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Increasing frequency predicta ble CONGRESSO NAZIONALE AIEOP | ROMA, 22-24 Settembre 2025

Observed survival by 5-year period of diagnosis
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Yoar of Follow-Up

0.8%— 6.3% survivors
5-11% post solid tumor

1-5% post leukemia

2400 new diagnosis paed/year in ltaly
84% survivors

16-127 pz tMDS/AML 3-7 years post front line tx

Pession et al, Int J Cancer 2024, Sharma et al, BMT 2021, Locatelli and Strahm, Blood 2018
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John et al, Blood advance 2025
s



Locatelli, Strahm 2018, How do | treat concresso NAZIONALE AIEOP | ROMA, 22-24 Settembre 2025

e CIBMTR e EBMT adults and kids OS: 30%

e Paeds only OS 13-20%

 Short time between dx and HSCT improves outcome
For induction chemo only if >20% blasts

*  Frequent post HSCT chimerism monitoring to drive early IS tapering
and potential DLI



Gassas et al. 2018

(UK)

Imamura et al.
2018 (Japan)

Sharma et al. 2021

(USA, Europe,
Australia)

Multicenter
retrospective
2000-2016

Multicenter
retrospective
2000-2013

Multicenter
retrospective
1995-2017

36

43 (33 AML)

401 t-MNs
(AML/MDS)

FLAG # idarubicin
+HSCT

Chemo; Allo-HCT in 32
pts

HSCT

5-yr OS 33%

7-yr OS 39% ;
allo-HCT 79% vs
12%

5-yr OS 40%;
DFS 33%

HSCT feasible but high TRM main
cause of death

allo-HCT in CR key for survival

Large cohort; HSCT can cure
subset; survival better in CR and
with matched donors
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Event Free Survival by Conditioning Intensity

. No survival benefit RIC vs MAC

. Drop in EFS RIC post 1st year —> MVA
severe aGvHD and TBI based MAC worse
EFS

. MVA: Complex karyotype and MDS—>
worse EFS (no pre HSCT chemo?)
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Sharma et al. 2021 BMT
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D
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Cumulative Incidence of Relapse by Conditioning Intensity Cumulative Incidence of Non-Relapse Mortality by Conditioning Intensity
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—RIC = MAC RIC  — -MAC

CIR 42% RIC vs 35% MAC (ns)
NRM 31% RIC vs 24% MAC (ns), MVA year HSCT <94 and severe GVHD

Sharma et al. 2021 BMT



Which HSCT? CONGRESSO NAZIONALE AIEOP | ROMA, 22-24 Settembre 2025

e Probably reduced toxicity but not reduced intensity
e No TBI
e Be careful with inducing allo effect to enhance GvL as you might pay w

e Does this depend on genetics?

Granulocyte transfusion during cord blood transplant for
relapsed, refractory AML is associated with massive CD8* T-cell
expansion, significant cytokine release syndrome and

e What do we do with pre HSCT bridging?  inauction oraisease remission

Roisin Borrill, Kay Poulton, Laura Kusyk, Amy Routledge, Denise Bonney, Ramya Hanasoge-Nataraj,

e And post HSCT?
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Cases
n (%)
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Bl Coding Variants 1
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Primary MDS tMN 0 5 10 15 20

Number of Mutations

Median of 28 somatic mutation per pts, some hyper mutated cases (PMS2 or MSH6)
Most commonly altered pathways Ras/MAPK

Germline mutations in 15% (vs 8-10% in other groups of paeds with cancer).

TP53 mutated (somatic, germline or mosaic) in 18%.

No germline mutation in RUNX1/GATA2/SAMD9/9L

Mutational signature: cisplatin (4 cases) thiopurine (5); clock like(8 cases), MMR (2 pts)

Schwartz et al, Nat com 2021
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Chromosomal rearrangement in 70% of pts.

KMT2A most prevalent (60%)

Deletion or CN/LOH chr 7 (35%)

other in frame fusions involving NUP98 and ETV6 or RUNX1.

