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Acute Myeloid Leukemia (AML)

={Je
=fe
w=llle
==l
={ie
==e
=il ¢
=Gie
==o
=do
=Ee
==le
==ffie
==fFe
=2
=i e
===
=B
=iEe
==o
==lje
=fFe

26.6%

24.3%

16.3%

8.0%
4.1% 52% 4.9%

<20 20-34 35-44 45-54 55-64 65-74 75-84

Age

2,
3.
Acute myeloid leukemia is most 4,
frequently diagnosed among people
aged 65-74. 5.
Median Age 6.
At Diagnosis
1.
69 .
10.5% 9
10.

>84

5Year
Relative Survival

32.9% :

Source SEER data base
https://seer.cancer.gov/statfacts/html/amyl.html

Common Types of Cancer
Breast Cancer (Female)
Prostate Cancer

Lung and Bronchus Cancer
Colorectal Cancer

Melanoma of the Skin

Bladder Cancer

Kidney and Renal Pelvis Cancer
Non-Hodgkin Lymphoma
Uterine Cancer

Pancreatic Cancer

Acute Myeloid Leukemia

Estimated New
Cases 2025

316,950
313,780
226,650
154,270
104,960
84,870
80,980
80,350
69,120

67440

22,010

Estimated
Deaths 2025

2,170
35,770
124,730
52,900
8,430
17,420
14,510
19,390
13,860

51,980

11,090


https://seer.cancer.gov/statfacts/html/amyl.html
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[ ELN favorable risk [0 ELN intermediate-11 risk [0 ELN risk not available
[ ELM intermediate-| risk [l ELN adverse risk
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Concepts in the evolution of AML

Class | Mutations Class Il Mutations
FLT3-ITD | :ﬂt’ﬁg‘f‘r“
O
FLT2 D835Y CEFR/SMMHC

M- or K-RAS mutations )

- _MLL fusions
Confer proliferative and/or Serve primarily to impair
survival advantage, but do not hematopoietic differantiation
affect differentiation HTEU/hﬁﬂquent apoptosis

Rx & Rx

eg FLT3 inhibitors eg ATRA

Gilliland & Griffin, Blood 2002



NORMAL BLOOD CELLS

PRELEUKEMIC STATE

Epigenelc rnnfal'ions4 4
Genslic mudanons

Abarrant micdoanyvonmeant

sgnals

Uribesalgo & Di Croce, BRIEFINGS IN FUNCTIONAL GENOMICS 2011



Clonal hematopoiesis of
indeterminate potential (CHIP)

0.5
0.10+
0.4
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o - o)
s b 8 Mutation, hematologic cancer
o
a 0.04-
0.1
P<0.001
0.0 0.02+
' ' ' ' ' ' ' ' ' No mutation, hematologic cancer
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> ny oY N $ A % o § 0.00 | T T
» 0 50 100 150
Age (yr) Months

Acquired mutations in peripheral blood of healthy adults.
Associated with increased risk of hematologic malignancy (1%!/yr).

Jaiswal et al, NEJM 2014; Genovese et al, NEJM 2014
Curtesy of Chris Gibson, MD Xie et al, Nat Med 2014; Young et al, Nat Comm 2016



CHIP & Heart disease

Aortic-Root Sections, According to Tet2 Status

A CHIP and Coronary Heart Disease 5 Wk
No. of Participants with B3
Coronary Heart Disease/ Ve
Subgroup No. at Risk Hazard Ratio (95% Cl) PValue . gl
&/
| ’
Biolmage | WT
No mutation (reference) 04/326 I ».
Mutation 19/44 i —i— 13 (11-29) 0.03 : " 58
MDC | &
No mutation (reference) 299/607 i ::
Mutation /3  ——— 0123 0 §eo.
| i
Fixed-effects meta-analysis i ’ 19(14-27) <01
| o
| T T | {
0.3 10 20 40 L ¢ :
y
Events OR P value KO - }"'
DNMT3A 31/46 1.4 (0.7-2.8) 0.29 iyt o
TET2 12/13 8.3 (1.2-357.5) 0.02 R T
ASXL1 8/8 Undefined 0.02 oo
JAK2 16/16 Undefined <0.001

Jaiswal, NEJM 2017



1 detection threshold

Clonal expansion to I
/ \

CH caused by
Mormal - TTP53
. acquired molecular Chemotherapy/ )
hematopoiesis abnormality : Radiation T:Pl_f‘l'-il'lz':{%.
/ !
I LOY
| TSRSF2,
Male sex—— SF3B1, UZ2AF1,
- 5 ASXL1, JAKZ
| +DNMT3A
: Germline ([ Specific to )
Predi iti inherited allel
I redisposition rmn erited a E.'-E.'\ CH with VAE = 29
| Smoking ——— TASXL1
1

HSPC diversity

Weeks & Ebert. Blood 2023



CHRS Prognostic Variable Scores

0.8
= High Risk  B= Intermediate Risk == Low Risk == No CH
=
= 0.6 -
k=]
@
=
@
=4
e 0.4 4
@
=
©
=
g 0.2 1
(-
0.0
0 2 4 6 8 10 12
Years

Number at risk

High Risk 265 237 193 156 123 90 38
Intermediate Risk 4 4855 4763 4614 4449 4266 4062 1758
Low Risk 4 24715 24588 24325 24013 23613 23161 10721
No CH 4441121 438984 435665 431461 426319 420058 197093

Prognostic Variable 0.5 1 1.5 2 2.5
Single DNMT3A | present absent - - -
High Risk Mutation - absent - - present
Mutation Number - 1 - > 2 -
Variant Allele Fraction - <0.2 - >0.2 -
Red Cell Distribution Width - <15 - - 215
Mean Corpuscular Volume - <100 - - > 100
Cytopenia - CHIP CCUS - -
Age - < 65y > 65y - -

0 2 4 6 8 10 12
Years

Weeks & Ebert. Blood 2023




Marrow HSCs
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Gibson et al. Clin Can Res 2018

© 2098 Amernican Aszocation for Cancer Research




Wachter & Pikman,
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AML is a heterogenous, clonally complex disease’

Cell type: . Normal . AML Mutations: ® Founding @ Primary specific @ Relapsed enriched ® Relapsed specific

Genetic, epigenetic and metabolic
insights inform therapeutic goals?

