Blood Adv, 2023



QOverall survival

o
Ll e
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s " GLagws
Ol L) T T T T T T
0 1 2 3 4 5 6
Years
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CLAG-M 76 46 40 a0 26 pal 19
[CLAG-M/5 41 33 25 14 (-]

Overall survival, ELN adverse
100%
BO%
60% E ShE Ea
LR
40%
Log rank P-value = .95
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voo CLAG-M/S
0% -+ T T T T T T
) 1 2 3 4 5 6
Years
N at risk

CLAG-M 24 8 5 4 4 3 3
CLAG-M/5 14 a G 4 1

Overall survival, ELN favorable
40% Log rank P-valug =5
— CLAG-M
20% + CLAG-M/S
D% T T T T T T T
(4] 1 2 3 4 5 3]
Years
N at rigk

CLAG-M 30 26 24 18 13 12 11
CLAG-MIS 11 10 7 3 1

Event-free survival
100%
au . .
LR Rt 2
80%
4
i Log rank P-value = .06
200 — CLAG-M
+ CLAG-M/S
% L) T T T T T T
o 1 2 3 4 5 6
Years
N at risk

CLAG-M 78 40 33 a7 23 19 17
CLAG-M/S #1 31 24 13 6

60%

20%

Owerall survival, ELN intermediate
100% =i
b - — - 4t
BO%
60%
40%e
Log rank P-value =011
20% — CLAG-M
+ CLAG-M/S
0% T T T T T T
0 1 2 3 4 & 6
Years
M at risk
CLAG-M 14 7 & 5 1 1

CLAG-M/S 18 15 12 3 4

Event—free survival, ELN favorable
100%
— - - -+
80%
8000
AQ%% Log rank P—value = .19
20% — CLAG-M
- CLAG-M/S
0% T T T T T T T
0 1 2 3 4 5 &
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N at nsk
CLAG-M 30 25 20 14 1 10 g

CLAG-M/5 11 10 7 3 1

Event-free survival, ELN adverse

N at risk
CLAG-M 14 5
CLAG-M/S 16 13

Log rank FP-value = 45

Event—free survival, ELN intermediate
100%
A0%
= — HF — — —+

60% | ST,
40%

Log rank P-value = 016

— CLAG-M 20%

- CLAG-M/S
Ll T L L} 0% T T
3 4 5 6 0 1
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M at risk
4 3 1 1 CLAG-M 24 5
4 CLAG-M/S 14 8
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Comparaison rétrospective matchée

Arac+Cladribine+GCSF-mitox (CLAG-M) vs
CLAG-M + Sorafenib (CLAG-M/S)

Avantage OS et EFS pour CLAG-
M+Sorafenib surtout LAM int

Un peu + d’allo en RC1 dans CLAG
M/S:méme résultats aprés multivariées
incluant allo comme covariable temps
dépendants

Anna B. Halpern,Blood Adv, 2023



Estimate of posttransplant OS and EFS for the patients who recieved CLAG-M/sorafenib vs CLAG-

M alone
63% d’allo dans le groupe RP2D CLAG-M/S dont 61% en RC1
58% allo dans CLAG-M dont 43% en RC1
Pas de maintenance post allo
A Overall survival B Event-free survival
100% A 100% -
= e b — e+
e e e dejel ae e e )
800% - A”‘bi\-’—Q - o e o . 80% -
60% + 60% -
40% + 40% -
Log rank P-value = .16 Log rank P-value =.15
20% - — CLAG-M 209% - — CLAG-M
-++» CLAG-M/S «+o+ CLAG-M/S
0% A 0% -
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years after transplant Years after transplant
N at risk N at risk
CLAG-M 33 21 19 17 12 10 7 CLAG-M 33 20 18 16 11 10 7
CLAG-M/S 25 21 14 9 2 CLAG-M/S 25 21 14 9 2

Anna B. Halpern,Blood Adv, 2023




FB4 vs Bu-Cy HAPLO LAM
Multicenter Randomized Phase Il Trial

G-BM+CSP

Prévention GVH: ATG 7.5mg/Kg, ciclo, MTX,
MMF

MRD évaluée flow cyto

G-CSF-DLI préemptives si MRD+ (n=81/92)
ou decitabine si GVH (n=11/92)
+/-sorafenib (n=25)

Age médian 37 ans

MRD neg 63% a la greffe

LAM RC1 85%

55% high risk

30% int

13% low risk

Excluded

Withdrew consent

[ -

Relapse before conditioning (n = 1) —

Patients assessed for
eligibility (N = 386)

Patients randomly assigned
(N = 386)

Allocated to the BuFlu conditioning
regimen (BuFlu group; n = 194)

(n=23)

(n=2)

Received intervention (n = 191)

Lost to follow-up

(n=0) Lost to follow-u

--Included in ITT analysis (n = 194) Included in ITT a

Included in PP analysis (n = 191)

Allocated to the BuCy conditioning
regimen (BuCy group; n = 192)

Received intervention (n = 190)

Included in PP analysis (n = 190)

Excluded (n=2)
— Relapse before conditioning (n = 1)
Withdrew consent (n=1)

p {n=0)

nalysis (n = 192) - -+

Lung et al, JCO 2023
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Supplementary Figure 2. Kaplan-Meier curves of leukemia-free survival (A) and overall survival (B).
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FB4 vs Bu-Cy

Rambaldi, Lancet oncol 2015 Matchées
rando phase 3

Ling, JCO 2023, Haplo ) _
age median 50 ans

age median 35 ans
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Allogeneic Hematopoietic Cell Transplantation Improves Outcome in Myelodysplastic
Syndrome Across High-Risk Genetic Subgroups: Genetic Analysis of the Blood and Marrow
Transplant Clinical Trials Network 1102 Study

IPSS
Intermediate-2 206
High 103
IPSS-R
Very low, low, intermediate 95
High 109
E Enrolled in the BMT CTN 1102 trial Very high 105
= (N = 384)
& IPSS-M
Very low 26
Low 42
c . ' ‘ Moderate low 42
.§ Samples avalla(tr)‘leif;ggg;enetlc analysis Moderate high 45
E = High 85
| Very high 69
l | Karyotype
5 . ' Complex 201
5 Assigned to the donor arm Assigned to the no donor arm Non-complex 78
o (n =229) 74% {n = 80) o Missing 30
& 26%

follow up med chez survivants 32 mois

Jurjen Versluis, JCO 2023

66.7%
33.3%

30.7%
35.3%
34.0%

8.4%
13.6%
13.6%
14.6%
27.5%
22.3%

65.0%
25.2%
9.7%



A Multivariable Analysis—OS (donor v no donor)

TP53+ 28% allo, 29% non allo

Table S3. Univariate a

ysis of Overall Survival by Mutation

Variable HR 95% CI
Treatment arm No donor v donor i —_— 1.60 1.10to0 2.32
TP53 mutation Single v absent .—:L.—. 1.22 0.71to 2.12

Multi v absent E —_— 222 1.35t03.65
DDX41 mutation Present v absent E 0.44 0.18to 1.10
KMT2A-PTD Present v absent E — 237 1.24t04.55
Karyotype Complex v noncomplex i'—.—< 1.61 1.04102.49
MDS duration 23 v<3 months i—o—« 142 1.00to 2.01
MDS IPSS High vintermediate-2 E —_— 1.65 1.16102.33
Age =65 v <65 years l-—:p—c 1.03 07310 1.44
ECOG 1vo0 .ﬂ:—o—. 1.56 0.74t03.29
Karnofsky <90 v 90-100 r—é—-o—d 1.32 0.88t0 2.00

0 1 10
HR for Death
B Multivariable Analysis—OS (HCT as time-dependent covariate)

Variable HR 95% ClI
HCT No vyes | —— 231 1.53t03.49
TP53 mutation Single v absent -—:;o—- 1.43 0.80 to 2.55

