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Approved drug therapies in CMML

US FDA EMA
» Azacitidine » Azacitidine, only In dysplastic
» Decitabine CMML with 10-19%

» Decitabine + Cedazuridine  blasts/promonocytes (CMML-2)

» Hydroxyurea: Not formally approved as a “disease-modifying drug” but standard
of care for proliferative CMML with leukocytosis or splenomegaly

» ESAs: may be beneficial in low-risk, anemic patients.

Firenze, 23-24 ottobre 2026
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Hypomethylating agents in CMML.: key clinical studies

RETROSPECTIVE / POOLED ANALYSES

Aribi (2007)
Wijermans (2008)
Costa (2011)
Duchmann (2018)

Coston (2019)

Pleyer (2021)

Mayo (2026)

Drummond (2014)
Santini (2018)

DACOTA (2023)

19
31
38
174

121

949 (412
HMA)
457 (78
HMA)

32
43

170

Retrospective, pooled trials
Retrospective, pooled trials
Retrospective, single centre
Retrospective, multicentre

Retrospective

Retrospective, multicentre

Retrospective, single centre

Phase Il, UK multicentre
Phase Il, single arm

Randomised phase ll|

DEC 69% (58%) 19

DEC 26% (10%) 15

AZA 39% (11%) 12
AZA | DEC 52% (17%) 23
AZAIDEC  41-56% (<20%) 31 (vs 18%)

COMPARATIVE REAL-WORLD COHORTS

HMA vs HU - 20.7 vs 15.6F
HMA vs other Not reported No.S|gn|f|cant
difference
PROSPECTIVE CMML TRIALS
AZA 17% (7%) 16
DEC 47.6% (16.6%) 17
DEC vs HU 63% vs 35% 18.4 vs 21.9

Firenze, 23-24 ottobre 2026

MD Anderson decitabine studies; CMML subset
CMML subset from three decitabine trials
Mixed on/off-protocol azacitidine cohort
Large real-world HMA cohort

Response depends on assessment criteria

Adjusted OS favoured HMA

OS from diagnosis: 35 mo (HMA) vs 23 mo (HU); NS

Dedicated CMML trial; limited activity
Prospective CMML-specific study

First randomised CMML trial: EFS 12.1 vs 10.3 mo
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DACOTA randomized phase 3 study of decitabine £ HY vs HY in
advanced proliferative CMML

CMML Decitabine 20mg/m?/d x5d q.28d N=84 : : :
Primary Endpoint: Event-free Survival
WBC > 13 G/L : :
/ + HY during the first 3 cycles - Disease Progression
- Transformation to AML

>2 criteria: - Death
l\/Iarrovx?glaesTsa5% \ HY N=84

Abnormal K (except -Y)
ANC >16 g/L
Hb <10 g/dL
Platelets <100 g/L
Splenomegaly >5 cm

Or extramedullary localization

OS EFS Cumulative incidence of AML
{ i 2-year estimate  HR (95% ClI
1.0 medllanr:) ,(3]?;/0 Cl) HR(95% Cl) 10 median (95% Cl) HR (95% Cl) y(gs% Cl) o
months 1.0 - . . ;
' - DACarm 184 (13.6-304) 1.08 (0.76-1.54) ; — DACam 12.1(89-199) 083 (0.59-1.16) progresspn or AML transformatpn. DAC arm 38.4 (27.9-48.8) 0.62 (0.41-0.94)
0.8- i HY am 21.9(17.7-27.6) 1 08 ' -==HYam 103 (67-17.9) 1 - progression or AML transformation, HY arm 60.7 (48.5-70.9) 1
¥ e ". === death without progression or transformation, DAC arm 27.5 (18.4-37.4) 1.55 (0.82-2.90)
=t ' 084 .- death without progression or transformation, HY aim  17.4 (9.7-27.0) 1
%)
8 06 (6. < e
— O
5} S :
£ 2 T
3 3 (-
Ko ) 0.4- a 04+ g
o 8 2
a a o
s |\ ¥ ‘@°& . eemme-——-——
€
0.2- 0.24 (&)
| e
00 1 1 1 1 1 I | 1 00 1 | 1 | I 1 I 1
0 8 16 24 32 40 48 56 64 0 8 16 24 32 40 48 56 64
Months from inclusion | Months from inclusion l I I I 1 l l
Natdak s 0 10 20 30 40 50 60
DAC arm 54 a2 & n 20 15 7 8 2 DACarm B84 2 7 25 12 10 6 8 2

e & 2 T o2 @ oo ! e e W O™ % & E & 0 Months from inclusion |tZikSOnRet a|- JCO 2023
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HMAs in CMML: What Can We Expect?