Proportion of Leukemic Cells

1. Ding L, et al. Nature 2012; 481:506—-510.
2. Short NJ, et al. Am J Hematol 2019; 94:257—-265. Time
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ICC 2022 and WHO 2022 classification

International Consensus Classification of AML — Hierarchy
>10% myeloid blasts or blast equivalents in bone marrow or blood

ASXL 1Mt BCOR™ EZHomut Complex karyotype and or

AML-defining recurrent ~ NO_ 7psgmiyap  No RUNXT™t SF3B1mt No ~ del(59)it(5q)/add(5q), ~7/del(7q), +8,  No Ay not otherwise
. " —> o —> _— - — del(12p)/t(12p)/add(12p), i(17Q), —> -
genetic abnormalities 210% SRSF2mut STAG2mut _17/add(17p)/del(17p), del(20q), o specified
U2AF 1™t andfor ZRSR2mut b) P), 9
idic(X)(q13)
| | |
| | | | | | | | |
10-19% 220% 10-19% 220% 10-19% 220% 10-19% 220%
L v v v
MDS/AML with MDS/AML with MDS/AML,
MDS/AML myelodysplasia- myelodysplasia- not otherwise
M with TP53mut related gene mutation related cytogenetic specified
AML with abnormality .
o AML with AML with AML with AML.
rec“t:re”t ge:.rt‘et'c TP53mut* myelodysplasia- myelodysplasia- not otherwise
abhormatity related gene mutation related cytogenetic specified
abnormality
Diagnostic qualifiers appended to any of the above diagnoses
Theraoy related Prior MDS or Germline
Py MDS/MPN predisposition WHO 2022 refers to as:
WHO 2022 independent of WHO 2022 does not WHO 2022 does not WHO 2022 does not list +8 or Ad'\.’]'c'f-’ de‘:i.“f.d by
BM and PB blast count call out TP533 list RUNX13 del(20q)? irferentiation

* The presence of TP53 mutation (VAF 210% with/without loss of TP53") defines the entity AML with TP53™ut;
mut, mutated; VAF, variant allelic frequency; wt, wild type; 1. Adapted from Déhner H, et al. Blood 2022; 140:1345-1377;
2. Arber DA, et al. Blood 2022; 140:1200-1228; 3. Khoury JD, et al. Leukemia 2022; 36:1703-1719



ICC vs. WHO

Diagnosis of AML

ICC 20221

NPM1 mutation 210% blasts Regardless of blast count

220% blasts Not a separate category
210% blasts 220% blasts
CEBPA mutation
bZIP mutation only Biallelic or bZIP mutation
0-19% blasts: MDS/AML 220% blasts
220% blasts: AML RUNX1mut +8 not included

AML, acute myeloid leukemia; AML-MR, AML-myelodysplasia-related; HMA, hypomethylating agent; IC, intensive chemotherapy; ICC, International Consensus Classification;
MDS, myelodysplastic syndrome; Tx, treatment; Ven, venetoclax; WHO, World Health Organization.

1. Arber DA, et al. Blood. 2022;140(11):1200-1228. 2. Khoury JD, et al. Leukemia. 2022;36(7):1703-1719. 3. Chandra DJ, et al. Blood Rev. 2024 Mar:64:101156. doi:
10.1016/j.blre.2023.101156. Epub 2023 Nov 25.



Risk stratification can inform outcomes

2 3
OS in patients aged <60 years with de novo AML* (N=867)" ELN 2017 ELN 2022
100 Favorable  + (8:21): RUNX1-RUNX1T1 . bZIP in-frame
o « inv(16) or t(16;16); CBFB-MYH11 mutated CEBPA
S « Mutated NPM1 without FLT3-ITD or
—H——H— FLT3-ITDow
80 CEBPAdm * Biallelic-mutated CEBPA
g RUNX1-RUNX1T1/
— b+ ++ CBFB-MYH11
.g 60 ol T Tt 1 1 1 C
E NPM1mut/FL T3-ITD-
» ]
©
o 40
>
o
20
0

0 1 2 3 4 5 6 7 8 9 10

Time (years)

* This population of patients had been previously treated with intensive chemotherapy; T Low allelic ratio (<0.5) vs high allelic ratio (20.5).
1. Haferlach C, et al. Blood 2016; 128:286; 2. Dohner H, et al. Blood 2017; 129:424—-447; 3. Dohner H, et al. Blood 2022; doi: 10.1182/blood.2022016867.



Survival analysis by CEBPA mutation status

Overall survival Event-free survival
100+ CEBPA?#
— CEBPA™~
" 2 — CEBPA™

3 3
g e
s @
: g
= @
o
£ >
§ 2
[
a 20 S_
[+

0 12 2 36 48 60 0 12 24 36 48 60

Time (months) Time (months)

CEBPA* 4225 2472 1777 1461 1160 921 CEBPA~ 4225 1593 1100 9% 768 625

CEBPA™™ 154 17 102 a3 77 66 CEBPA»™= 154 92 75 68 60 49

CEBPA" 82 42 30 25 20 15 CEBPA "™ 82 22 15 11 9 8

CEBPA" CEBPA™ CEBPA* CEBPA™
CEBPA 0.480 : CEBPA" 0.160
CEBPA» <0.001 <0.001 CEBPA:2#- <0001 <0.001

» Favorable outcome is confined to AML with bZIP in-frame CEBPA mutations, irrespective of mono- or biallelic

Similar data:
Tarlock K, et al. Blood 2021;138(13):1137; Wakita S, et al. Blood Advances 2021;6(1):238; Rucker F, et al. EHA 2022 Taube F et al. Blood. 2022;139(1):87-103.