Multi v absent E B —— 247 1.45t04.20
DDX41 mutation Present v absent i 0.36 0.13 to 1.00
KMT2A-PTD Present v absent io—o—c 214 1.05t04.34
Karyotype Complex v noncomplex ri—o—- 1.53 0.97 to 2.42
Sex Male v female iv—o—c 167 1.07t0231
MDS duration =3 v<3 months I}—o—c 1.45 1.01 to 2.09
MDS IPSS High vintermediate-2 E-—o—c 1.50 1.04 to 2.17
Age >65 v <65 years »—i—- 1.00 0.69 to 1.44
ECOG 1v0 -—%—o—c 1.22  0.56t0 2.68
Karnofsky <90 v 90-100 '-i—o—‘ 1.34 0.88 to 2.03

0 1 10
HR for Death

Mutation (present ys7 absent)* HR (death) 95% ClI P value
TP53 255 1.86-3.50 <.001
KMT2A-PTD 2.21 1.22-3.99 .009
NRAS 1.73 0.85-3.52 133
BCOR 1.18 0.60-2.32 .623
ETVE 1.16 0.57-2.36 .685
TET2 1.03 0.67-1.58 .883
DNMT3A 0.95 0.61-1.48 .819
SETBP1 0.94 0.42-2.13 .886
EZH2 0.92 0.38-2.23 847
U2AF1 0.79 0.48-1.29 .349
SRSF2 0.74 0.47-1.17 .202
ASXL1 0.72 0.50-1.06 .096
RUNX1 0.67 0.42-1.09 .105
SF3B1 0.67 0.30-1.51 .336
STAG2 0.57 0.34-0.96 .034
IDH2 0.54 0.22-1.31 ATz
DD}{M 0.39 0.17-0.87 .022

* Listed mutations are present in =10 patients

DDX41 7% (n=23 dont 20 allo
1 rechute (TP53+)= 4%

5 TRM=25% (0 FB2)

DFS: 70%



n= 87 TP53 (55% multihit),
55 allo, 32 non allo

0S in Patients With TP53 mutations With HCT
as Time-Dependent Covariate

100 4
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Jurjen Versluis, JCO 2023



IPSS-M Very High Risk—TP53 Mutation Present
OS by Treatment Arm Cl Relapse by Treatment Arm
100 A 100 4 N E

Donor 32 23

Nodonor 7 4
DClnl:‘JrI

~J
o
L

75 4

No donor

P - Donor

]
o
1

25

N F
Donor 32 23
Nodonor 7 6

0 6 12 18 24 30 36 0 6 12 18 24 30 36
Time (months) Time (months)

No. at risk: No. at risk:
Donor 32 27 16 10 9 3 2 Donor 32 17 8 ] 5 4 1
No donor 7 4 2 2 2 1 1 Nodonor 7 3 2 1 1 1 1

Cumulative Percentage
3
Cumulative Percentage
g

No donor I

IPSS-M Very High Risk—TP53 Mutation Absent
OS by Treatment Arm Cl Relapse by Treatment Arm
100 N E
No donor Donor 22 8
No donor 8 7

100 A

-
L&)
L

75 A

Donor

Cumulative Percentage
&
Cumulative Percentage
3

Donor
25 N E 25
Donor 22 7
Nodonor 8 8 No donor
0 6 12 18 24 30 36 0 6 12 18 24 30 36
Time (months) Time (months)
No. at risk: No. at risk:
D 22 20 17 16 13 12 4 D 22 16 13 1 1 10 a4 . .
o onor Jurjen Versluis, JCO 2023

No donor 8 8 4 1 0 0 0 Nodonor 8 2 1 1 0 0 0



10-day decitabine versus 3 + 7 chemotherapy followed by allografting in older

patients with acute myeloid leukaemia: an open-label, randomised,
controlled, phase 3 trial

med follow up 4 ans

I = I 2014-2019 100 Treatment group Events/N
639 patients enrolled
54 hépitaux EORTC, GIMENA, MDS group —347 205/303
80 —— Decitabine 218/303
—b[ 33 excluded ] 59 (54-65)
£ 58 (52-63)
[ ! = 604 HR 1-04 (95% C1 0-86-1-26); p=0.68
e >
2
67 ans med, 1/3>70 ans 3 23) 33(2838) 30(24:35)
T 404 30(25-36) 26 (21-32)
v I} 2 )
303 in the decitabine group (intention- 303 inthe 3+7 group (intention-to-treat iy,
to-treat population) population) 204 ’ »
zomg/m 2 XlOJ 1 did not receive intervention 5 did not receive intervention 0 ] | T T 1
1 had myelodysplastic syndrome 2 had myelodysplastic syndrome 0 1 2 3 4 S 6 7
not acute myeloid leukaemia not acute myeloid leukaemia - s 2
— - Ipiehrnadctheriratiant Nuiber at sk Time since randomisation (years)
2 were affected by ashortage of (number censored)
ey 3+7 303(0)  177(5)  117(8)  7036) 42(58) 19(80)  6(32)  0(98)
< ¥ Decitabine 303 (0) 174(2) 108 (7) 65(32) 38(s1) 16 (69) 4(81) 0(8s)
302 received treatment (safety 298 received treatment (safety

145 RC/RCi
60% apres
rattrapage

population) population)
2still ontreatment 143 normal completion
122 normal completion 155 early discontinuation
178 early discontinuation 61 had treatment failure or

128 had treatment failure or relapse 1 8 6
487 relapse 44 had toxicity
0 ) 14 had toxicity 5 had treatment failure an6 79
4 had treatment failure and toxicity
toxicity 14 by patientdecision  ratt

11 by patient decision 4 by death not due to acute

6 by death not due to acute myeloid leukaemia or toxicity
myeloid leukaemia or toxicity 19 started new treatment

8 started new treatment 8 other

3 had another malignancy

4 other
- b

40% allq
75% en

D 122 received allogeneic HSCT on pratocol
RC éanalysed for HSCT outcomes)

118 received allogeneic HSCT on protocol
(analysed for HSCT outcomes)

RC/RCi (61%)
[ aprés
apage

39% allo

allo

91% En RC a
I'allo

LAM bon prc (NPM1) ou int

>30G/L GB

LAM défavo monosomal

>70 ans

— chimio
—) chimio

===== decitabine (RCid)
m====>decitabine (TRM dim)

vénéto? inh FLT3?

Lubbert, Lancet hematol 2023




Allogeneic transplantation in advanced cutaneous T-cell ymphomas
(CUTALLO): a propensity score matched controlled prospective study

A de Masson, Lancet 2023

112 patients aged 18-70 years with a diagnosis of ISCL and EORTC
stage lIB, IlI, or IV mycosis fungoides or Sézary syndrome and
at least one of three poor prognostic criteria*

13 excluded because no partial or
complete remission

99 patients enrolled

-

v

55 allocated to allogeneic HSCT
51 received allocated allogeneic HSCT
4 did not receive allocated allogeneic HSCT
because of early disease progression after study

44 allocated to non-HSCT treatment
43 received non-HSCT treatment
1 received HSCT from a 9/10 HLA-matched
vnrelated donor

enrolment
55 analysed
51 analysed in the matched propensity score
intention-to-treat analysis with replacement

47 analysed in the matched propensity score
per-protocol analysis

44 analysed
51 analysed in the matched propensity score
intention-to-treat analysis with replacement
50 analysed in the matched propensity score
per-protocol analysis with replacement

