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Intermediate/high-risk AML:

sty Ay = =

the need for novel induction strategies

The frontine therapy of fit acute myeloid
leukemia (AML) patients is the induction
chemotherapy regimen

The first line remission rate of non-low risk AML
is ~50%

Novel induction regimes are under investigation:
the combination of  venetoclax and
chemotherapy is emerging as a promising
approach (FLAG-IDA+Ven)

DiNardo et al. Leukemia. 2025

DiNardo et al. Am J Hematol. 2022

DiNardo et al. JCO 2021
Rausch et al. Leukemia. 2023

ELN 2022 risk stratification

Risk category

Cytogenetic abnormality

Mutation

Favorable

Intermediate

Adverse

1(8:21)(q22:922.1)/RUNX1-RUNX1T1
inv(16)(p13.1g22) or t(16;16)(p13.1,q22)/CBFB:MYH11
1(9;11)(p21.3;923.3)/MLLT3:KMT2A

Cytogenetic and/or molecular abnormalities not classified as
favorable or adverse

1(6:9)(p23.3:q34.1)/DEK::NUP214
t(v;11923.3)/KMT2A-rearranged

1(9;22)(q34.1:q11.2)/BCR::ABL1
1(8;16)(p11.2;p13.3)/KAT6A::CREBBP

inv(3)(q21.3926.2) or t(3;3)(q21.3;q26.2)/ GATA2, MECOM(EVIT)
t(3926.2;v)/ MECOM(EVI1)-rearranged

=5 or del(5q); ~7; =17/abn(17p)

Complex karyotype, monosomal karyotype

Mutated NPM1,without FLT3-ITD
bZIP in-frame mutated CEBPA
Mutated NPM1,with FLT3-ITD

Wild-type NPM1 with FLT3-ITD (without
adverse-risk genetic lesions)

Mutated ASXL1, BCOR, EZH2, RUNX1,
SF3B1, SRSF2,STAG2, U2AF1, and/or
ZRSR2

Mutated TP53

Dohner et al. Blood 2022



XIX cousresso
SIES2026.: =8 .

A Safety Run-In and Phase 2, Open-Label,
Multicentre Study investigating Safety,
Tolerability and Effectiveness of
venetoclax add in combination at
fludarabine, cyratabine and idarubicine
(FLAI) in induction therapy of new onset
Non-M3 Acute Myeloid Leukemia

e e L e .;.mﬁup-:# Pt

The V-FIRST (GIMEMA AML1718) trial

Venetoclax/fludarabine, cytarabine, idarubicin (V-FLAI)
Study design

Part 1
Cohort 1
FLAI + VEN
400mg Part2
) (22 pts) Expansion
inter at lower
v * e _y, | ffctive
Safety runin SV Part 1 g 4 coss fevel
Cohort 2 Cohort 2 (55 pts)
ongoing
FLAI + VEN FLAI + VEN
600 mg 600 mg
(6 pts) (23 pts)
Phase | Phase Il V_FlRST

clinical
trial

Patient population and treatment

Inclusion criteria

1.2 18 and < 65 years old
2. New onset AML

3. Non-low-risk ELN 2017
4.ECOG <2

CR: Center-specific consolidation and
HSCT as soon as possible

PR: V-FLAI n
SD: EOT

119 patients
Median age 55 years (18-66)
ELN 2017 high-risk 57 (46%) Qg

fondazione GIMEMA®

18 Refractory cases (21%) RR
26 Relapse cases (27%)

Response

Overall n=119
Failure
PR
o K
CRilp
CCR
80%
CR

)
Survival
1o0%

Strata == Al
5 N
i
2
I o,
: =
@
8
5% | Median OS
32 months
12 months OS
65% (57%, 74%)
2 24 Months 3 o ©
s
- R ® “
a
0 2 Months 3% ©

adjusted from Marconi et al. Blood Adv. 2025
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Genetic and transcrlptomlc analyses of the V-FIRST cohort

AML&'WPB (n=111) Bulk DNA sequencing
N Myeloid Extended Solution (SOPHIA Genetics) }

SN p=) . SNVs
R Qz?é} [ . CNVs

Single cell DNA-seq
CD34* or scMRD AML panel, Tapestri (Mission Bio):  Clonal evolution
AML BM (n=4) oD117+ 78 - . :’ X s ) _
< j genes (hotspo ﬂ <
\ . %%@{ 17 surface lineage markef/,v'y . )
{9} T fj Cell states and differentation
Tapestri pipeline

% 4
o 0-0-0O0-0

® Single cell RNA-seq
Dx  RR

Expression profile

o cci HENE" NEEEN
o cci2 EN HEEN

Chromium Next GEM

j& Single Cell 5" v2 (10X)
{L\éj} {§} |:> Annotation: |:>

o ceis [N
@ @ BoneMarrowMap T ceinll O
GSE116256 (SingleR) Clustering and cell Gene expression

STCAT type identification and signatures
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The mutational landscape of the V-FIRST cohort
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The current AML r|sk cIaSS|f|cat|on for mtenswely treated
patients is not predictive of clinical outcome to V-FLAI