Risk stratification can inform outcomes

OS in patients aged <60 years with de novo AML* (N=867)"

100

80
<
S 60
<
=
(7)) L 1 — |
= Interm./adv., no mutation
§ 40 in ASXL1, TP53, or FLT3-ITD
o NPM1mut/Fl T3-ITD+
20
0

0 1 2 3 4 5 6 7 8 9 10

Time (years)

Favorable

Intermediate

ELN 20172

£(8;21); RUNX1-RUNX1T1

inv(16) or t(16;16); CBFB-MYH11
Mutated NPM1 without FLT3-ITD or
FLT3-ITDlowt

Biallelic-mutated CEBPA

Mutated NPM1 and FLT3-ITDhight
Wild-type NPM1 without FLT3-ITD or
1

t(9;11); MLLT3-KMT2A
Abnormalities not classified as
favorable/adverse

* This population of patients had been previously treated with intensive chemotherapy; T Low allelic ratio (<0.5) vs high allelic ratio (20.5).
1. Haferlach C, et al. Blood 2016; 128:286; 2. Dohner H, et al. Blood 2017; 129:424—-447; 3. Dohner H, et al. Blood 2022; doi: 10.1182/blood.2022016867.

ELN 20223

bZIP in-frame
mutated CEBPA

Any FLT3-ITD

18



Risk stratification can inform outcomes

2 3
OS in patients aged <60 years with de novo AML* (N=867)" ELN 2017 ELN 2022
100 Favorable  + (8:21): RUNX1-RUNX1T1 . bZIP in-frame
* inv(16) or t(16;16); CBFB-MYH11 mutated CEBPA
» Mutated NPM1 without FLT3-ITD or
H——t+— - FLT3-ITDlowt
80 - Biallelic-mutated CEBPA
Q Intermediate ¢« Mutated NPM71 and FLT3-ITDhight * Any FLT3-ITD
< *  Wild-type NPM1 without FLT3-ITD or
T bt———— .t
> 60 T
§ s o (9;11); MLLT3-KMT2A
= » Abnormalities not classified as
g —H— favorable/adverse
g 40 Adverse + 1(6;9)(p23;934.1); DEK-NUP214 * Mutated ASXL1, BCOR,
6 * 1(v;11923.3); KMT2A rearranged EZH2, RUNX1, SF3B1,
* 1(9;22)(q34.1;911.2); BCR-ABL1 SRSF2, STAG2,
+ inv(3)(q21.3926.2) or U2AF1, or ZRSR2
20 Interm./adv. with =1 mutation 1(3;3)(921.3;926.2); GATAZ2, + Mutated TP53
in ASXL1, TP53, or FLT3-ITD MECOM(EVI1)
Complex karyolype | . -5 ordel(5q); —7; —17/abn(17p)
KMT2A or MECOM rearrangement - Complex or monosomal karyotype
0 *  Wild-type NPM1 and
o 1 2 3 4 5 6 7 8 9 10 FLT3-ITDMont

» Mutated RUNX1, ASXL1, or TP53
Time (years)

* This population of patients had been previously treated with intensive chemotherapy; T Low allelic ratio (<0.5) vs high allelic ratio (20.5).
1. Haferlach C, et al. Blood 2016; 128:286; 2. Dohner H, et al. Blood 2017; 129:424—-447; 3. Dohner H, et al. Blood 2022; doi: 10.1182/blood.2022016867.



TP53 mutation in AML and MDS with excess blasts

» Accumulating evidence from both a clinical and molecular perspective that AML and MDS with
mutated TP53 represent a distinct molecular disease entity

100

100 —— AML TP53 wt .
- ——— AML TP53 mut 2
£ 75 ——— MDS-EB TP53 wt = 797
E e MDS-EB TP53 mut g
5 50+ z 90
© © Multiple mut
é 25 4 L 25 i Si
S ingle mut
— 1 o | P=0:435
0 T - T r r 1 1 1 1 L
0 12 24 36 48 60 0 12 24 36 48 60
Months Months
No. at risk: .
AML TP53 wt 1805 1255 1014 807 572 397 No. at risk:
AML TP53 mut 186 50 23 14 9 S Single mut 181 49 25 12 6 3
MDS-EB TP53wt 165 114 81 62 45 35
MDS-EB TP53 mut 44 15 5 1 0 0 Multiple mut 49 16 3 3 3 2

Grob T, et al. Blood. 2022;139(15):2347-2354.



ELN risk stratification perform poorly in lower-intensity treated patients

ELN 2017
%' 0.751
g
8 050 ———
3 + R
E 0.251 : i, =
0.00{ ELN -~ Favorable == Intermediate <~ Adverse
0 10 20 30 40 50
Time (months)
Patients at risk
— Favorable 46 28 20 12 10 2
5 65 44 29 17 9 0
W Adverse 168 90 58 31 14 0
ELN 2017 n Events Median OS, mo (95% CI)
Favorable 46 25 21.09 (9.92 - NE)
Intermediate 65 48 23.26 (12.85 — 28.29)
Adverse 168 141 11.53 (8.87 — 16.23)

Doéhner et al, Blood. 2024 :blood.2024025409. doi: 10.1182/blood.2024025409
Doéhner et al, Blood. 2024 blood.2024024944. doi: 10.1182/blood.2024024944.

ELN

ELN 2022
1.00
£ 075/
z: 0.50+
E 0.251
»
000 ELN = Favorable < Intermediate < Adverse
0 10 20 40 50
Time (Months)
Patients at Risk
Favorable 35 25 18 8 2
40 22 15 7 0
Adverse 204 115 74 18 0
ELN 2022 n Events | Median OS, mo (95% CI)
Favorable 35 16 39.0 (12.52 — NE)
Intermediate 40 30 15.15 (8.18 — 28.29)
Adverse 204 168 12.65 (10.41 - 17.15)




Genetic Risk Stratification and Outcomes for Ven-HMA Treated patients

1 00' Veﬁza
CR
Higher Benefit %
°\° Intermed. Benefit
_ﬂ“ 60- 59.2 Lower Benefit
|
S 289 47.6
=
© 401
o 29.7 32.1
e .
20- VAl Y 14.3
/%7
0 48.3
Ven+Aza Aza Ven+Aza Aza Ven+Aza Aza
n=145 n=64 n=71 n=28 n=63 n=21

Doéhner et al, Blood. 2024 :blood.2024025409. doi: 10.1182/blood.2024025409
Doéhner et al, Bood. 2024 blood.2024024944. doi: 10.1182/blood.2024024944.