20% RC cut a l'inclusion
MSD ou MUD ou haplo RIC
pas d’ATG

14% RC cut a l'inclusion

\ 4

Rechute 1 an :47%allo vs 86% non allo
NRM 1 an:8.5% allo vs 0% non allo

Probability of relapse

075

0-504

Progression-free survival

—— Non-HSCT
—— HSCT

B ITT score propension

LL( Hazard ratio 0-38 (95% C1 0-21-0-69);

p<0-0001

Number at risk

Non-HSCT 44
HSCT 55

|
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0.2 b pei-nonl

0 [0 0 0 0

Muonths since study enrolment

Number at risk
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HSCT &5

0504

/ 0-254

1 1
6 12 18 24 30 36
Months since study enrolment

% 9 4 1 0 0
3 17 12 12 7 4

—— Non-HSCT
— HSCT

0 6 12 18 24 30 36
Manths since study enrolment

51 20 5 3 2 0 0
51 30 15 10 10 6 3

Hazard ratio 0-54 (95% C1 0-23-1-29);
p=0-092

) ¢ T T T U T T T
6 12 18 24 30 36 42 48
Months since study enrolment

38 25 16 12 6 6 1 1
45 31 22 20 15 11 1 1

T T T T 1 T
12 18 24 30 36 42 48
Months since study enrolment

51 41 23 17 16 8 8 5 5
51 42 28 19 17 13 10 1 1

T
0o 6



Greffe haplo lere ligne pour les aplasies médullaires séveres

HLA-Haploidentical Bone Marrow Transplantation (BMT) as Initial

Therapy for Patients with Severe Aplastic Anemia (SAA)

Old Paradigm Newer Paradigm

mmunosuppressive therapy
unless
young patient with matched sibling

Fit patient with any
suitable donor
can get a transplant

or
Immunosuppressive
therapy
med 25 ans (3-65 ans), 40%>40 ans
30% ethnies peu-représentées fichier follow up 41 mo
SAA patient RAPID Low Toxicity 100% Overall Survival
with related haplg hematopoietic with with 400cGy TBI
@ 1.0 { — Grade I-V aGVHD 1101/ [
m & o = Chronic GVHD
e 2 0. 75% -
@ £ £ 0.6 1 =
2 54 § 50%
& Recovery a Median‘_ﬁ 0.2 7 A o
g U.Z2 A
=
ANC 17 d = OO -T’ T T T T T 0% - T T T T T
Platelgts 250 0 5 10 15 20 25 0 20 40 60 80
Red cells 25.5d . it
Months Months since transplantation /4%

Exclusion

Donneur géno si R<25 ans
DSA>1000 MFI

Fanconi, teloméres courts, -7
Atcd de traitement IMS

Inclusion:

AA sévere:2 critéres/3 (PNN <0.5 x
109/L, plaq <20 x 109/L ou
reticulocyte <60 x 109/L)

Conclusion: In SAA patients, upfront HLA-haploidentical BMT with post-transplant cyclophosphamide resulted in rapid
hematopoietic recovery and low morbidity and mortality (ClinicalTrials.gov: NCT02833805).

Rabbit ATG (rATG; Thymoglobulin) 0.5 mg/kgJ -9,
2 mg/kg )-8 and -7
Fludarabine 30 mg/m2 IV daily J -6 a J-2 (dt 150
me/m2) e/ y ( Moelle
Cyclophosphamide 14.5 mg/kg IVJ -6 aJ) -5 4x108 CNT/Kg
TBI 200 cGy on day -1 puis aug 400cGy aprés 7
premiers patients (3 rejets dont 2 DC)
Prévention GVH: HD-Cy PT 50mg/Kg J3, J4 + Tacro
(1 an puis réduit 6 mois) et MMF (J5-J35)
A Overall Survival B Graft—failure—free (Event—free) Survival
100% 4 + e S 100% A e H-Hit
75% - H ‘ 75% -
% 50% - % 50% - il
25% - == 200cGy 25% A ~~ 200cGy
— 400cGy
—+ 400cGy
0% 1y : - - . 0% 44 . : : .
0 20 40 60 80 0 20 40 60 80
Months since transplantation Months since transplantation

DeZern; Blood 2023
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Le processus de réplication CMV

La protéine kinase CMV UL97 est une
sérine/thréonine kinase qui phosphoryle
un certains nombres de protéines virales
et cellulaires, y compris pUL4412

La protéine kinase UL54 (ADN
polymérase) est ciblée par les
médicaments antiviraux GCV,
VGCV, FOS? et CDV*

Complexe de terminaison
d'ADN CMV - I'holocomplexe
d'encapsidation fonctionnel est
un hétéro-oligomére composé
des protéines pUL56, pUL89 et
pUL513 protéines contribuant
au processus de clivage et
d'emballage de I'ADN
*  LET cible un mécanisme
dépendant de l'interaction de
pUL56, pUL8I et pUL513

DNA polymerase

2. Migration

p.-
o= ]

Foscarnet
Cidofovir
Valganciclovir

Ganciclovir

i UL51 uL89
Letermovir —| p pULS6 p

DNA terminase complex

3. Viral DNA replication
o ) °
@ .

¢~
%

DD

@ °s °

4. Maturation,
encapsidation and
protein synthesis

5. Nuclear egress of
viral capsids

%

6. Cellular egress

Le mécanisme d'action multi-cible du
maribavir intervient au niveau de 3 points
différents du cycle de vie viral

(¢

Haut niveau de spécificité au CMV,
réduisant les effets non
spécifiques/non désirés

1. Prichard MN. Rev Med Virol. 2009;19:215-29; 2. Wolf DG, et al. Proc Natl Acad Sci USA. 2001;98:1895-900; 3. Ligat G, et al. FEMS Microbiol Rev. 2018;42:137-45; 4.
El ChaerF, et al. Blood. 2016;128:2624-36; 5. Crough T, Khanna R. Clin Microbiol Rev. 2009;22:76-98; 6. van Damme E, et al. Front Microbiol. 2014,5:218; 7.
Mettenleiter TC, et al. Virus Res. 2009;143:222-34; 8. Fishman JA. Am J Transplant. 2013;13(suppl 3):1-8.




Maribavir for Refractory Cytomegalovirus Infections
With or Without Resistance Post-Transplant:
Results from a Phase 3 Randomized Clinical Trial

Francisco M. Marty, Genovefa A. Papanicolaou, Fernanda P. Silveira, Oliver Witzke, Jingyang Wu, Aimee K. Sundberg, and Martha Fournier, for the[SOLSTICE [rial Investigators

Robin K. Avery, Sophie Alain, Barbara D. Alexander, Emily A. Blumberg, Roy F. Chemaly, Catherine Cordonnier, Rafael F. Duarte, Diana F. Florescu, Nassim Kamar, Deepali Kumar, Johan Maertens,
i

INTRODUCTION

This was a phase 3, multicenter, randomized, open-label,
active-controlled study to assess the efficacy and safety of
maribavir compared with IAT in HCT and SOT recipients with
CMV infections refractory to most recent treatment, with or
without resistance to ganciclovir/valganciclovir, foscarnet,
and/or cidofovir.

STUDY DESIGN

Study treatment phase -~ —— Follow-up phase ——
Marlbavir @)

for 8 woeks Se—

(400 mg orally twice daily)
For 12 weeks
Investigator-assigned therapy R nt

for 8 weeks
(valiganciclovir, foscarnet,

or cidofovir)

Maribavir rescue arm
for 8 weeks

(400 mg orally twice daily)

ica 2:1 (maril ) siretified by type (SOT or HCT) and sereening plasma CMV DNA level ihigh
201,000 1UML: intermadiate: 29,100 and <31,000 ILimL: low: 2910 and <9,100 1L}

STUDY ENDPOINTS

The primary endpoint was confirmed CMV viremia clearance at the
end of Week 8 (regardless of premature treatment discontinuation).

CMV viremia clearance and symptom control at the end of
Week 8, maintained through Week 16 after receiving exclusively
study-assigned treatment.

‘: The key secondary endpoint was a composite of confirmed

RESULTS

352 patients were randomized (maribavir, n=235; IAT, n=117)

® 00 o
40.1%
i @

PRIMARY ENDPOINT (WEEK 8)

o . HIN
Maribavir R

e 0 ¢

p<.001

@ i -

Adjusted difference (95% CI): 32.8 (22.80-42.74)

Asignificantly higher proportion of patients treated with maribavir achieved
the primary endpoint of confirmed CMV viremia clearance at Week 8 compared
with IAT.