* ORR: approximately 40-50%

* CR: generally below 20%

* Time to response: usually 3—4 cycles

* Median duration of response: approximately 12—18 months

o Survival after HMA failure: often less than 6 months

Higher response rates do not necessarily translate into improved overall survival

Santini V et al. Leukemia 2018;32:413—-418; Duchmann M et al. 2018; ltzykson R et al. J Clin Oncol 2023;41:1888-1897;

Patnaik MM, Tefferi A. Am J Hematol 2024

Firenze, 23-24 ottobre 2026
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Established and investigational therapeutic targets in CMML

T-cell
Lenzilumab Tagraxofusp

Canakmumab

@ JAK
GM-CSF —
* Ruxolitinib "Jb*
e Pacritinib
NLRP3 . ﬁ?;éw
e DFV890 ._| NLRP3*
xk P‘Mb 0 Lires
ro-
72BLC2 ® N
/\ / BRD4/p300
e Venetoclax
Cytosol e EP31670
et e
e Panobinostat
Abgrfant* | Ascorbic Acid
Splicing _ \_/TETZ* tt t Activation
5 T Inhibition
lici L~ ‘:, O5hmC
Splicing DNMT L DNMT 4 /\ Modulation
 H3B-83800 e Decitabine -
Marando L et al Haematologica 2025 e CTX-712 e 5-Azacitidine /s Antibody

Firenze, 23-24 ottobre 2026
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Venetoclax + HMA: a PS matched multicenter cohort study

Age (years), median (IQR)
Gender, N (%)

Female

Male

ECOG performance status, N (%)

0
1
2
3

Hemoglobin {g/dL), median
(HOR)

Platelet {x 10%/L), median
(I2R)
WEBC (x 10%/L), median (KQR)

AMC [x 10%/L), median (IQR)

Peripheral blasts (%),
median (IQR)

EM blasts (%), median (IQR)

Complex karyotype (%),
median (IQR)

CMML subtype, N (%)°
Myelodysplastic
Myeloproliferative

CMML stage, N (%)"
CAMML=1
CMML=2

CP55=Mol, N (%)
Low
Intermediate 1
Intermediate 2
High

Overall
(n =89)

71 (64, 76)

27 (309%)
62 (7088)

7 (13%)
38 (70%)
6 (11%)
3 (5.6%)

10.70 (8.70,
12.20)
93 (51, 155)

13 (7, 34)
3.1 (1.6, 7.0)

1.00 {0.00,
7.00)

12.0 (5.0,
18.8)

6 (7%)

CMML
(n=51)
70 (63, 75)

12 (24%)
39 (76%)

4 (165%)
19 (76%)
2 (8.0%)
0 (0%)

10.30 (8.10,
12.10)

82 (55, 168)

14 (8, 33)

38 (1.7,
7.9)

1.00 {0.00,
4.50)

10.0 (5.5,
14.5)

4 (11%)

23 (45%)
28 (55%%)

18 (35%)
33 (65%)

0 (0%)

& (129%)
15 (30%)
29 (58%)

CMML-BT
(n = 38)
73 (67, 78)

15 (39%)
23 (619%)

3 (10%)
19 (66%)
4 (14%)
3 (10%)

10.95 (9.05,
12.53)

100 (45,
139)
11 (6, 36)

26(1.3,57)
1.00 (0.00,
14.00)

20.0 (4, 47)

2 (8%)

CMML response, N (%)

CB - 6 (12%) -

PMR - 3 (6%) -

OMR - 25 (50%) -

CR - 11 (22%) -
CMML ORR (%) - 90% -
CMML-BT response, N (%)

MLFS - - 8 (23%)

PR - - 4 (11%)

CRi - - 10 (29%)

CRh - - 1 (3%)

CR - - 6 (17%)
CMML-BT ORR (%) - - 83%

CONCLUSIONS

higher response & LFS, but no OS gain
May facilitate bridging to HSCT in
eligible patients

Toxicities & optimal VEN schedule
require further prospective study

Firenze, 23-24 ottobre 2026

100
=
= 0751
®
o
€ 050
S : .
T %®1 p=o0ss ; -
A :
@ 000+ '

0 5 10 15 20 25 30 35 40 45 50
Time from treatment initiation, months
No. at risk

HMAalope123 9 13 B 7 5 5 3 3 8 2
VENLS 2 15 3= 5 4 2 S 9 0 9O

0 5 10 15 20 25 30 35 40 45 50
Time from treatment initiation, months

2> 1007
|8 075
L0
€ 0850] -----fpeeeeee .
. : " . o . i o
? 025+ '
s p=003
‘3 0001, = . . . 4 3 ” :
0 £ 12 18 24 30 36 42 48
Time from treatment initiation, months
No. at risk
HMA4{ 23 10 7 4 3 3 1 1 1
HMA+VEN{_23 16 12 6 . 2 0 0 0
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Tremblay D et al. Leukemia 2025
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Azacitidine Combined With Venetoclax in Patients With Higher-risk Chronic

Myelomonocytic Leukemia (AVENHIR) (AVENHIR)

ClinicalTrials.gov ID © NCT05768711

Sponsor @ Groupe Francophone des Myelodysplasies

Information provided by @ Groupe Francophone des Myelodysplasies (Responsible Party)

Last Update Posted @ 2026-09-29

Brief Summary

Open-label phase Il, single arm, multicenter study with safety run-in to evaluate the
efficacy and safety of Azacitidine combined with Venetoclax in patients with higher-

risk chronic myelomonocytic leukemia

Firenze, 23-24 ottobre 2026

Active, not recruiting ()

No longer looking for participants

Study Start (Actual) @

2023-10-04

Primary Completion (Actual) @

2026-06-16

Study Completion (Estimated) @

2028-10

Enroliment (Estimated) @

44

www.clinicaltrials.gov
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s ABNL MARRO
v

----
.-.-
'-+T.