Benefit Group

1.004
&
= 0751
Q2
©
Q2
2
2 0501
®
2
£
a 025
0.00+
0 10 20 30 40 50
Patients at Risk
Higher Benefit 145 107 79 47 25 2
n.Benefit 71 36 21 10 6 0
Lower Benefit 63 19 7 3 2 0
Ven + Aza n Events Median OS,

(N = 279) months (95% CI)
Higher Benefit 145 96 26.51 (20.24, 32.69)
Intermediate Benefit 71 57 12.12 (7.26 - 15.15)
Lower Benefit 63 61 5.52 (2.79 - 7.59)




ELN risk classification for patients receiving less-intensive therapies

Risk category Genetic abnormality

Favorable e Mutated NPM1 (FLT3-ITD"™9, NRAS", KRAS™, TP53")
e Mutated IDH2  (FLT3-ITD™¢, NRAS", KRAS", TP53"
e Mutated IDH1° (TP53")

e Mutated DDX41¢

e Other cytogenetic and/or molecular abnormalities®
(FLT3-ITD™¢, NRAS", KRAS", TP53")

Intermediate e Other cytogenetic and molecular abnormalities®
(FLT3-ITDP*® and/or NRAS™" and/or KRAS™"; TP53")

Adverse e Mutated TP53

Doéhner et al, Blood. 2024 :blood.2024025409. doi: 10.1182/blood.2024025409
Doéhner et al, Bood. 2024 blood.2024024944. doi: 10.1182/blood.2024024944.
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Cumulative Incidence of Relapse

Minimal Residual Disease

1.0

0.8

0.6 4

0.4

0.2 A

Flow-based

=== CR without MRD
CRi + CRp without MRD

/]

== CR with MRD
== CRi + CRp with MRD

1 2 3 4
Time (years)

Chen et al. JCO 2015

RT-PCR
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Jourdan Blood 2013; Yin Blood 2012

100+

~J
(¥, ]

Patients with Relapse (%)
(%] w
w (=]
L 1

NGS

M Training cohort, P=0.001
B Validation cohort, P<0.001

Detection
of non-DTA
mutation

et =T ETTITTTTY ...
L -“Nodetection
of non-DTA
mutation
T T T I 1
12 24 36 48 60
Months

Jongen-Lavrencic et al, NEJM 2018



Heuser et al.
Blood 2021

m Special Report

2021 Update on MRD in acute myeloid leukemia: a
consensus document from the European LeukemiaNet
MRD Working Party

Phenotype Method Preferential tissue and recommended time points for analysis
PB* and BM PB BM PB or BM
gPCR-MRD
NPM1 » (dPCR-MRD) o e Af'te;r 2 End of Follow-u::: for 24 months, BM evlfsry
(NGS-MRD) cycles treatment 3 months or PB every 4-6 wee
PB* and BM PB BM PB and BM
: I gPCR-MRD . . After 2 End of Follow-up for 24 months, PB every
CBF-AML (dPCR-MRD) Diagnosis cycles treatment 4-6 weeks, BM every 3 months®
PB* or BM BM PB or BM
Non-high-risk APL: no FU if MRD
| gPCR-MRD . . End of negative; high-risk APL: Follow-up for
APL (dPCR-MRD) Diagnosis treatment 24 months, BM every 3 months or PB
every 4-6 weeks
BM BM BM BM
MFC-MRD
LAIP or DfN . . After 2 End of .
available —_ rg'rc';ag;cé%) Diagnosis cycles —|trestment —> Follow-up not established




The historical AML “dogma”

Diagnosis

Induction
eligible
Cylosine Arabinoside (NSC-63878) F——_— 9
and Daunorubicin (NSC-83142) Therapy In Acute e
Monlymphecytic Leukemia " Preliminary
Cammunieations
datame W. Yales, H. James Wallace, Jr., Rose Rulh Ellisea,
and Jamas F, Holland * R 1 1
. Ea.r]]l. dv—s.trl.i;:;bm ocff leukemie infileeation i intemaify the effects of 2ytoaise arabizmide ond
=i Ardeetlon phome of frentment mey sedose daunorohizin th priuci apd 1 I
the durntion of time most hazardeus for Gn- l:i,oI;_ﬁ:;J l:u;m;pm:::;u?n;url-_n;fnr g:.cf‘?:.r:ﬁ In d u Ctl O n

fection as well as the total period of nesesanry  ottain more remisions and carlier discherges
hoepitalization, Daunorshicin prodicss rapid  from the hoapits),
bone marrow depressicn, snd whan admings-

Post-remission
therapy

896 THE NEW ENGLAND JOURNAL OF MEDICINE Oct. 6, 1994

INTENSIVE POSTREMISSION CHEMOTHERAFY IN ADULTS WITH ACUTE MYELOID
LEUKEMIA

Roeert J. Maver, M.D., Roger B, Davis, Sc.D., Cuarres A. ScuiFFer, M.D., Deeoran T. Berg, R.N.,
Bavarp L. PoweLr, M.D.; Puirip ScHuLman, M.D., GEorGe A. OMura, M.D., Josern O. Moore, M.D.,
O. Ross McIntyre, M.D., anp EmiL Frer 111, M.D., For THE CaNcER AND LEUKEMIA GrOUP B*

Consolidation

chemotherapy

Yates JW, et al. Cancer Chemother Rep 1973; 57:485-488; Mayer RJ, et al. N Engl J Med 1994; 331:896—903.