KEY SECONDARY ENDPOINT (WEEK 16)

- - ﬂ/"
Maribavir -
r " e
p=.013 IAT

I i
' 12/117

Adjusted difference (95% Cl): 9.5 (2.02-16.88)

A greater proportion of patients treated with maribavir achieved the
composite key secondary endpoint of CMV viremia clearance and symptom
control at Week 8, with maintenance through Week 16 compared with IAT.

CMV, ¢ galovirus; HCT, -cell | IAT, i 5 igned therapy; SOT, solid-orga
ClinicalTrials.gov: NCT02931539
This study was funded by Takeda Development Center Americas, Inc., Lexington, MA

TEAE, gent adverse event.

SAFETY

[ Median (range) duration of exposure was 57 (2-64) days
with maribavir and 34 (4-64) days with IAT.

Fewer patients discontinued maribavir than IAT due to
TEAEs (13.2% vs 31.9%).

Dysgeusia was the most frequently reported TEAE in the
maribavir group (maribavir: 37.2%; IAT: 3.4%).

Maribavir was associated with less acute kidney injury

[°) o
@ ° o@ versus foscarnet (8.5% vs 21.3%) and neutropenia versus

valganciclovir/ganciclovir (2.4% vs 33.9%).
One patient per treatment group had fatal
treatment-related TEAEs.

CONCLUSIONS

Maribavir was superior to IAT for cytomegalovirus viremia
clearance, and viremia clearance plus symptom control,
with maintenance of these effects post-therapy in transplant
recipients with refractory cytomegalovirus infections with or
without resistance.

Maribavir demonstrated an improved safety profile versus
valganciclovir/ganciclovir for myelotoxicity and versus foscarnet
for nephrotoxicity, with fewer patients discontinuing maribavir
than IAT.

The availability of an orally bioavailable therapy without the
tolerability issues associated with current therapies may confer
patient management benefits.

Mars 2023

Avis favorable au
remboursement dans « le
traitement de I'infection
et/ou de la maladie a
cytomégalovirus (CMV)
réfractaire (avec ou sans
résistance) a un ou
plusieurs traitements
antérieurs, y compris le
ganciclovir, le
valganciclovir, le cidofovir
ou le foscarnet chez les
patients adultes ayant
recu une greffe de cellules
souches
hématopoiétiques (GCSH)
ou une greffe d’organe
solide (GOS). »

Realiser genotypage de

resistance

ACCES PRECOCE

Avery, Clin Inf Dis 2022



Expérience SFGM-TC du tixagevimab/cilgavimab
- (AZD7442) en prophylaxie primaire , vague omicron

SFGM

n=161 adultes allogreffés

med 58 ans § 1 == Whole cohort
73% avaient été vaccinés £ o

critére ATU: séro IgG anti S <264 BAU s o]

88% avaient 1 ou + fdr non réponse :% 025,

Déc 2021-Avril 2022:AZD7442 150+150 mg S ——— "‘“““‘“"“‘"'
med follow up 105 jours E X B e D 120 130

Number at risk (number of events)
Whole cohort { 161 (0) 143 (10) 132 (15) 96 (20) 30 (21) 5(22)

] 30 60 90 120 150
Days

que serait il passé sans prophylaxie? J

Omicron est il sévere chez les IMD? 14% de COVID, pas de forme sévere, pas de déces
profil plutét favorable au vu de la littérature
intérét de doubler les doses? (PRECOVIM)



Impact of COVID-19 on immunocompromised populations during the Omicron
era: insights from the observational population-based INFORM study

F, NHS Digital
#9 N =total population of England .
;
O ¥ Random 25% sample i
¥ X n=13229645
| . Age <12 years -
: ¥ n=1,238915

s222 Study population (212 years)

n=11,990,730
Immunocompromised (IC) Immunocompetent
n=470910 n=11,519,820

3.9% de la pop anglaise
>80% ont recu 3 doses ou + vaccin

22% hospit COVID = aug risque 1.3 a3 13.1
28% USI COVID
24% déces COVID = augrisque 1.32a19.9

Pre-COVID-19

Apr Jul
20
1 lan 2017

17

Dect

Jan

Apr

COVID-19,
other
variants

Alpha Delta

1 Jan 2022

Identification of pre-existing conditions

pop + a risque: transplantés d’organe solide

mmm=) OMICRON reste une infection sévere

Retrospective cohort study design periods in relation to number of COVID-19 cases in England, and dominant SARS-CoV-2 variants

Omicron

022

31 Dec 2022

Identification of severe
COVID-19 outcomes

Evans, The Lancet Regional Health - Europe in press




Cette Ford Mustang électrique est vendue plus de
300.000 euros
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TRANSFORM
.~ Rando

N=92 SOC
3 chimio puis auto
si reponse

46 liso-cel
3ieme ligne

Auto pou (N=42)

48%
39%
33%
64%

ORR

RC

EFS 6mo
OS 1y

Zuma 7 BELINDA
Randomisation
N\ o N ~  Rando
92 CART N=179 SOC | NESE Al N=160 SOC
Liso-cell 3 chimio puis autogreffe si RC Axi-cell 3 chimio puis auto Tisacell
Certains ref Si reponse
ont regu des
CART 81 Tisa-cel
Auto pour@ CART pour la 3ieme ligne
(n=62) majorite
CART (n=90) (n=170) Auto pour@(N=52) CART (n=155)
Vs 86% ORR 50% S 83% ORR 46% VS 42%
Vs 66% RC 32% VS 65% RC 27% VS 28%
Vs 66% EFS 2y 16% Vs 41% EFSmed 3 mois Vs 3 mois
o) (o)
v 80% 05 2y 52% vs 61%
CART>auto e CART—a uto
2de ligne . 0S 2de ligne
g T
5 PFS =R EFS
i\ ERRS

Kamdar, Lancet 2022

Locke, NEJM 2022

Bishop NEJM 2022

162 CART



Lisocabtagene maraleucel 2 Primary endpoint: EFS (per IRC)
as second-line therapy for Key secondary endpoints: CR rate
large B-cell lymphoma: (per IRC), PFS (per IRC), OS
Primary analysis of phase 3 > Eligibility: Adult patients with R/R

TRANSFORM study LBCL < 12 months after first-line
(Abramson et al) therapy intended for ASCT

Patients with R/R

Open-label, Phase 3 Trial Randomized 1:1 '
Liso-cel soc
£ n=92
= 3 cycles of platinum-based
100 x 10¢ CAR* T cells : S D
immunochemotherapy + HDCT/ASCT
58 (63%) received bridging therapy 43 (47%) completed full SOC treatment
89 (97%) received liso-cel 61 (66%) approved for crossover to receive
liso-cel as 3 line therapy after SOC failure
J
.................................................... ~'\
> Median EFS, PFS, and OS Stratified HR 18-month rate diff.
g EFS: HR, 0.356; not retested +31.8%
R - - PES: HR, 0.400; P < .0001 +29.4%
T oo RS ‘ Liso-cel 0OS: HR, 0.724; P = .0987 +12.5%
w SOC Median follow-up: 17.5 month:
*= T T e ST ST S RS e
Not reached ‘ Liso-cel ORR %‘7‘%
PFS S
Liso-cel Q' soc
oS Not reached ‘ Liso-cel 87% 49%
29.9 mo SOC n =92 n=92
me 74% S 43%
L CR : CR J
R
Grade >3 TEAEs
>
1]
‘®
v Liso-cel SOC
- 92% 89% , , , ,
0% 20% 40% 60%
..................................................... Grade 1-2 B Grade =3
L R Lo 8 e T
Serious AEs 48% 49% No Grade 4 or 5 CRS or NEs
— D‘°“‘"‘ d“‘t"TEAE’ _____ 2 % ,,,,,,,,, 2 % ,,,,,,, No prophylactic corticosteroids or vasopressors used )

ASCT, autologous hematopoietic stem cell transplantation; CR, complete response; CRS, cytokine release syndrome; EFS, event-free
survival; HDCT, high dose chemotherapy; IRC, independent review committee; NE, neurological event; ORR, objective response rate;
PFS, progression-free survival; R/R, primary refractory or early relapsed; OS, overall survival; SOC, standard of care;

TEAE, treatment-emergent adverse event.