MDS/MPN
INTERNATIONAL
WORKING GROUP

’5..

ABNL MARRO - A MDS/MPN IWG Study

A Basket Trial of Novel therapy combinations in untreated VIDS/MPN And
Relapsed/Refractory Overlap Syndromes (ABNL-MARRO)

By courtesy of Michael Savona

Firenze, 23-24 ottobre 2026
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Treatment-naive or
Relapsed/Refractory

MDS/MPN
M DS/M P N Signed informed consent

INTERNATIONAL M inclusi lusi o .
WORKING GROUP eets inclusion/exclusion criteria

\AZE
ABNLMARRO-001
001-1: ASTX727 + Itacitinib (JAK1-i) — closed to enrolment - ASH 2026

__ » ABNL MARRO

ol A BASKET STUDY OF NOVEL THERAPY FOR UNTREATED MDS/MPN
AMND RELAPSED/REFRACTORY OVERLAP SYNDROMES

Phase 1b

Treatment-naive

&

MDS/MPN 001-2: ASTX727 + Ruxolitinib (ongoing)

Signed informed consent

Meets inclusion/exclusion criteria 002: Pacritinib ( OngOing)
A 003/4/5: In development

Initial Random Allocation

Treatment-naive or
Relapsed/Refractory
MDS/MPN

Simon Two-Stage Design:
Stage 1

(—E(—

_ Treated with
Intolerant to or failed by & DNMTi

DNMTi therapy Off-Study
End of Treatment & Wash-Out AB N L MARRO 0 01

L e A Phase Ib-Il Trial of Novel Combination
eets inclusion/exclusion criteria
(S
A

My

\

Response Assessment

o

Overall Response
(CR + MR + PR + CB)

e

e Therapies in MDS/MPN patients naive to
o | o therapy or who fail primary therapy with DNMT

AM-001 Arm 1

Simon Two-Stage Design: Stage 2 *

A . 5
S A0t 2] |2 (DNA methyltransferase inhibitors)
T T L AM-001Arm3 | ' §
A A A 2
e R L — | DNMTi Off-Study | &
Depicts a case where all arms proceed simultaneously and have sufficient number of MOYO et al BMC CanCer 2022

responses in Stage 1 to proceed to Stage 2 of the Simon Two-Stage Design.

Firenze, 23-24 ottobre 2026
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steieis ABNL MARRO

MDS/MPN ’. A BASKET 5TUDY OF NOVEL THERAFY FOR UNTREATED MDS/MPN

'-_l .p-.
INTERNATIONAL '-':':?'l".!%."." AND RELAPSED/REFRACTORY CI-\-"EHLAF’ SYNDROMES

ABNL MARRO-002 (PROSPERA)

CLINICAL 5TUDY PROTOCOL

PROSPERA: A Randomized Phase 2 Study of Pacritinib vs. Hydroxyurea in Patients
with Advanced Proliferative Chronic Myelomonocytic Leukemia (CMML)

Main targets of Pacritinib:

* JAK2
* FLT3
* |RAK1 (Interleukin-1 Receptor-Associated Kinase 1)

* CSF1R

By courtesy of Michael Savona

Firenze, 23-24 ottobre 2026
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Targeting GM-CSF Hypersensitivity: LENZILUMAB -

X
. £ 1500
5 ‘moAbv GM-CSF &
i : : @ 1000
2 * Ex vivo efficacy: =
> 500
c
L 2004
Q 0
v 0.01 1 100 10000
KBO0O03 (ng/mi)
0 T
& <&
S
GM-CSF only Phase 1 study of lenzilumab, a recombinant anti-human
~ GM-CS antibody, for chronic mydomonocytic leukemia
80~ 40% . 38 . * Onset of best response
%273: "‘ Ong.oing response |
b4 %(5) . MTD Maximum tolerated dose (in mg)
S 60 o % B Yes
9 g 22 - B Mutated
8 E éé i Not available n=15
"6 40 RIT1 \:é 18 ] I Objective response
- = 181 t Stable disease
.g § 1%5 B No response
§ 20+ 60% SR ORR 33%
. S 87 " . .
o "- e Clinical benefit 27%
0 .;' . 29% 37
73 -
Controls cCMML o -
Patnaik et al. Blood. 2020.

Padron et al. Blood. 2013. Geissler et al. Leukemia. 2016. Solary E. Clin Cancer Res. 2016.
Firenze, 23-24 ottobre 2026
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PREACH-M Trial Design: Molecularly Informed Phase llb

Newly diagnosed CMML
with no prior treatment

Cytopenia
Constitutional
symptoms or
Proliferative CMML

D

NRAS, KRAS,

Lenzilumab with Azacitidine
- s/c Azacitidine 75 mg/m2 d1-5,8-9 or d1-7

PTPN11, NF1,
- CBL mutation

BM sample
sent to central

laboratory for
mutation Confirmed TET2

> - |V Lenzilumab 552 mg days 1 & 15 of cycle 1,
day 1 only of all subsequent cycles

| (continue for 24 x 28-day cycles)
U _

High Dose Sodium Ascorbate with Azacitidine
- s/c Azacitidine 75 mg/m2 d1-5,8-9 or d1-7
, - |V Ascorbate 30 g d1-5, 8-9 or d1-7

- _/

1t mutation
- profiling »

No mutation In

- PO Ascorbate 1.1 g on days where 1V not
scheduled

(continue for 24 x 28-day cycles) |
N 7

~ either category

Firenze, 23-24 ottobre 2026

> Screen fail

By courtesy of Daniel Thomas - modified

Hiwasi et al. ASH. 2024 / Thomas et al. EHA 2025.