Induction
ineligible

Palliative

treatment

LDAC
HMAs
BSC

27



A 100%

Cumulative Proportion Surviving

0% |

eo% |

Resistance to t

the leading cal

nerapy, not 1

se of death i

Resistance vs treatment-related mortality (TRM)?

M —

n older AML

Age Patients (N) Complete remission TRM Resistant
<56 years 368 64% 9%
56-65 years 246 46% 17%
66-75 years 274 39% 24%
=75 years 80 33% 31%

Based on Appelbaum et al. Blood 2006;

AML, non-APL, 70-79 years. WHO/ECOG 04l

e Palliative, n=149
w— |ntensive, n=323

7 70 700

107:3481-3485. [10].

B 100%

Cumulative Proportion Surviving

AML non-APL, 70-79 years, WHO/ECOG I

A%
80%
T0%
60%
50%
40%
30%
0%

w— Palliative, n=124
10% = ntensive, n=131

7 70 700

Days from Diagnosis

Juliusson Blood 2012

7000

C 100%

Cumulative Proportion Surviving

0%

80%

70%

80%

50%

40%

0%

200%

AML non-APL 70-78 years, WHOYECOG -1V

w— Palliative, n=158
w— |ntensive, n=75

70 700
Days from Diagnosis

7000



Response

versus

Remission and cytogenetics in multipe SWOG trials (N=1344)

Favorable (N=214) -

1

Intermediate (N=541) -

46

Unknown (N=99) -

42

Unfavorable MK- (N=214) -

34

Unfavorable MK+ (N=160) -

18

20 40 60 80

CRrate (%)

Adapted from

Medeiros et al. Blood 2010, Sep 30;116(13):2224-8

Early death

analysis by number of adverse prognostic factors

No. of No. of Novivel
adverse patients 8-wk Median,
factors (%) mortality, % CR, % mo 2.y, % 3y, %
0 122 (28) 16 57 11.3 30 22
1 170 (40) 3 52 53 15 7
2 100 (23) 55 29 15 7 6
=3 38 (9) 7 16 0.5 0 0
1.0
0.8 b

b Modian 2year 3yew

- Noulsk Total Dead (mosz) 1) (%)
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Figure 4. Survival of 430 elderly patients with AML by number of independent
risk factors for 8-week mortality.

Kantarjian Blood 2010, Nov 25;116(22):4422-9
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The ‘era’ of targeted therapy — recent FDA approvals

May 17, 2000
Gemtuzumab
ozogamicin
1973 receives
7+3 initially accelerated Gemtuzumab Ven+HMA o .
reported to approval in ozogamicin or LDAC Quizartinib  Revumenib
produce high CII<::1)33 %MIL for
CR rates older adults in . . . Oral Aza for
oy D B B B D B B2 2D D ED
Sept 2.73 1990 Oct 15, 2010 Enasidenib Ivosidenib lvosidenib +
;dpagfobv'gg Gemtuzumab HMA
for AML o;t%%ar;m(;ln Liposomal Glasdegib
W W daunorubicin + LDAC Olutasidenib

from market and cytarabine

Differentiation and Combination therapies...
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Patients with ND-AML age < 60 years
eligible for intensive induction

FLT3 mutated Without targetable mutations AML-MR, t-AML? TP53

4

Intensive intensive CPX351

chemotherapy + Intensive

Intensive
chemotherapy

chemotherapy + GO Midostaurin or chemotherapy

Quizartinib (ITD

Response evaluation by morphology, MRD

Salvage (Fig. 5) <= Refractory disease === MRD* Morphologic Remission === }p» HMA+VEN

Salvage
Morphologic Remission

MRD «
Post remission therapy rnnnn: Morphologic
based on ELN 2022 risk, patient goals of care + fitness, donor availability Remission

ELN2022 Fayorable
risk

ELN2022
& Adverse risk

Consolidation Transplant ineligible -

SOA Approve: Transplant eligible — AlloSCT

+/- maintenance (FLT3i, HMA+/- Ven)

chemotherapy +/- GO
(3-4 cycles)

consolidation chemotherapy
+/-CC-486

Investigational

Shimony et al. AJH 2025



Patients with ND-AML age 60-75 years
eligible for intensive induction

FLT3 Other genetic abnormalities AML-MR TP53

HMA + Ven
CPX351 HMA +/-Ven

Intensive

Intensive
Intensive chemotherapy chemotherapy +
+/-GO Quizartinib (ITD)

or Midostaurin

chemotherapy
HMA + Ven
10d decitabine

Intensive 10d decitabine
chemotherap

Response evaluation by morphology, MRD

i e Refractory disease == == MRD* Morphologic Remission === HMA+Ven

Salvage

Morphologic Remission

=
=
B
Post remission therapy MRD" «
based on ELN 2022/2024 risk per treatment strategy, ‘ sEmENs Morphologic
patient goals of care + fitness, donor availability Remission

ELN &

ELN Favorable risk

Adverse risk

Transplant ineligible —

FDA approved

Consolidation — Transplant eligible — AlloSCT
chemotherapy +/- GO

consolidation chemotherapy

+/- maintenance (FLT3i, HMA+/- Ven) +/-cC

Investigational

Shimony et al. AJH 2025
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CPX-351 vs. HMA-Ven

Retrospective comparative study (FLATIRON & University of Pennsylvania)

Overall survival from diagnosis

1.00 - - 1.00 -
 CPY.851 Ven/Aza & HSCT , a4
0.75 4 0.75 -
PX-351 T
HR = 0.88 95% CI (0.71, 1.08) CPX-351 & HSC
0.50 - - 0.50 -
Transplant critical for
long-term benefit
0.25 - 0.25 4
0.00 A ; : : ; ; 0.00 - . . : £= 395 -
0 10 20 30 40 0 10 20 30 40
Months
Number at risk Months
Ven/Aza 439 168 38 5 1
CPX-351 217 111 59 23 4
X ? g ; X
¢ : CPX-351 Venetoclax & azacitidine
Flatiron & UPHS
VErulol 13 months 11 months n=217 n= 439
Median OS Median cycles (range) 2 (1-5) 4 (1-28)
; Not reached 37 months 5
w/ allogeneic transplant 30 day mortality % (95% CI) 5% (2%-8%) 5% (3%~7%)
Ml 10 months 9 months 60 day mortality % (95% CI) 10% (6%—14%) 13% (10%-16%)

w/o allogeneic transplant

Diagnosis of infection' % (95% CI)

Matthews AH et al Blood Adv 2022 Jul 12;6(13):3997-4005.