Survival with Axicabtagene Ciloleucel in Large B-

Overall Survival (%)

No. at Risk
Axi-cel

1004

R

Axi-cel
Standard Care

Median Overall

Survival (95% CI)

months

NR (28.6-NE)
31.1 (17.1-NE)

Cell Lymphoma (ZUMA-7)

0 2 4 6 8

180 177 170 161 157 147 136 125 117 116 114 111 108 105 105 100 100 100 100 100 96 80 67 54 41
Standard care 179 176 163 149 134 121 111 106 101 68 91 89 88 87 87 85 83 81 79 78 73 63 51 41 31

T T T T 1 T I T T T T T T T T T T T T 1 T T T T T T 1
10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62
Months

11 2d cancers (8 Axi-cell (4.4%) /3 chimio)

Arm Patient Preferred Term Toxlolty | Serious
Grade AE
Axi-Cel 1 Spindle cell sarcoma 2 Yes
2 Hepatocellular carcinoma 3 Yes
3 Acute myeloid laukemia (transformed from b Not

myelodysplastic syndrome)’

4 Lung adenocarcinoma 5 Yes
] Adenocarcinoma of colon 3 Yes
6 Myelodysplastic syndrome? 3 Yes
7 Anal squamous cell carcinoma 3 Yes
& Plasma cell myeloma 1 Yes
Standard 9 Ductal adenocarcinoma of pancreas 3 Yes
Care 10 Metastatic malignant melanoma 3 Yes
11 Bladder fransitional cell carcinoma 3 Yes
Adenccarcinoma of colon|l 3 Yes

* New or secondary malignancies are reported here irrespective of potential relationship to

Prog free Survival
J N 1004, Median Progression- Stratified Hazard Progression-free
Stratified Hazard Stratified free Survival (95% Cl)  Ratio (95% Cl) Survival Estimate
Ratio (95% CI) P Value Overall Survival Estimate %1 LYr 2% 3 4Xr
1-Yr 2-Yr 3.Yr 4-Yr 80 months percent
ercent £ 70 Axi-cel 147 (5.4-43.5) . 52 46 44 42
% 60p . g 3 Standard Care 3.7 (29-5.3) 051038-067) 25 27 26
i T 60
0.73 (0.54-0.98) 0.03 63 - o - =
S 504
=0
g 40~ b Axi-cel
s b =+
0S 4 ans 54.6% S —_—_—
ans . 0 Axicel & i ++ . " .
- 4 ) " 204 Standard care
104
Standard care 0 S T [y i Py Fmy ey gy [ e s g frm g ey e P o [ s ) e | e
46(y 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 S0 52 54 56
(o} Months
No. at Risk
Axi-cel 130 166 112 100 99 94 91 89 83 81 79 77 77 73 73 71 68 67 63 S4 52 45 32 29 2 7 7 3 O
Standardcare 179 94 61 47 43 35 33 32 31 31 31 31 31 30 30 30 30 29 29 25 23 18 10 10 8 4 4 0
B Event-free Survival
100 Median Event-free  Stratified Hazard Event-free
0 Survival (95% Cl)  Ratio (95% Cl) Survival Estimate
IYr 2Yr 3-Yr 4-Yr
29 20 14 4 2 1 0 804 months percent
19 14 7 4 1 0 2 704 Axicel 10.8 (5.0-25.5) : 49 44 41 39
3 StandardCare 23 (17-31) 0421033059 g5 49 19 1
§ 604
‘s
o 50
2
404 \ Asi-cel
Le médicament YESCARTA :autorisation 30+ g gk
7 \ s s . . . x
d’acces precoce pre-autorisation de mise sur 20 + H—— " —+
s . o o 1 Standard care
' 104
le marché (AMM) dans l'indication «
. . - 0 N (RN GONN PO RN SN KRN (AN SRR R | B I N T T FOT (R N T T T T T T T 7 T 1
traitement des patients adultes atteints 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56

deDLBCL, réfractaires ou en rechute dans les
12 mois apres la fin d’un traitement de

180 165 111 98 97 92 39 87 38l
re 179 92 61 47 43 35 33 32 31 31 31

™ 77 7s: 75
31 31

Months

71 71 69 66 65 62 53 51 44 31 28 21 7 7 3 O
30 30 30 30 29 29 25 23 13 10 10 38 4 4 O

premiére ligne et éligibles a une autogreffe»

med follow up 47 mois (vs 24.9 dans la 1lere publi) —>
56% bras auto ont recu CART 3ieme ligne

Jason R. Westin, NEJM 2023

ALYCANTE
DLBCL,»unfit» a I'auto lere

rechute: meilleure RC 82%
Houot, EHA abst s233




Cilta-cel or Standard Care in

Lenalidomide-Refractory Multiple

Myeloma

Phase 3 rando MM ref Lenalidomide:

Cilta-cel vs SOC

l1a3Ldetttdont1lIPet1IMiD

60% ht risque cytogénét
25% triple ref (- avancés que
CARTITUDE-1)

critere ppal: SSP

suivi med 15.7 mois

CAR-T cells

Q@ VHH VHH

[ |
:
iR
@
=&l |

Vg BRI ST UWE2023

San-Miguel, NEJM 2023

32 Discontinued trial treatment

516 Patients were assessed for eligibility

=| 97 Were ineligible

419 Underwent randomization

|

l

208 Were assigned to cilta-cel group
(intention-to-treat population)

211 Were assigned to standard-care
group (intention-to-treat population)

¥

3 Were not treated
1 Withdrew consent
1 Died from progressive disease
(plasma-cell leukemia)
1 Was hospitalized and did not
start treatment

208 Underwent apheresis and received
bridging therapy (safety population)

208 Received standard-care
therapy (safety population)

before receiving cilta-cel
30 Had progressive disease
2 Died

: l

10 Mever received 20 Received cilta-cel
cilta-cel as as subsequent
trial treatment therapy

1

176 Received cilta-cel
(as-treated population)

33 Discontinued trial
17 Had progressive
disease

9 Died during

follow-up follow-up follow-up

10 Died during 2 Died during
survival survival

1]

1

PVd ou|DPd
(poma vel dex qu dara poma
dex

131 Discontinued trial treatment
5 Withdrew consent
1 Was withdrawn by physician
117 Had progressive disease
3 Had adverse events
5 Died

4] Died

43 Discontinued trial
2 Withdrew consent |[~=—j

A

26 Were included in the ongoing survival follow-up

143 Were included in the ongoing
post-treatment phase

77 Were included the ongoing
standard-care therapy

82 Were included in the ongoing
survival follow-up
1 Was included in the preprogressive
disease post-treatment follow-up




Percentage of Patients

CARTITUDE-4

o Progression-free Survival

80

" & dim du risque de progression ou de déces de 74%
501 ‘ Cilta-cel Group

...a comparer avec anti-CD38+carfilzomib

40

204 80—© CARTITUDE-6: rando vs autogreffe
Standard-Care Group
0 1 I 1 T
0 6 12 18 24 30
Months = Cilta-cel Recipients with Cytokine Release Syndrome
T |
:
wv
Complete Response Overall Response 8- 76.1 l 75.0
or Better (partial response or better) = ;
Risk ratio, 2.9 (95% Cl, 2.3-3.7); P<0.001  Risk ratio, 2.2 (95% Cl, 1.5-3.1); P<0.001 o o J
007 | s '
0 | 84.6 g}n |
L] . |
5 73.1 : % - |
5 o ‘
< : 5 :
| |
gb | ol | 1.1
T : Any Grade Grade 1 or 2 Grade 3 or 4
o
o [
- | + d’anémie et thrombopénie gr 3-4 avec Cilta-Cel

mais pas = d’infections

Cilta-cel Standard-Care Cilta-cel Standard-Care
Group Group Group Group 20% Icans 3% gr 3-4
RC 58.2% RC 15.2% warning: 10% de sd parkinson et para paires
. (o) . (o)