Patient ID

@EACH-M: \

* PREcision Approach to CHronic Myelomonocytic Leukaemia
 Ph2 (2022a )

TET2 mut

) >~ AZA+VITC N
((Lownsk) = ey
* "
RAS mut

CONVEGNO FISiM r—
Combination therapy with lenzilumab and azacitidine

\ (High risk) » AZA + LENZILUMAB /

Primary endpoint

ADEO02
ADEO3

BRI08
MELO6

BRI07

BRI15
ADE16
ADEO1
ADE17
MEL19
ADE20

BRI11
ADE23
ADEO09
ADE21
ADE04
MELOS
MEL26
PER27
MEL13

Key Risk Factors
« ASXL1 mutation

« Promonocytes/blasts > 10%
« High WCC

« CBL mutation

i * 20 having evaluable responses within
=) the first 12 months
Transglant * Median number of cycles completed 16

Ea ns;ilant

0 4 8 12 16 20 24 28
Cycles on Treatment

32 36 40

Firenze, 23-24 ottobre 2026

* N =32 (May 2025)

* 55% ASXL1-mutated

* CR41% ORR 95%

» Durable responses (esp in CBL/TET2 mut)

-~ Decitabine

100

-% Hydroxyurea

90 A Lenz+Aza
80 Y W Azacitidine
70 AL LA

60 A

50 P =0.0004

40 Log-Rank (Mantel-Cox)

30
20
10

% Event Free Survival

40
months elapsed

Hiwasi et al. ASH. 2024 / Thomas et al. EHA 2025.

60 80
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CD123 in CMML

CD123*
cell

populations
in CMML

Bone Marrow

Expressed in key disease
compartments’-? g

Present on both CMML
blasts and monocytes?

Clonal pDCs in BM and
tumor microenvironment?

Firenze, 23-24 ottobre 2026

Mean Fluorescence Intensity

4000-

3000-

2000-

CD123
Expression
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[ ] NcT05038592

Phase I/1l Study of Tagraxofusp in Combination With
Decitabine for Patients With

Myelomonocytic/Myeloproliferative Neoplasm and High Risk...

European

Active, not recruiting

No longer looking for

participants

- Phase Il study of standard of care therapy AZA
D
EMSCO o combined with VEN and TAG in patients with

Cooperate Grouy higher-Risk CMML (PATROL)

Firenze, 23-24 ottobre 2026
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ASTX727 in CMML n=33CMML | \seorcan

Pooled Phase lI/lll analysis (Savona et al, 2025) 25 dysplastic / 8 proliferative

MDS, CMML, and AML

Key responses Overall survival Prognostic factors for overall survival
. | Fact HR (95% Cl
Overall response rate T o '2?';’22(25;6 _C)') = , 524
" (CR + PR + mCR + H) 76% - L T R%C—tra:esfusuﬁe ey — B — : 0.168
(25/33) 2 e , (0.046 - 0.613)
B 06 - |
E b e—t CPSS cytogeneticsrisk g ||  0.333
5 Wt Y i . . ; | .
\ | S o < Low/intermediate vs high | (0.073 - 1.509)
Complete remission = |
@/ L 21% S o02- CPSS-Mol —a—— 0427
(7/33) LOW/'I’\t-]. VS |nt-2/h|gh : (0096 = 1906)
00 | A 1 L] 1 1 1 I I l
0 5 1 & W 5 W 3 440 @5 Platelet count —— 0.450
= o o Survival Months >50 vs <50 x10°/L i (0.161 - 1.260)
in d e treannds el:‘scl:n 0S 33 31 27 24 21 16 8 6 3 0 WBC sub !
P 46% W B N # B W W r 5 ¥ 1 type —— 1.387
(212 weeks) MP-CMML vs MD-CMML . (0.436 - 4.409)
(5/11) , , (WBC 213 vs <13 x10%/L) ;
Median OS Median TFS R — —
Responses seen in both 35.7 months 28.3 months 0.01 0.1 1 10
dysplastic and proliferative CMML (95% ClI 20.7 -) (95% Cl 15.8 -) Hazard ratio (log scale)

Br J Haematol. 2025.

l.l.l ASTX727 demonstrates high response rates and durable activity in CMML, DO,

with encouraging long-term outcomes and RBC-TI associated with survival. (Phase Il pooled analysis; CMML n = 33)

Firenze, 23-24 ottobre 2026
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ASTX727 in MDS/MPN Overlaps (AMMO)

ASTX727 — X6 HH:T Y Continue

Any MDS/MPN (excl JMML) d1-5 (/28d) cycles e LINTI]
CMML-2 / blasts 210% progression
CPSS-Mol: INT2/HIGH +HC during C1 only
Adverse cytogenetics
WCC =50 (=30 if symptoms) S Frimary' EP: Best ORR @EE# N
Transfusion-dependency » Secondary: CR/mCR
symptomatic thrombocytopenia PFS/OS/TES
symptomatic splenomegaly WG Safety/tolerability
Severe systemic symptoms (Savona) QoL (pilot MPN-SAF)