51% (42%-61%) 20% (15%—-25%)




IC vs. HMA-Ven

Prospective randomized phase |l study

Arm 1
. PRI VEN-DEC
Q©
® w ® c N
r.n oS
ol oW 4 —o| Am?2
— C
RN -
188 Patients Induction/Re-induction
» Untreated AML  VEN-DEC:
* 18-59 years old Venetoclax (target 400 mg/d)x 28d
* No extramedullary  Decitabine (20 mg/m?/d)x 5d
disease - IC:
* No prior Venetoclax Idarubicin (12 mg/m?3/d)x 3d
[ HMA use Cytarabine (100 mg/m?/d)x 7d

Jing Lu et al Blood 2025. Decitabine is not approved in Japan and is used in combination with

Azacitidine. Please refer to the Venclexta package insert for further details.

Rate of Response( %)

Percentage

8 8 8 8 8

o

CRI/CRI for Induction

B VEN-DEC = IC?

Non-inferior nomlnal—;
P=0.0021 P<0.001 f

All patients Favorable risk Intermediate risk Adverse risk |
|

Adverse Events .ienoecuic

178 * nominal P < 0.0
* f

— .

- . .

56 il ' :

N b2 |
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CPX-351 for Secondary AML

100 -
Events/Mo.  Median survival
of patients  (95% CI), months
80 - CPX-351 104/153  9.56 (6.60 to 11.86)
=2
= HR, 0.69
g 60 - One-sided P=.003
c
s Y S —
2 |
® 407 1
= !
= I
o [
20 -+
I
I
I
L B e e L A B B LN L BN
0 3 6 9 12 15 18 21 24 27 30 33 36
Time Since Random Assignment (months)
No. at risk

CPX-351 153 122 92 79 62 46 34 21 16 11 5 1

Lancet et al. JCO 2018
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-
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High ORR ‘o o
CR/CRIi : 59% \\\

Deep responses
MRD < 10% : 57%

Overall survival (%)

s‘Q~

Bridge to transplant

— Transplantation
= No transplantation

<0001

Overall survival
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Fms-like Tyrosine Kinase 3

100

No. No. Events = No mutant
Patients Obs. Exp. . | eeemeeeee-. Low level
Extracellular space No mutant 1071 667 733.3 2p<.001 ::':'::’:::’:' Il?ltel:'?edeilate
a Low level 102 72 615 cadbind
- Intermediate 199 145 1128
B ' High level 53 47 233
= = 75 H
LLALSIIIRNNY | ASASIIAAS AN -
=
QU5048850488 WNLLL8488808888 &
-
o 50 -
Juxtamembrane domain = < ITD mutations
Tyrosine kinase domain 1 = € eg N676,F691
FLT3 inhibitor - € TKD
mutations 25
Activation loop = € eg D835
Tyrosine kinase domain 2 =
I 0

Activation of PI3K/AKT,
Ras’MAPK, and STATS 0 1 2 . 3 .
Years from diagnosis

Gale blood 2008



ITD Insertion site

N676K D835Y

K644R
ligand binding domain

ITD region
JIM-B  JM-S IMZ HR B1  NBL B2

496 572 578 592 603 609 615 623 630 aminoc acids

Schranz et al, Oncotarget 2018; Rucker et al. Leukemia 2022

100%

75% -

Overall Survival (%)

25% -

IMDsole

IMD/TKD1

TKD1sole

50% -

Log-rank:
Overall: P=0.032
= vs= P=0.067
= vs= P=0.219
= vs= P=0.008
0 12 24 36 48 60 72
Time since study entry [months]
251 163 116 102 92 59 23
117 82 63 56 46 28 10
84 51 33 28 20 10 5



PKC-412

CGP-52421

Sorafenib Sunitinib

Zarrinkar et al. Blood 2009; Weisberg et al. BJH 2019

Potency (IC,,)

Lestaurtinib 700nM
(CEP-701)

Midostaurin 1000nM
(PKC-412)

Potency (IC,,)

Sorafenib 265nM
Quizartinib 18nM
(AC220)



Davet al. Leukemia 2019; 33:299-312.

Summary of first- and next-generation FLT3 inhibitors

Intracellular space

Type |l
Inhibitors

Sorafenib
Ponatinib
Quizartinib*

Inactive
conformation

FLT3
receptor

ITD
mutation

Type |
Inhibitors

Sunitinib
Midostaurin
Lestaurtinib
Crenolanib*
Gilteritinib*

Active
conformation

FLT3
ligand

TKD
mutation
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RATIFY: Midostaurin in FLT3-Positive AML

Induction* Consolidation Maintenance
(1-2 cycles) (up to 4 cycles) (12 cycles)

18-60 yrs of age

(N = 717)

o - -

*Hydroxyurea allowed for < 5 days prior to induction therapy.