MRD neg 60.6% MRD neg 15.6% craniennes tardif



|de-cel or Standard Regimens in

Relapsed and Refractory Multiple

Myeloma KARMMa-3

Phase 3 rando MM rec/ref
Ide-cel vs SOC

2 a 4L de ttt dont au moins 2
cyles Dara+ IMiD+IP

60% ht risque cytogénét
66% triple ref; 95% ont eu
dara

dose: 150x106 to 450106
CAR

primary end point: PFS

% Domaine de liaison 3 BCMA
Van de Wyngaert, Hématologie 2023

490 Patients were assessed for eligibility

A

R

386 Underwent randomization
(intention-to-treat population)

104 Were excluded
102 Did not meet inclusion criteria
or met exclusion criteria
2 Withdrew consent

v

5 Did not undergo leuka-
pheresis
2 Did not meet treat-
ment criteria
2 Withdrew consent
1 Had adverse event

254 Were assigned to the ide-cel group

¥

24 Did not receive ide-cel
(19 discontinued trial)
7 Were withdrawn by

physician

6 Did not meet treat-
ment criteria

4 Died

4 Had adverse event

3 Could not receive
ide-cel because of
cell manufacturing

failure

249 Underwent leukapheresis (250 were included
in the treated popul
213 Underwent bridging therapy

ation)

'

5 of 24 Were included
in the ongoing
survival follow-up

n=225

21 Discontinued trial during
progression-free survival
follow-up

15 Died
5 Withdrew consent
1 Was withdrawn by physician

51 Discontinued trial during

survival follow-up
41 Died
10 Withdrew consent

¥

Ide-cel

'

6 Did not receive stand-
ard regimen (5 dis-
continued trial)

132 Were assigned to standard-regimen group
43 Were to receive daratumumab, pomalidemide, and dexamethasone
30 Were to receive carfilzomib and dexamethasone
30 Were to receive elotuzumab, pormalidomide, and dexarmethasone
22 Were to receive ixazomib, lenalidomide, and dexamethasone

7 Were to receive daratumumab, bortezomib, and dexamethasone

3 Withdrew consent

2 Were withdrawn by
physician

1 Had progressive
disease

'

1 of 6 Was included
in the ongoing
survival follow-up

n=126 SOC

N

—

v

1 Died during pretreatment
period without having
undergone leukapheresis

69 Underwent
leukapheresis

9 Did not receive ide-cel
(5 discontinued trial)

2 Did not meet treat-
ment criteria

2 Died

= 2 Withdrew consent

n=60 lde-cel

12 Discontinued trial during
treatment and progression-
free survival follow-up

6 Died
6 Withdrew consent
16 Discontinued trial during
survival follow-up
13 Died
2 Withdrew consent
1 Was lost to follow-up

2 Were included in the
ongoing pretreatment
period
Had manufacturing
failure

9 L

— -

Y

i

4 of 9 Were included
in the ongoing trial
without receiving ide-cel

12 Discontinued trial
9 Died
3 Withdrew consent

follow-up

158 Were included in the ongoing trial
91 Were included in the progression-free survival

67 Were included in the survival follow-up

29 Were included in the ongoing trial
20 Continued standard regimen and were

52 Were included in the ongoing trial
2 Were included in the ongoing pretreatment

follow-up

included in the progression-free survival

9 Were included in the survival follow-up

period

survival follow-up

50 Were included in the posttreatment or

Rodriguez-Otero, NEJM 2023




1.0+

0.9
0.3
Median Progression-free
Ly Survival (95% Cl)
0.6 mo
5 decel 133 (118-16.1 dim du risque de progression ou de déces de 51%
. Standard Regi‘:r-lf:\ 4.4 (3.4-5.9) ) ‘ q p g 0

0.4+

Ide-cel Hazard ratio for disease progression

Probability of Progression-free Survival

0.3+ ; or death, 0.49 (95% Cl, 0.38-0.65)
0.2 : P<0.001
0.1 l , .
! Standard regimen Approbation Europe et
0.0 +
0o 3 9 12 15 18 21 24 27 30 33 Remboursement France Ide-Cel
Months since Randomization (Abecma)
No. at Risk . . y
Ide-cel 254 206 178 149 110 62 40 22 14 4 2 0 patients adultes atteints d’un
Standard regimen 132 75 42 32 25 13 10 7 6 2 1 0 myélome multlple en rechute et
réfractaire ayant recu au moins
Grade 3 or 4 Adverse Events . . , .
Overall Response 100 5 trois traitements antérieurs,
100 o
90 OR, 3.47 (95% Cl, 2.24-5.39); P<0.001 90 23355 incluant un agent
5 n 80 immunomodulateur, un
£, _—— £ 70 inhibiteur de protéasome et un
3 181/254 = . |
S e £ 60 anticorps anti CD38, et dont la
5 . o . 2
§o 0 e S % maladie a progressé pendant le
5 “ 55/132 E N dernier traitement.
s 39 § 30
20 20
10 10
> Ide-cel Standard Regimen 0

Ide-cel Standard Regimen
88% CRS, 4% gr 3-4
15% lcans 3% gr 3-4
déces liés au tt: 3% vs 1%



Factors associated with refractoriness or early progression after idecabtagene
vicleucel in patients with relapsed/refractory multiple myeloma: U.S.
Myeloma Immunotherapy Consortium real world experience

Survival analysis by number of early progression risk factors.

& %5 B 100
Early progression risk
0.75 0.75
factors : z z
o -‘ié E
©
- prior BCMA therapy £ 050 £ 050
. o &
-extramedullary disease 2 2
1 141 0.25 0.25
-baseline ferritin b<0.0001 b <0.0001
- plasma cell leukemia
0.00 0.00
- t(4,14) 0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
Time (in months) Time (in months)
5 Number at risk 5 Number at risk
@ ofactors| 43 40 33 21 12 6 0 0 @ ofmcwrs] 43 43 37 24 16 9 1 0
o factor| 64 57 43 27 12 3 0 0 o |factor{ B3 61 53 39 23 13 3 0
g 52 33 19 1 8 2 0 0 £ rs{ 52 46 37 22 13 8 1 0
2 =ifactors{ 25 13 7 2 1 0 Q 0 s B 20 15 7 6 1 1 0
8 0 3 5 9 12 5 18 2 8 [ 3 9 12 1 18 21
Time (in months) Time (in months)
Early progression risk factors N (Events) Median PFS (95% Cl) Early progression risk factors N (Events) Median OS (95% Cl)
0 factors 43 (15) 14.1 (11.8, NR) 0 factors 43 (7) NR (NR, NR)
1 factor 64 (37) 8.6 (8.2, NR) 1 factor 83 (13) NR (NR, NR)
1€(3.0,65 2 factors 52 (29 9.9(8.6 NR
2 3 factors 25 (23) 3.2(2.7,6.5) > 3 factors 25(16) 74 (53, NR)

Hashmi, Haematologica 2023
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Resservez-vous!

Pr Noél Milpied*

oila un peu plus de 3 mois environ que le menu

gargantuesque de 3 des congrés majeurs pour

notre discipline (ASCO®, EHA et ICML- Lugano)
a été servi. Un petit creux avant d'attaquer celui bien
copieux de I'ASH?

Quelle meilleure collation pour le combler que de pico-
rer ces immanquables sélectionnes et resservis par
des expertes et experts de renom dans leur domaine.

Reprendre un peu de CAR-T cells ou de bispécifiques
dans les lymphomes ou les myelomes, se remettre
en mémoire les thérapies ciblées dans les syndromes
myéloprolifératifs, déguster les savoureux résultats des
thérapies ciblées dans les leucémies aigués lympho-
blastiques et découvrir le piquant de I'administration
du quizartinib dans les leucémies aigués myéloides et
son bénéfice inattendu quel que soit le statut muta-
tionnel de FLT3.

epDlitToriliacL

Se laisser allécher par les résultats des combinaisons
thérapie ciblée et chimiothérapie en 1 ligne des
lymphomes de Hodgkin, malheureusement encore
interdites sur nos tables, ou par 'abandon des chimio-
thérapies indigestes dans les leucémies lymphoides
chroniques et les lymphomes du manteau au profitde
thérapies, encore une fois ciblées, courtes et légéres.