Extramedullary disease
Treatment-naive (except HC) (No crossover)
ECOG =2 ) -
Hydruxy::*arbamlda ——tp Continue
Supportive Care HC/BSC

By courtesy of Daniel Wiseman (ASH Oral 2025)

Firenze, 23-24 ottobre 2026
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ASTX727 vs HU/BSC in MDS/MPN Overlap Syndromes (AMMO)

30
/0
60
50
40
30
20
10

0

VAV AV
’1/4'1/0'\/

b

ACTUAL

o

,m“’

%

W

%

TARGET

Chief Investigator - Dr Daniel Wiseman

w’”,"’i”w“’ﬁ’j’w“»“w“m“:ﬁ‘

1st = Oct 22

« ASTX727 vs HU 2:1

* Enrolled 77 patients in 18 months

77t = Apr 24
RECRUITED 7mo EARLY

Results: ASH ORAL - December 2025

Firenze, 23-24 ottobre 2026
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Well balanced across arms (~70% CMML)

ASTX727 HC/BSC TOTAL
n=50 n=26 n=76

—d

Age (y) 73 (63-86) 72 (58-83) 73 (58-86)
Male 30 (60%) 19 (79%) 49 (64%)
CMML 34 (68%) 18 (69%) 52 (68%)
aCML 0 (0%) 1(3.8%) 1(1.3%)
MDS/MPN-RS-T 6 (12%) 4 (15%) 10 (13%)
MDS/MPN-U 10 (20%) 3 (12%) 13 (17%)

Stratification — “Cytoreduction indicated” 37 (74%) 19 (73%) 56 (74%)

parameters: ~_ . .
> 6mo from diagnosis 34 (68%) 19 (73%) 53 (70%)
S Low 1(2.1%) 0 1(1.5%)
f} Int-1 7 (15%) 4 (18%) 11 (16%)
# Int-2 25 (53%) 11 (50%) 36 (52%)
& High 14 (30%) | 337 7 (32%) |37 21 (30%)
Haemoglobin (g/L) 99 (71-158) 97 (59-144) 99 (59-158)
Platelets (x10%/L) 104 (9-1000) 89 (6-543) 104 (6-1000)

*Most already

on prior cyto- —WCC* (x10%/L) 11 (1-67) 22 (3-133) 13 (1-133)

reduction Creatinine (umol/L) 81 (50-197) 86 (38-167) 83 (38-197)

By courtesy of Daniel Wiseman (ASH Oral 2025)

Firenze, 23-24 ottobre 2026




(o)

B

A

(3% 21%

ASTX727
(n=50)

) ¢ +7% (NAEAIRRRRRRRRRRINY
42% |11

36% IIII_IIIIIII

16%
16%

13%

HC/BSC
(n=26)

I
l
111

l
L1

CONVEGNO FISiM

Well balanced across arms (adverse genetic risk) *ﬂ:)

» Typical mutation profile for MDS/MPN
» Well balanced across arms
> Enriched for adverse risk mutations:*

0_10 20 0
ASXL1 IS

TET2 I
SRSF2 I

ASXL1= most common (47%)
TETZ2 under-represented

RUNX1

CBL |-

RAS mutations in 41%(+)
JAK2 mm

SETBP1 I
EZH2 N

NRAS |mmm

KRAS |iE

SF3B1 /7
ZRSR2 |
DNMT3A §
U2AF1 |
TP53
By courtesy of Daniel Wiseman (ASH Oral 2025)

Firenze, 23-24 ottobre 2026




Overall Response
(CR+PR+MR+CB)

Best Response:
*Complete remission
*Partial remission
*Marrow response
*Clinical benefit
eStable disease
*Progressive disease
*Discontinued early
*Missing data

27 (54%) 7 (27%)

10% 1 (3.8%)
2 (7.7%)
4 (15%)
12 (46%)
2 (7.7%)
15%)
4.2%)

(16%)
16 (32%)
2 (4.0%)
5 (10%)

CONVEGNO FISiM

ASTX727 delivered improved response by cycle 6

ASTX727 |HC/BSC TOTAL
n=50 n=26 (n=76)

34 (45%)

6 (7.9%)
6 (7.9%)
10 (13%)
12 (16%)
28 (37%)
4 (5.3%)
9 (12%)

1 (1.4%)

Firenze, 23-24 ottobre 2026

B ciinical beneit

- Complete remession

ORR
54%

Hesponse messemng
- Discontinued earhy

Diseasa prograssion

. Stable dissase

'ORR
27°ﬁ

ASTX727 HC/BSC

By courtesy of Daniel Wiseman (ASH Oral 2025)
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ASTX727 delivered improved survival outcomes
CMML SUBGROUP (DACOTA-E; n=52)

OS 100 4

Median FU: 24mo

ASTX727
24.2mo (18.5-NR)

==
n
L

16.5mo (9.9-NR)
HC/BSC

Overall survival (9%)

a5
HR 0.42 (0.19-0.94)
0.47 (0.24-0.92) mITT P=0.036
0-— ! | 1 | | | | | i ' ‘ —
0 3 ; . 12 15 18 #1227 3 3\ I
Months since Handomisation
Number at risk (number of events)

M0 33ty 30 IFE 2646 0 Z&  20010F 140E 004y S{15 4015  1{15} 015

W0 82 1248 1204 e &M dpop 20N vy @y ey apip e
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Targeting CMML biology: conceptual strategies with oral HMA

RAS pathway dependence

e trametinib (MEK1/2)

e daraxonrasib / RMC-6236
(multi-RAS(ON))

e SHP2 / SOS1 inhibitors
 ERK inhibitors

.