Stone et al, ASH 2016



RATIFY: Midostaurin in FLT3-Positive AML

Midostaurin  74.7 mo (95% Cl, 31.5-NR)
90- Placebo 25.6 mo (95% Cl, 18.6-42.9)
e 80- One-sided P=0.009 by stratified log-rank test
=™ 704
2
€ 60- No. of
A : . Patients Hazard Ratio (95% Cl) P Value
w 504 Midostaurin
o s Overall 717 ——+——|  0.78 (0.63-0.96) 0.009 (one-sided)
£ 40- Placebo ITD (high) 214 : : 10.80 (0.57-1.12) 0.19 (two-sided)
E 304 ITD (low) 341 - g 10.81 (0.60-1.11) 0.19 (two-sided)
o TKD 162 » : 1 0.65 (0.39-1.08) 0.10 (two-sided)
a 204 | - S B ™
0.4 0.6 0.3 10 12
104 - -
Midostaurin Placebo
0 ! ! ! ! ! ! Pl Better Better
0 12 24 36 48 60 72 84 90
Months
No. at Risk
Midostaurin 360 269 208 181 151 97 37 1
Placebo 357 221 163 147 129 30 30 1

Stone et al, NEJM 2017



Quantum-First study

Primary Endpoint: Overall Survival

1.0

o
o

e
[=2]
|

Overall survival probability

Newly Diagnosed FLT3-ITD+ AML; Ph3 Quizartinib + Chemotherapy

HR, 0.776
(95% Cl, 0.615-0.979)

P=.0324 (2-sided)?

Quizartinib®
mOS: 31.9 mo

04 - Placebo* \‘ e g TR -

' mOS: 15.1 mo \mOS: 16.8 mo -

0.2

0.0

f) 3 6 9 12 15 18 21 24 27 30 3‘3 3'6 39 42 45 48 51 54 57 60
Time, months

No. at nisk
Quizartinib 268 233 216 195 176 162 153 145 139 126 110 9 83 68 53 36 24 8 4 1 0
Placebo 271 249 21" 175 151 131 126 121 17 103 97 81 70 56 39 31 17 5 5 0 0

Erba et al. Lancet 2023

46



Quizartinib for FLT3—ITD negative AML — Quiwi trial

Copyright © 2025 Amencan Society of Clinical Uncology. All nghts reserved

Montesinos et al. JCO 2025

Median 1-year 2-year 3-year A-year
(B5% C1), months %, (95% CI) %, (B5% CI) B, [B5% CI) B, (95%: CI)
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E
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Gemtuzumab Ozogamicin (GO, Mylotarg®)
XY T T g
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Gemtuzumab ozogamicin in acute myeloid leukemia: a remarkable saga
about an active drug

Jacob M. Rowe"# and Bob Léwenberg”

'Shaare Zedek Medical Center, Jerusalem, Israel: Technion, Israel Institute of Technology, Haifa, Israel; and 3Depan’[ment of Hematology, Erasmus University
Medical Center, Rotterdam, The Netherlands



Improving patient outcome
gemtuzumab ozogamicin

MRC AML 15
1,099 patients
5-year OS of all patients: GO 43%, no GO 41%

SWOG-0106
595 patients
5-year OS of all patients: GO 46%, no GO 50%

NCRIAML 16
1,115 patients
4-year OS of all patients: GO 20%, no GO 15%

GOELAMS AML2006IR
238 patients
5-year OS of all patients: GO 53%, no GO 46%

ALFA-0701

278 patients
2-year OS of all patients: GO 53%, no GO 41%

Meta-analysis

5-year OS of all patients
GO 34.6%
No GO 30.7%

5-year OS favorable risk
GO 77.5%
No GO 55%

5-year OS intermediate risk
GO 40.7%
No GO 35.5%

5-year OS unfavorable risk
GO 9.1%
No GO 7.9%

CD33/GO
Internalization,

CD33 re-
expression

Ui ClMdiffusion
o “'“m Into cytoplasm 8 :
®’
o /
°

LM activation  Recruitment of DDR

CLM oxtrusion by
ABC transporters

Cytochrome ¢
release and caspase
activation

G

; Hills Lancet oncology 2014; 15(9):986-996; Godwin et al. Leukemia 2017
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Mo Gemtuzumab ozogamicin @ 14.1% 5D 1.9 0.0% 5D 0.0

Mo Gamtuzumab ozogamicin

26.2% 5D 1.1 4.9% 5D 1.3 NoGemtuzumab ozogamicin = 76.7% SD 4.8 21.1% SD 10.5

50




Gemtuzumab ozogamicin in NPM1-mutated AML.:
Results from prospective AMLSG 09-09 phase 3 study

Study design EFS

100 4 Treatment as randomized
—— Standard
—— GO fexperimental)
Induction x2 Consolidation x3
- 75
=
A-ICE JA-HDACJJA-HDACJA-HDAC =
=
&
218 years z ¥
NPM1mut &
€
@
I
25
A-ICE A-ICE gA-HDAC
A-HDAC g A-HDAC
.
* * * * * Age-stratified HR, 0.83; 95% CI, 0.65 to 1.04; P= .10
0 T T T T T T
0 1 2 3 a 5 6
NPM 1™t BM +/- PB MRD assessment by RQ-PCR Time {years)
Treatment as randomized
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GO (experimental) 292 185 mz 81 64 47 24
. . . .
mut
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sodeena] 0 [ | e | [ w [ wm ] 0 - T T T T T
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Schlenk RF, et al. J Clin Oncol 2020; 38:623-632.; Kapp-Schwoerer S, et al. Blood 2020; 136:3041-3050.



Age and outcome in AML

AML (non APL), Overall survival according to age

Cumulative Proportion Surviving

100%

90%

80%

70%

60% }

50% }

40% }

30% t

20% ¢

10% }

0%

— <30 yrs, =76

w— 30-44 yrs,
— 45-54 yrs,
w—55-64 ys,
— 55-69 yrs,
w— 70-74 yrS,
w— T5-TO yrs,
e 80-84 yrs,

=196
n=303
n=503
n=361
n=470
=528
n=462

85+ yrs, n=306

3 < 5 6 ¥

8 9 10 11 12

Years from diagnosis
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The challenge of treating AML

* Point estimates are from Derolf, et al.2

5-year survival (%)

0.7

0.6

0.5

0.4

0.3

0.2

0.1

Projected relative 5-year survival in AML
according to age and time period*

¢ 1973-1980

=>¢ 1981-1988

1989-1996

B 1997-2005

0-18yrs 19-40yrs 41-60yrs 61-70yrs 71-80yrs 81+ yrs

Age range

1. Juliusson G, et al. Blood 2012; 119:3890-3899;
2. Derolf AR, et al. Blood 2009; 113:3666—3672.



Treatment decision-making remains complex
Lack of consensus on the definition of eligibility for intensive chemotherapy

Ferrara criteria’

Consensus criteria of
SIE-SIES-GITMO for defining fit/unfit for IC"3

Advanced age (>75 years)

Severe organ comorbidities*®

Active infection resistant to anti-infective therapy

Cognitive impairment
Low performance score (ECOG PS 23)

* And any other comorbidity that the physician judges to be incompatible with IC.
GITMO, Italian Group for Bone Marrow Transplantation;

IC, intensive chemotherapy; ND, newly diagnosed; SIE, Italian Society of Hematology;
SIES, ltalian Society of Experimental Hematology; TRM, treatment-related mortality.