Et pour celles et ceux qui savent déja tout cela, dégustez
le zakouski de Juliette, vous y apprendrez que nos amies
les bétes souffrent également d'hémopathies et que
le Cavalier King Charles a des plaquettes géantes, pas
seulement les oreilles!

Alors, bonne déqustation.

N. Milpied déclare ne pas avoir de liens d'intéréts
en relation avec cet éditorial.

* Rédacteur en chef,
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Immune effector cell-associated hematotoxicity: EHA/EBMT consensus
grading and best practice recommendations

Prior to lymphodepleting chemotherapy (day -5)

Determine patient-individual risk of
m=p- heme-tox and infections using the
CAR-HEMATOTOX score

* Leniency time period for lab values: 3 days

LBCL (n = 235)

Features 0 Point 1 Point 2 Points
Platelet count > 175.000/ul 75.000 - 175.000/ul < 75.000/ul
Absolute neutrophil count (ANC) > 1200/ul < 1200/ul 2
Hemoglobin >9.0 g/dl <9.0 g/dl -
C-reactive protein (CRP) < 3.0 mg/dl > 3.0 mg/d -
Ferritin < 650 ng/ml 650-2000 ng/ml > 2000 ng/ml
Low: 0-1 High: 22

MCL (n = 103)

MM (n = 113)

High risk (HT 2-7)

Median duration of 5.5 days &days Selays Duration of severe 12 days 14 days 9 days
severe neutropenia x neutropenia (95% ClI (95% ClI (95% ClI
BEEN | (ANC<500/uL, D060y #3% C15-8days) (95% CI5-7 days) (95% Cl 2-5 days) (ANC<500/pL, day 0-60)  10-16 days) 9-18 days) 7-13 days)
profile. |, ).stic phenotype 2.6% 0% 3% Aplastic phenotype 36% 47% 32%
Severe infection rate 8% 5% 5% Severe infection rate 40% 30% 40%
Severe bacterial infection 0.9% 5% 3% Severe bacterial infection 27% 28% 349,
rate rate

Rejeski, Blood 2023




o O O Medication - drug side effects
Grade 1 Grade 2 Grade 3' Grade 4 Vitaniin deficlencies
ANC <500/l ANC <500/l ANC <100/pL for 27 days ANC <100/uL for 214 days
for <7 days for27 days ANC <500/ for 14 days ANC never 2500/uL by day +30 jeecE

7~

Rule out macrophage-
activation syndrome*

In case of a high risk-profile for ICAHT (e.g. high CAR-
HEMATOTOX score and Table 2)*, consider early
(prophylactic) G-CSF administration (from day +2)

In case of persistent neutropenia,
initiate (therapeutic) G-CSF support

Consider anti-infective prophylaxis based on patient-inc

)

Viral PCR considering
the clinical presentation

Valaciclovir/Cotrimoxazole (x1 Tier 1 diagnostic work-up: lab chemistry, substrate deficiency, viral
studies, rule out HLH

an) +/6 Posa ou Myca (x1 a3 4 0
“mois)si neutropénie prolongée
ou cortico fortes doses >72h

In G-CSF refractory cases (no count recovery despite =5 days of
G-CSF support) and beyond day +14 after CAR-T infusion
=> Perform tier 2 diagnostic work-up

O

. . ] e Bone marrow disease
Consider rescue with autologous or allogeneic hematopoietic

cell boost, if a cryopreserved graft available
Offer TPO agonists (e.g. romiplostim, eltrombopag),
especially in cases of associated thrombocytopenia

Other causes
Initiate donor search

for allogeneic hematopoietic
cell transplantation

In case of clinical deterioration
or persistent neutropenia
despite therapeutic measures

Ultima ratio:

allogeneic hematopoietic
cell transplantation

Poor bone marrow reserve

Lower threshold to perform - minimal workup

Prior treatments including
allo-HCT, fludarabine,
marrow infiltration

Check for concomitant
myelosuppressive medications

Vitamin B12, folic acid

Bacterial/viral/fungal infections

CRS/MAS or IEC-HS

Parvovirus

HHVé6, JCV

EBV, adenovirus, HSV

(MDS/AML/myelofibrosis)
or relapse

Relapse of leukemia/lymphoma

Other rare hematologic diseases,
myeloid diseases, PNH,
autoimmune processes

Rejeski, Blood 2023

Complete blood count (CBC),
reticulocyte production index
(RPI), peripheral blood smear

Serum levels
Blood cultures, CMV PCR,

procalcitonin, CD4" T-cell, IgG,
B-cell levels

Serum ferritin, triglycerides

Parvovirus B19 PCR

HHV$, JCV PCR blood/CSF
PCR

BM aspirate, biopsy, flow cytometry,
immunohistochemistry,
cytogenetics, NGS

Flow cytometry peripheral blood /
bone marrow, including B-cell panel

Myeloid panel, GPI-linked structures,
direct antiglobulin test (DAT)



Efficacy and Safety of CD34+ Stem Cell Boost for
Delayed Hematopoietic Recovery After BCMA
Directed CAR T-cell Therapy

Etude rétrospective 3 centres US

n= 101 patients CART anti BCMA pour
MM Rec/ref. med 63 ans

n=19/101 ont recu un greffon de CSP
congelé pour cytopénies persistantes
93% CRS mais 1 seul grade 3

78% ORR a J90 dont 50% RC

Davis et al; Transplantation and Cellular Therapy 2023

n=19

Prior CAR T-cell dose (cells x 10°)

Idecabtagene vicleucel n=18

425.2 (372.1-496.4)

Ciltacabtagene autoleucel, n=1

48.5

Stem cell boost dose (CD34+ cells x 10°/kg)

2.75 (1.76-7.38)

Day of stem cell boost post CAR T infusion 53 (24-126)
Day of engraftment after stem cell boost
Neutrophils 14 (9-39)
Hemoglobin 23 (6-34)
Platelets 17 (12-39)
Indications for stem cell boost
Pancytopenia 13 (68%)
Pancytopenia and infection 2(11%)
Anemia and thrombocytopenia 2(11%)
Thrombocytopenia 1(5%)
Neutropenia 1(5%)
Transfusion needs after CAR T
PRBC transfusion > 7 days 15 (79%)
Platelet transfusion > 7 days 15 (79%)
Days of G-CSF after stem cell boost, 10 (0-28)
median (range)
TPO agonist use after stem cell boost 11 (58%)

IVIG use after stem cell boost

7 (36%)
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Control of acute myeloid leukemia by a trifunctional NKp46-CD16a-NK
cell engager targeting CD123

CD123-NKCE
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Dual antigen—targeted off-the-shelf NK cells show
durable response and prevent antigen escape in
lymphoma and leukemia

Frank Cichocki, Blood 2022

iPSC

3 voies d’action



Inject i.v. (+ IL-2

::‘ +/— ritux.)
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Quadruple gene-engineered natural killer cells enable multi-antigen targeting for durable
antitumor activity against multiple myeloma

Triple Gene-edited iPSC Platform

High-affinity, i Membrane-bound : cD38
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Cichocki, Nat Commun 2022
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Base-Edited CAR7 T Cells for Relapsed T-Cell
Acute Lymphoblastic Leukemia

mRNA encoding
base editor

Wiy,
Mg | "

!
'

Py,
Qe

Single guide (sg)
RNAs that

mRNA encoding
base editor

and CD52

« Electroporation creates temporary
pores in plasma membrane

« sgRNAs and mRNA pass through
pores in membrane

Translation of base-editor mRNA
into base-editor protein

~ target TRBC, CD7,

Base-editor protein
gRNA
> UGl
AJ'\./ A :-C *-O r\.l.\.
Deamination enzyme/
C +Ton the
Opposite Strand