Oral HMA
in CMML \-/’

Cytokine/GM-CSF addition

e lenzilumab (GM-CSFR)
 ruxolitinib, itacitinib
e selective JAK2 inhibitors

 plerixafor (CXCR4)
e magrolimab (CD47)

o CXCL12/CXCR4 axis targeting

Monocyte identity and function

e pexidartinib (CSF1R)
* venglustat (GCase)

Replicative immortality

e imetelstat (telomerase)
o shelterin/ALT pathway

targeting e CCR2 moAb/CCL2 conjugates
Eplgenetlc reprogrammlng
-« Increased antlgenlclty /%% o Inflammatory ecosystem
Metabolic addiction | |« emavusertib (IRAK4)

‘ﬁ/

* dapansutrile (NLRP3)

» anti-cytokine approaches
(anti-IL-13, anti-IL-6)

e jvosidenib (IDH)
e etomoxir, ranolazine (FAO)
e |ACS-010759 (OXPHOS)

Proteotoxnc stress

e bortezomib, carfilzomib
(proteasome)

e ganetespib (HSP90)

Spliceosome stress

e H3B-8800 (SF3B1)
e GSK3326595 (PRMTS)

e combinatorial splicing /
R-loop targeting

Firenze, 23-24 ottobre 2026
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CMML: a disease associated with a dismal prognosis

100

International CMML Consortium

Characteristic N=1832

50

0 50 100 150 200 250
Months

* Life expectancy in CMML varies greatly depending on s

Firenze, 23-24 ottobre 2026

Median age, years (range) 70 (16—-93)

Median survival, months (range) 32 (0-2006)

Estimated survival: <1 year 33%

Estimated survival: >8 years 17%

everal patient- and disease-specific factors

Padron E, et al. Blood Cancer J 2015:5:e333.
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Allo-HCT in CMML.: relapse remains a major challenge

EBMT 2010-2018: 1466 CMML pts / 9366 MDS pts
(transformed to AML excluded)

=
E
(4]
0O
o
a
25 —
Months since allo-H CT
Q I | I i |
0 12 24 36 48 60
CMML: 1466 754 423 271 182 122

MDS: 9366 5032 3212 2261 1610 1087

CMML 5-yr OS: 37%

MDS 5-yr OS: 47%

Probability

T om——

25 —

Months since allo-HCT

0 I | | | |

0 12 24 36 48 60

CMML: 1463 618 355 227 153 100
MDS: 9308 4493 2846 2006 1427 957

5-yr DFS: 31%

5-yr DFS: 42%

100 — p<0.001

— CMML
— MDS
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I | I I |
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5-yr Rel: 27%
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100 p=0.77
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Rovo A et al. Am J Hematol 2024
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Allo-SCT in CMML: recommendations from the EBMT PH&G Committee

CMML

Confirmed diagnosis

l
ETT——

CPSS-mol: High

Yes

}_

Additional disease-
related factors

* Clinical: symptomatic
disease (B-symptoms, skin
involvement, spleen size

extramedullary disease)
* Red blod cell transfusion

£
m

No

[ ]

* Rapidly increasing white
blood cell count (increases
of >10.000 within < 3

months)
«| * Clonal evolution

dependence = 2x month

* Platelet transfusion
dependence = 1x/week

* Bone marrow or peripheral
blood blasts 210%

« TP53 (NPM1, FLT3, AML-

defining mutations)
* Number of mutations

* Relapse or refractoriness to
prior treatment

No

* Rapidly increasing blasts in
thebone marrow or
peripheral blood

* Worsening of cytopenias

Yes

b

Bone marrow restaging

Firenze, 23-24 ottobre 2026

Onida F. et al, Blood 2024
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Risk stratification in CMML: a moving target

CPSS CPSS-Mol BLAST-Mol ICPSS

2013 2016 2025 2026

From fixed clinicogenetic scores — more refined clinical-molecular prediction

Transplant recommendations based on CPSS-Mol should now be
interpreted in the context of contemporary risk models.

Elena et al. Blood 2016; Tefferi et al. Blood 2025: Lanino et al. JCO 2026
Firenze, 23-24 ottobre 2026
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BLAST-mol: A Combined Clinical-Molecular Risk Model for Survival in CMML (N=448)
https://sudheshk.com/projects/blast-model