Chemotherapy regimens Less-intensive therapies
ELN 2022 == Favorable ~ Intermediate =+ Adverse ELN2017 ~+ Intermediate =+ High ELN 2024 (Dohner) == Favorable =+~ Intermediate == Adverse
- . L L

Iy \ ‘\q_
g ey =% -
= A £ L G ] '
3 T 3 \ 2 1 R
@ b, [ 1 @© .
8 — 3 . E \
& s & o S & — S—
%) (7 . L PE—— v —
© " p=03 O ™ p=0.0019 L O ™| p=0.004 | N

Months Months Months
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Patients carrying mutations in IDH1/2 splicing/epigenetic
regulators and signal transduction genes respond to V-FLAI

Response (cycle 1+2) Overall survival
Multivariable Logistic Regression rspssv,ssg!scs,os;ag?staz) IDH1/2 - WT
Model A MUT
OR 95% Cl p-value Z - £~
Signal transduction genes 1.04 0.39,2.93 >0.9 § " 3 "
Epigenetic modifiers 1.96 0.57,9.07 0.3 g iﬁ
Spliceosome genes 1.91 0.43,13.6 0.4 8 | p=0.084 O | p=0.051
MECOM-r 0.03 0.00, 0.26 0.005 PR— = = : - v—
CEBPA-inframe-bzZIP 0.73 0.09, 15.5 0.8
FLT3-ITD 191 0.29, 37.9 0.6
NPM1 (FLT3-wt) 0.57 0.17, 2.07 0.4 Epigenetic modifiers Signal transduction
IDH1/2 142 0481 487 05 - \‘ (ASXL1, BCOR, EZH2) - (NRAS, KRAS, FLT3, KIT, PTPN11)
KMT2A-r 1.22 0.25,8.97 0.8 z z L
Monosomy 5/DEL5q 0.23 0.08, 0.69 0.008 g 5
Monosomy 7 0.23 0.05, 0.94 0.039 g g
TP53-mut/del 0.23 0.08, 0.66 0.007 8 | =04 8 | peo17

JMonths ’ i ) ’ Monthsj
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Single-cell RNA sequencing reveals dynamic remodeling of
leukemic blast states during AML R/R to V-FLAI
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Single-cell RNA sequencing reveals dynamic remodeling of
leukemic blast states during AML R/R to V-FLAI
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Clonal and differentiation trajectories driving R/R

#4512 cAs #1903 | #2780

® TP53 p.M2461 ® PTPN11p.G503E
o CALR p.K385Nfs*47 ® TP53p.s241Y o SRSF2 p.P96S
* NRASp.Q61R <
® FLT34TD Wildtype
Wildtype
Dx  V-FLAI(1cycle) ~ Consolidation Relapse Dx V-FLAI (1 cycle) Refractory Dx V-FLAI(fcycle)  Consolidation  Alo-HSCT Relapse
BMM_pDC_like O O @ o o O o O ® o Value_z
BMM_cDC_like O © o @ o 0 o . o © [ B
BMM_Monocyte_like o Q) o O (@) . o O @ 0 !
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V-FLAI resistance is associated with immune compartment
reshaping and T-cell exhaustion
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Promising outcome of patients with mutations in signal transduction genes, splicing and epigenetic regulators

Disease persistence and poor prognosis in TP53-mutated and MECOM-rearranged cases

TP53 == WT MUT

100% ‘\

50%

0S probability

=0.0029
0%
= P % ps %
Month:
. =| 89 60 50 19 4 0
s |22 9 5 2 0 0
0 12 24 36 48 60
Months

Median OS: 11 months (7, 20)

Overall survival probability (%)

Median overall survival by treatment type

100
90 . "
Median OS Median follow-up
80 Cohort (95% Cl), months (Q1, Q3), months
70 - VEN + HMA (n = 94) 7.4 (6.0,8.8) 6(3,9)
60 - IC (n=135) 9.4(7.2,10.4) 7(4,13)
50 HMA (n = 141) 5.9 (4.3,7.5) 5(2,11)
40
304
20
10
0 =
T T T T T T T T
0 12 24 36 48 60 72 84

Months since first dose of 1L AML therapy

94(0) 13 (60) 0 (66) 0 (66) 0 (66) 0 (66) 0 (66) 0 (66)
135(0) 37(76) 14 (93) 5 (98) 1(101)  1(101)  1(101)  0(101)
141(0) 32(100) 8(121)  3(125) 0(127) 0(127)  0(127)  0(127)

Daver et al. Ann. Hematol. 2023



Xlx CONGRESSO
% NAZIONALE
¥,

SIES2026 -

Conclusions

Promising outcome of patients with mutations in signal transduction genes, splicing and epigenetic regulators
Disease persistence and poor prognosis in TP53-mutated and MECOM-rearranged cases
Lineage skewing contributes to V-FLAI resistance

V-FLAI shapes the T cell response that is weakened at R/R

Cllnlcal benefit Re-definition of AML patients’ risk

/ bl

AL & \\\ Converging mechanisms of
p Poor outcome Venetoclax and FLAI resistance
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