Complex karyotype associated to higher disease progression (MVA, HR 2.17)
43% of pts had MECOM high expression especially in KMT2A pts

e
SJ016494 SJ030799 SJ040265 ) SJ030441 SJ030708

H&E

MECOM [ 77as 7 1

Schwartz et al, Nat com 2021
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Clonal evolution CONGRESSO NAZIONALE AIEOP | ROMA, 22-24 Settembre 2025

Clonal evolution evaluable in 37 cases ( only 3 cases clonal related to primary disease)

Somatic variants mostly arose after cytotox therapy up to 748 days prior to morphologic tMN
No somatic p53 clone in the pre treatment samples (different from adults)

ALL Remission Remission tMDS

tAML
Day |-961 Day 1—706 Day |-241 Da\yl -78 Day .5l 0

KMT2A-MLLT10
SJ005142 [ PLIN3 | KRAS.G13D[ SMYD1 |

Schwartz et al, Nat com 2021
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+ FLT3 inhibitors + MCL1/BCLAL inhibitors \Cz

+ menin inhibitors

BH3 profiling

Consider
- patient clinical status =
- disease burden

N

t-MDS-AML

Masetti et al, Blood Advance 2024




Brldglng tO HSCT CPX351 CONGRESSO NAZIONALE AIEOP | ROMA, 22-24 Settembre 2025

Liposomal combination of cytarabin and daunomycin 5:1

A
Primary disease
28years  cpx.351 CPX-351 Decitabi Vg;te toctlf'lx
: - - ecitabine  +Cytarabine
Pat1 Osteosarcoma = >0 »O——sk—> HCT(1s) —k— 5 ——>®—> HCT@™) TAlve
o Surgery Surgery
5.1 years _Decitabine x 2 CPX-351 CPX-351 CPX-351
Pat2 osteosarcoma Y D > »OL0 :‘.—»*—».—» HCT —  »
Alive 7 pads
Pat 3 EIEE 5.2 years > CPX-351 »O CPX-351 »O * Decitabineb. FL::’G 5 medlan tlme from
ea .
2 weaks 1st malignancy to MDS
Patd N blasto 15.0 years > CPX-351 »O+@ R HCT
euroblastoma > » Alve 17 years
4.6 years CPX-351 CPX-351 2 weeks 10 monthly courses of Azacitidine
Pat 5 T-ALL - N »O—> @ >  HCT ly cour. itidi ->
Alive
pat § CDL syndrome CPX-351 .. Gilteritinib .o S Gilteritinib (day +100)
MDS—AML i e e Alive
Venetoclax+
AML with MDS- CPX-351 _ ~ Decitabine _  Venetoclax R
Pat 1 related changes i i -8 51 Alive
P> Diagnosis of myeloid neoplasm @ No response (NR) © CR with incomplete hematologic recovery (CRi)
Osteosarcoma relapse () Partial response (PR) @ Complete remission (CR)
* Progression or relapse

Hu et al, Blood advance 202
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Augment 101 study NCT04065399: Revumenib

KMTZ2Ar acute leukemia
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2021 to 2023, N= 94 patients (1.3-75yrs)
Grade >3 AE - S

ﬂ—lﬂﬂﬂ’@%/@

Menin @ Leukemia

Y e WIEIS S 7

febrile neutropenia (37.2%),
differentiation syndrome (16.0%),

QTc prolongation (13.8%).

CR/CRh rate 22.8% (95% Cl, 12.7 to 35.8)

Gene transcription ON

Menin inhibition with revumenib

OR rate 63.2% (95% Cl, 49.3 to 75.6), Revumenib

with 68% pts having no detectable residual disease. wr o CCTZD

6 pts post CART P , o
13 paediatrics i Diﬁere:ﬁa;m

Apoptosis

5 pts maintenance post HSCT i
|Ssa, JCO 2024 Gene transcription OFF
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31 pts, 9 sMDS/AML

cet 1]

B Ven + chemotherapy

[ Ven + hypomethylating
Ven monotherapy

[ JHSCT

X Death

& Relapse

© Not evaluable

@ Complete response

@ Partial response

@ Non response

10
Months after the start of venetoclax combination

Masetti et al, Blood Advance
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Magrolimab functions by inhibiting CD47, a
transmembrane protein expressed on both normal
and cancerous cells. CD47 interacts with signal
regulatory protein alpha (SIRPa) on macrophages,
transmitting a "don't eat me" signal that prevents
phagocytosis.

Figure 2. Overall survival (final analysis).