Figure 4a

1.0~ S — Molecular high risk* — 2 points
1 E;;jzn 74 months (95% CI 58-85) Severe anemia** - 2 pOintS
AUC 0.86 (at 5 years) . . . .
0.8 - RUC 0.50 (at 3 years) Molecular intermediate risk — 1 point
AIC 201 (at 5 yearé} Inpermedlate—rlsk (2-3 points) . . .
S E{[Ziiign 23 months (95% CI 20-239) CIrCUlatlng blaStS 220/0 _ 1 pOInt
06 - e WBC 213 x 10°/L — 1 point
2 i {"‘ 1 Moderate anemia™ — 1 point
= HR 9.1. ;511[:[@2?24??;:1 ]
7)) . .
04 ¥Unfavorable genetic risk factors: DNMT3AMUT:
U2AF1MUT- BCORMUT- SETBP1MUT- PTPN11MUT- NRASMUT.
05 RUNX1MUT- TP53MUT- ASXL 1MUT.
' and adverse karyotype defined by cytogenetic abnormalities
other than sole loss of Y chromosome or trisomy 8
o Favorable genetic risk factors: TET2VUT; PHFGMUT
0 50 100 150 200
Months

**Severe anemia: transfusion-requiring or hemoglobin <8 g/dL for women or <9 g/dL for men
*Moderate anemia: hemoglobin 8 to <10 g/dL in women and 9 to <11 g/dL for men

Tefferi A et al. Blood 2025
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Does allo-HCT improve survival in the molecular stratification era?
Overall survival of 593 Mayo Clinic CMML pts stratified by BLAST-Mol score and transplant status

1.0 -

s, - Dotted lines=transplanted
b - Solid lines=not transplanted
0.8 - Ly
S L E
HETA T
. -
o 0.6 L .
= e e b e
= D -
g Lo—y= '.l'__.'__.'__.'__.'__.'__.'__.'__'_'_
704 -
0.2

BLAST
Intermediate
81 vs 23 mo

BLAST High
50 vs 14 mo

High risk N
N=104 N=31 "]
Median OS: 12m Median OS: 50 m E‘

P<0.01
HR 0.15, 95% CI1 0.08-0.2

Intermediate risk

N=243 N=36 »
Median OS: 23 m Median OS: 81 m ; -

P<0.01
HR 0.3, 95% C1 0.2-0.5

Low risk
Median OS: 66 m  Median OS: NR  #*°
P=0.08 i
HR 0.5, 95% CI1 0.2-1.1 ol
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104 150
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International CMML Prognostic Score (iICPSS): Website

https://icpss-risk.com/

1CPSS Risk Score Calculator

The International CMML Prognostic Scoring System (ICPSS) 1s a molecular-based tool for risk stratification and prognosis in Chronic Myelomonocytic Leukemia. Score

individual patients or entire cohorts.

Lanino L, Hunter AM, et al. Molecular-Based Ecosystem to Improve Personalized Medicine in Chronic Myelomonocytic Leukemia. J Clin Oncol 2026 doi:10.1200/1C0O-25-02116

Single Patient Cohort Scoring

Enter clinical and molecular data to calculate the 1CPSS risk class.

STEP 1 — CLINICAL PARAMETERS

WBC (=10%L) Hemoglobin (g/dL) Platelets (=10%L)

eqg 125 eqg. 102 eqg. 120

STEP 2 — CYTOGENETIC RISK

‘ Low | Intermediate High ?

Classified according to the CPS5 cytogenetic risk categones.
Low: normal karyotype or =Y
Intermediate: any other abnormality

High: complex karyotype (=3 abnormalities), trisomy 8, or chr. 7 abnormalities

STEP 3 — SOMATIC MUTATIONS

Select mutation status for each gene. Use ? for genes not tested — the score will include a confidence estimate.

A5XL1 Unmutated Mutated ? DNMT3A Unmutated Mutated ?
RUNX1 Unmutated Mutated ? SETBP1 Unmutated Mutated ?
TET2 Unmutated Mutated 7 TP53 Unmutated Mutated 7

STEP 4 — COMPUTE

Compute Score

Firenze, 23-24 ottobre 2026

EZHZ

5TAGZ

U2AF1

BM Blast Count (%)

eqg. 4
Unmutated Mutated ?
Unmutated Mutated ?
Unmutated Mutated ?

Lanino L. et al. JCO 2026
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ICPSS: toward individualized CMML risk prediction

A Retrospective cohort
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Optimal timing window for allo-HCT with a iCPSS strategy

iCPSS Risk Class M= Very Low B8 Low “# Intermediate ~# High F8" Very High

Age:56-60 Age:61+

Age:40-55

M I 8))
o - o

Restricted mean survival time (Months)
-

T 1 I T T T 1*Tr 1777 "°7_""°17 7T 7T
0 6 12 18 24 30 36 0 6 12 18 24 30 36 0 6 12 18 24 30 36

HSCT Time from CMML diagnosis (Months)
Lanino L. et al. JCO 2026 suppl.
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Who should be considered for allo-HCT?

PATIENT
«fit for allo-HCT» DISEASE HIGH-RISK FEATURES

Age <70 years*

. ° 0
CPSS-Mol = BLAST-Mol/ iCPSS Transfusion dependence ° blasts 210%

ECOG PS<2 Disease kinetics = Dinamic assessment Proliferative / symptomatic disease

(worsening cytopenias, rapid ] of WBC or
blasts, clonal evolution)

No major comorbiditiess
HCT-CI <3

Adverse cytogenetics / mutations
Relapse or refractoriness to previous
treatments

*In selected cases <75

SFerrara F et al. Leukemia 2013

EARLY REFERRAL FOR ALLO-HCT

Early referral # immediate transplantation in every patient:
The goal is not “transplant as early as possible” - but transplant before the window of opportunity is lost

Adapted from Onida et al. Blood 2024, contemporary risk models incorporated

Firenze, 23-24 ottobre 2026
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Should we debulk before transplantation?
Recommendations from the EBMT PH&G Committee

ﬂlo randomized evidench /

demonstrates that
pre-HCT debulking or
achievement of CR
improves transplant
outcomes.