L

(S0 G ~~ A on the

C T on the Coding Strand Coding Strand)
T 1

r 1
CGA = Arg CAA = Gin

CAG = Gln TGG = Tryp
¥ ¥ ¥ 4
TGA TAG TAA TAG
TGA

TAA
1

 Ablation of TRBC, CD7, and CD52 expression )

Premature Stop Codons 3 Gene Knockout

\\ //
V

in the allogeneic T cell results in:

‘ Risk of graft-versus-host disease (because
no T-cell receptor)

lCAR T-cell fratricide (because no CD7)

Resistance to depletion by alemtuzumab
(because no CD52)

Lentivirus containing DNA encoding
chimeric antigen receptor that
recognizes CD7 (CAR7)

Transduction

Quality control T =

and infusion ! cn7

\C,
CARTcellkills (~.,,/
tumor leukemia cell

Great Ormond Street Hospital,

Londres

base editing:inactivation des genes CD52 ,CD7 receptors et 3
chain eu af T-cell receptor pour échapper a la serothérapie
lymphodepletante, CAR7 T-cell fratricide, et GVH
respectivement

Robert Chiesa et al. for the Base-Edited CAR T Group, NEJM Sept 2023



A Enrollment, Tr , and Follow-Up

Screening of patients (enrollment and consent)

ll—E’nphDde pletion
|

Single-Dose Infusion of BE-CAR7 T Cells

and treatment of
complications
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Patients in the study received
lymphodepletion with fludarabine (150 mg
per square meter of body-surface area),
cyclophosphamide (120 mg per kilogram of
body weight), and alemtuzumab (1 mg per
kilogram) followed by infusion of 0.2x106 to
2.0x106 BE-CAR7 T cells per kilogram (with a
maximum of 5x104 per kilogram of TCRap+ T
cells, to limit the risk of GVHD).

inclusion: 1 enfant LALT rec/ref
pas d’atcd de GVH

pas d’infection active severe
pas d’Ac anti HLA anti CART B7



A Cytopenia (Patient 2)
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F Minimal Residual Disease (Patient 3)
B PCR M Flow cytometry
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Pt 2 décédé d’IFl (candidémie +
aspergillose), grosse masse tumorale

Pt 3 obtention d’'une RC3 (atcds de 2 allo,
2de rechute MO + SNC), allo 3 apres CAR
B7

Proof of concept

Tres cytopéniant, IMS+++
CRS, ICANS+

nécessité d’allo



UCART19, a first-in-class allogeneic anti-CD19 chimeric antigen receptor T-
cell therapy for adults with relapsed or refractory B-cell acute lymphoblastic
leukaemia (CALM): a phase 1, dose-escalation trial

n=25, 37 ans med, follow up 12.8 mois,
72% atcd allo

80% CRS dont 25% gr 3-4

2 GVHa grade 1

28% infections gr 3 ou +

LD: fludarabine (30 mg/m2/j x 3 j) and cyclophosphamide (500

mg/m2 /j x 3 days) +/-alemtuzumab (1 mg/kg or 40 mg or 60 m
sur 5 days) . UCART19 6x 106, 6-8 x 107, or 1-:8—2-4 x 108 totz:

ORR 48%, med PFS 2.1 mo, OS 13.4 mo

Résultats des CART anti CD19 autologues LALB adulte

85% 71%

48%

CR 69%
EFS 2 ans 31-49%

CTLO19 AUTO-1 KTE-X19

med RFS 11.6 mo med EFS 6 mo

MSKCC19-282

83%
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Ruben, Lancet Haematology 2022



Hematopoietic stem cell aging and leukemia
tra nSfO rm atiOn Patricia A. Colom Diaz, Blood 2023
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Senescence”

Limitless replicative
potential

P ial Targetable Mechani
‘{A and N. A
A Proteostasis
ex. HSF1 (48, 49]
Translation
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m

ex, IGF28P2 [52, 53]

Metabolic requlatian
ex. Venetoclax [92-94]
Mitechondrial functionfoxidation
ex, MitoQ [101], IGF1 [15]

Chromatin modifications
ex, CITED2/CBP/p300 |38, 46, 47]

Inflammatory molecules

ex, IL-1[65-67, 70, 71), IL-6 [68, 69]
Microbiome

ex. fecal transplant [73, 75, 76]
Depletion of senescent cells

ex. senolytics (ABT263) (81)

ex. p16/INK4a targeting [83]

Mice
(C57BL/6) 2.6 mo.
Humans
20-30 yrs.
Young HSCs

* Robust function*
* Lineage-balanced
hematopoiesis*

10-14 mo.
[ ]

M

38-47 yrs.

Middle-Aged HSCs

Impaired function®
Myeloid-biased hematopoiesis”
Phenotypic HSC expansion*
Mitochondrial dysfunction”
Partial rejuvenation by
circulating factors”

18-24 mo.

)

56-69 yrs.

Old HSCs

Impaired function*
Myeloid-biased hematopoiesis*
Phenotypic HSC expansion*
Mitochondrial dysfunction”

No rejuvenation by circulating
factors”

Susceptibility to pathologies*

Donor CHIP=safe
Kim, Haematologica 2023

CHIP donneur
GVHc et dim rechute
Frick..Frederik Damm, JCO 2019

CSM pro infla augm GVH dim rec
N De Isla (journée scientifique SFGM 2023)



Impact of Donor Age on Allogeneic Hematopoietic Cell Transplantation Outcomes in Older
Adults with Acute Myeloid Leukemia

Diminution rechute MUD

Aug NRM MUD
période 2011-2015

A 100 {

e Incidence, %

Rechute 5 ans
35% MUD vs MSD 41%‘%
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Relapse HR 0.86
NRM (2011-2015) HR 1.24

NRM (2016-2018) HR 0.78

Chronic GVHD HR 1.18
DFS HR 0.92
0s HR 1.02
5-year Relapse 35%
5-year DFS 44%
Relapse p=0.0057

MSD (n=1720)
- == = MUD (n=2924)

p=.003

Adjusted Cu
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B 100

80

60

N = 2948

95% Cl, 0.77-0.96
95% Cl, 1.04-1.49

95% Cl, 0.64-0.96
95% Cl, 1.08-1.29
95% Cl, 0.85-1.01

95% Cl, 0.94-1.12

95% Cl, 33%-37% 41%
95% Cl, 42%-46% 41%
Mon-Relapse Mortality p=<0.0001

MSD 2011-2015 (n=807)

— = = MUD 2011-2015 (n=1609)
—— = MSD 2016-2018 (n=813)
--------- MUD 2016-2018 (n=1315)

HR 1.00
HR 1.00

HR 1.00
HR 1.00
HR 1.00
HR 1.00

95% Cl, 38%-43%
95% Cl, 38%-43%

_ Younger MUD (<35) Older MSD (>50) m

N =1736

0.005
0.016

0.017

0.0002

0.073

0.607

0.003
0.045

CIBMTR 2011-2018

R LAM>50 ans n=4784 (62 ans)
MSD >50 ans n=1736 (60 ans)
MUD<35 n=2948 (25 ans)

MUD: - de MAC, - de DF pour RH, + de
CMV D/R -/+, + de moelle, +
d’ATG/alemtuzumab

MUD jeune > MSD agé
LAM haut risque

NRM 5 ans (période 2016-2018)
17% MUD vs MSD 20%

p=NS

M Abid, Transplant Cell Ther 2023



Younger haploidentical donor versus older
matched unrelated donor for patients with
AML/MDS

Jeune Haplo > MUD agé
HD-CyPT «classique»
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CIBMTR, Marcoux Am J Hematol 2023

Choosing Between Older Matched Sibling Donor and
Younger Matched Unrelated Donor in Allogeneic
Hematopoietic Cell Transplantation: Comparison of
Clinical Outcomes in Acute Myeloid Leukemia and
Myelodysplastic Syndrome

Monocentrique LAM/MDS, greffon CSP
n=85 MSD >60 ans vs 292 MUD <30 ans
score propension

Devenir idem <(—)

choisir le + rapide et + simple

Pereira, TCT 2023



QUE NOUS RESERNE L'AVENIR. ?