Probability of overall survival (%)

cndaBRE8REGBRBRSFIBREES

CONGRESSO NAZIONALE AIEOP | ROMA, 22-24 Settembre 2025

+ Censored

Magrolimab +

Placebo +

venetoclax + azacitidine venetoclax + azacitidine

(n=189)

(n=189)

Deaths, n (%) 84 (44.4) 70 (37.0)
Median OS (95% Cl), mo 10.7 (8.7-14.9) 14.1 (9.7-NE)
HR (95% CI) 1.178 (0.848-1.637)

P-value

0.3276*

-+ Magrolimab + venetoclax + azacitidine (n = 189)
-+- Placebo + venetoclax + azacitidine (n = 189)
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The ENHANCE-3 study’s discontinuation follows an independent DTC assessment of
topline overall survival (OS) results. Analysis indicated that magrolimab plus azacitidine
and venetoclax resulted in futility and an increased risk of death (infections)

W2oSRRAZe1 | OWoREd - Moo X0 wcme A e i Wiy

Daver, Blood 2025
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Cell detection and classification Integration and drug response scoring

Cell type classification Viability prediction Relative blast and healthy Inhibition scoring by
cell fractions on-target specificity
for each treated condition
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24h drug treatment of BMNCs/PBMCs . I *og
Blast and T-cell staining _I _— -_—
High-throughput imaging 1 (il
B
Kinase inhibitors Chemotherapeutics cD33 CD33* CD3* Negative
(n=44) (n=29) staining panel Viable Dead  Viable Dead Viable Dead
FLT3 inhibitors  Ped-AML first line therapy (n=13) =~ e
MEK inhibitors n=4 n=8 Cytarabine combinations L
e i CD33-PE
Other RTK Other _ _
inhibitors S_hfg\otherapeutlcs CD117 CD117* CD3* Negative
n=6 staining panel Viable Dead Viable Dead  Viable Dead
5 - H .
Other
kinase 106 compounds
inhibitors 9 combination51¢ '/ | Other metabolic CD34 CD34* CD3* Negative
n=26 ' inhibitors

n=12 staining panel Viable Dead Viable Dead Viable Dead

4‘ . Protein degradation (n=9)
Ret|n0|ds . ——inhibitors _
n=4 - '

Other ( i .

Other BET S;?ge;netic ﬂ‘;tiat:’gg cD13 CD13* CD3* Negative
(n=6) Other inhibitors inhibitors (n=16) staining panel Viable Dead Viable Dead Viable Dead

cell-death  Venetoclax | n=3 n=4 > 7 (n=4) -

signaling combinations HDAC ”‘9

n=4
Cell-death signaling Epigenetic compounds
(n=8) (n=12)

Haladik et al., 2025, Cell Reports Medicine
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e RELAPSE 3 wooks 3 weeks 3 weeks 3 woeks 1
BMorPB
transplant h * % 5 08
Tapered 15t 2nd 15t 2nd w || 5
immunosuppression | Standard | Standard CIK CIK CIK g 0.6 50% Molec+Cytog
and chemotherapy ou ou infusion infusion infusion = + + : A
only if needed (Tx10%Mg) (1x10%hg) g 0.4
g
74 pts, 15 peads, 7% severe aGVHD , sl (.. s SO, oot
i .
10% cGVHD mod/sev o 1 2 3 4 s 6
N at risk Years from first DLI
More recently 2 pts with s-MDS/AML treated with CIK pematologic 25 3 2 2 2 2 0
only prophylactic post HSCT i R ’ E ’ ’ 4 .
Maintained long term remission, but overall data on
haplo CIK post T replete haplo still needs evaluation as of
GVHD risk

Introna et al, BBMT 2017
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“ Iy CAR per M DS/AM L’? CONGRESSO NAZIONALE AIEOP | ROMA, 22-24 Settembre 2025

Base edited, allogeneic CD33 CART, London ongoing
Non viral, allogeneic Dual CD33-123 CARCIK, Monza 2026
Non viral, allogeneic CD123 CARNK, Rome 2026

Viral, allogeneic DKO CD45/TCR CART, London/Madrid/Monza 2027

pes DKOUnt DKOCD45CAR1 DKO CD45CAR1 DKO CD19CAR
5x108 2x108 5x108 5x108
Day 12 1
Pre-treatment ‘ .

Day 21

Day 36
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GdL sindromi mielodisplastiche

At dx: collect pre dx and dx samples + germline for clonal reconstruction

At dx: drug screening for pre or post HSCT use

Attempt for pre HSCT chemo aiming for better disease control Ven or target or CPX
HSCT no TBI, reduced toxicity but not reduced intensity

rather than GVH/GvL push try post HSCT maintenance from drug screening or basec

prospective guidelines implementation
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