NO clear benefit

Pre-HCT treatment
may worsen cytopenias,
transfusion dependence
and infections,
potentially preventing
transplantation.

9|

Firenze, 23-24 ottobre 2026

\ / Upfront allo-HCT \

without prior disease-modifying

treatment should be preferred
whenever possible,

irrespective of BM blast count.

b
X

Onida et al. Blood 2024
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What if bridging therapy is needed?

BRIDGING IF NEEDED
UPFRONT HCT HMA-BASED THERAPY*
* donor / logistic delay

* rapid progression
* high disease burden + cytoreduction according

Preferred whenever
feasible to phenotype

* Clinical trial — prioritize whenever available

Proceed to allo-HCT at the best achievable response without

unnecessary delay

AMMO Trial provides new randomized evidence for ASTX727 vs HC/BSC, but its role as transplant bridging remains to be defined

- ‘< Phase Il study of standard of care therapy AZA
EMSCO g  combined with VEN and TAG in patients with higher-Risk CMML
Myelodysplastic syndromes (PATROL) Onida et al. Blood 2024; Wiseman D. et al. ASH 2025
Firenze, 23-24 ottobre 2026




MAC or RIC according to age,

fitness and comorbidities

No clearly superior regimen

Overall survival

data*
- i DFS
e g K_\
© x'~-+—
g L..__,..H
0.50 1 o 0.50 1 \f,-, A
T
8
0251 P=0.697 0.25 P=0.691
0.001 0.00+
0 500 1000 1500 2000 2500 3000 3500 4000 0 500 1000 1500 2000 2500 3000 3500 4000
Days post transplantation Days post transplantation
Number at risk Number at risk
non-Haplo 46 28 17 10 7 3

Haplo
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How should we transplant?

CONDITIONING DONOR GRAFT SOURCE

Haplo-HCT: reassuring emerging

MSD / MUD

Alternative donors increasingly

feasible

99

57

33

21

12

7 4

2 2 1 nonHaplo 48 27 16 9 6

4 0 0 la 55 33 20 10

Ma et al. Cancer Lett 2026

Firenze, 23-24 ottobre 2026
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0

1

0

PBSC generally preferred
in adult CMML transplantation

Onida et al. Blood 2024
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Post-transplant monitoring and relapse: can we intervene earlier?

MOLECULAR
CHIMERISM - MONITORING B  EARLYWARNING [ INTERVENTION

mixed chimerism / molecular taper IS — DLI — HMA-based
persistence therapy

backbone of surveillance gqPCR / NGS when informative

Molecularly triggered pre-emptive strategies are attractive — but robust CMML-specific evidence is

still lacking.

Second allo-HCT / clinical trial / supportive care according to relapse context and patient fitness

Onida et al. Blood 2024

Firenze, 23-24 ottobre 2026
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EBMT: From Approval to Implementation

Observational Non-Interventional Study on the Role of Allogeneic
Hematopoietic Cell Transplantation (allo-HCT) in Chronic
Myelomonocytic Leukemia (CMML)

‘ChroMMAllo Study’

P.l. Francesco Onida — Chair MDS/MPN Subcommittee EBMT-CMWP

Co-P.l. Marie Robin — Chair of the EBMT-CMWP

Firenze, 23-24 ottobre 2026
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ChroMMAIllo Study Design

Recruitment: Patients will be enrolled at the time of their referral to the BMT
center, regardless of whether they proceed with transplantation

Pre-transplant

. Allo-HCT
evaluation

Referral for allo-HCT

Post-HCT follow-up

(3, 6, 12 mo,
Relapse annually) Cause of death
management REWAIE

Firenze, 23-24 ottobre 2026
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ChroMMAIllo Study Objectives

Secondary Objectives:

- PFS, relapse, NRM

- GVHD, engraftment, infections

- Impact of disease biology & pre-
HCT therapy

- Post-HCT relapse management
- Cause of death analysis

Primary Objectives:

-0OS at 1 & 3 years

- % patients transplanted

- Bridge vs upfront transplant

Firenze, 23-24 ottobre 2026
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Conclusions and take-home messages

CMML remains a challenging myeloid malignancy, with heterogeneous clinical behavior and
generally poor outcomes in higher-risk disease.

Conventional HMAs provide responses in a subset of patients, but responses are often transient
and survival benefits remain uncertain.

The randomized AMMO trial has shown promising results with oral decitabine/cedazuridine
(ASTX727), including improved response rates and survival outcomes versus hydroxyurea/best
supportive care in MDS/MPN overlap syndromes.

Novel targeted agents and rational combination strategies are expanding the therapeutic
landscape, although prospective validation is needed.

Allo-HSCT remains the only potentially curative treatment for eligible patients, despite substantial
risks of relapse and non-relapse mortality.

Integrated clinical and molecular risk assessment is essential to guide treatment decisions and
transplant referral.

Firenze, 23-24 ottobre 2026
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