100
80
<
.g 60
[
S
»
= 40
o
[}]
>
o
20

OS by Ferrara category

= Ferrara-fit (n=458)
—— Ferrara-unfit (n=197)

p<0.001

2 4 6 8 10
Time after treatment (years)

1. Ferrara F, et al. Leukemia 2013; 27:997-999;
2. Walter RB, et al. J Clin Oncol 2011; 29:4417-4423;

3. Chen EC & Garcia JS. Hematology Am Soc Hematol Educ Program 2020; 2020:41-50.



Selected treatment options according to ELN:
IC-ineligible patients with AML

IC-ineligible AML Patients

Mutation agnostic therapies Targeted

therapies

" Ivot £ Aza
Ven + Aza/Dec Ven + LDAC (IDH1™t only)

Mutations in IDH1 occur in
~8-14% of patients with AML23

*LDAC + venetoclax is not approved by the EMA for use in patients with AML. tlvosidenib monotherapy is currently not approved by the EMA.
AML, acute myeloid leukemia; Aza, azacitidine; BSC, best supportive care; Dec, decitabine; ELN, European LeukemiaNet;
IC, intensive chemotherapy; Ivo, ivosidenib; LDAC, low-dose cytarabine; Ven, venetoclax.

1. Déhner H et al. Blood. 2022;140(12):1345-1377. 2. Medeiros BC et al. Leukemia. 2017;31:272-281. 3. Issa GC et al. Blood Cancer J. 2021;11:107.



Hypomethylating Agents

Inhibitors of DNA methyl transferases:

NH5 NHo
N J* N )%
I I
N O N O
OH OH
5-azacytidine 5-aza-2'-deoxycytidine
(azacitibine) (decitabine)

Both incorporate into DNA and cause hypomethylation (DEC > AZA)

AZA preferentially causes DNA damage and induces apoptosis



Monotherapy with AZA

Subanalysis of AZA-AML-001 trial
Study design of the phase Ill randomised AZA-AML-001 trial OUtCOmeS according to CYtogenetiC riSk

Phase Il, mndomised, multicentre, open-label, controlled study of 1.0 0S: poor-risk cytogeneﬂcs
AZA vs conventional care regimen (CCR) in elderly patients with AML (NCT01074047)
- N — AZA (n=85)
Key eligibilty criteria 0.8 4 wee CCR (n=85)
N=488 *  Aged 265 years, ineligible for allo-HSCT
Newly diagnosed de novo or secondary AML (BM blasts >30%) 5 m 1
\_ ECOG PS0-2, or poor-/intermediate-risk cytogenetics y g 0.6 4
v 6.4 months
[ Screening ] o [
! 0.4 4 I
¥ log-rank p=0 0185
[ Investigator pre-selection of CCR ] E |
|
[ Randomisation ] 0.2 4 |
|
|

AZA (n=241) CCR (n=247)
75mg/m? SC x7 days every 28 days IC (n=44): 743 o8 y ” . y y ” ’ . v »

LDAC (n=158). 20mg SC BID for 0 4 8 12 16 20 24 28 32 3% 40
10 days every 28 days Time from randomisation, months
BSC only (n=45)

* Primary endpoint: OS (including a pre-specified sensitivity analysis that censored patients at the start of subsequent ¢ l.year OS: AZA: 30.9%; CCR: 14.0% (8416.9%; 95% CI: 4.4%, 29.5%)

AML therapy)
* Secondary endpoints: 1-year OS, response, safety
Patients with poor-risk cytogenetics treated with AZA had significantly

longer median OS than those treated with CCR

Dombret, Blood 2015



Decitabine vs. '7+3’
Open-label, randomized, controlled, phase 3 trial (EORTC, GIMEMA, German MDS Study Group)

100 Treatment group Events/N
— 3+7 205/303

80— —— Decitabine 218/303
= 59 (54-65)
;E; 60 HR 1-04 (95% Cl 0-86-1-26); p=0-68
% | 40 (35-46) HSCT
= : 37 (32-43) 28-38 N . . .
T 40- ; { §§E25_§5§ 30 (24 35)} * Decitabine, 122 patients (40%)
3 e 7+3, 118 patients (39%)

20 '

| | | | Median time to HSCT
0 i i i i . | | * Decitabine, 4:2 mos. (IQR 3:0-5-3)
0 1 2 3 4 5 6 7

- o e 7+3,3-5mos. (2:9-5-0)
Number at risk Time since randomisation (years)
(number censored)
3+7 303(0) 177 (5) 117 (8) 70(36) 42 (58) 19 (80) 6(92) 0(98)
Decitabine 303(0)  174(2)  108(7) 65(32) 38(51)  16(69) 4(81) 0(85)

606 pts, >60 years, Newly-Diagnosed AML

Liibbert et al. Lancet Haematol 2023; 10: e879-89
T
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Cellular Stress

DNA damage

Growth signal loss VENETOCLAX
Extrinsic pathway _ o
Microtubule damage Stress Signals V V Selective molecular mimic
Cytokine deprivation of BH3-only proteins

Oxidative stress

[Reduced OxPhos ]

% [Release of mitochondrial DNA]

¢ ctivati __/S’é

Cellular demolition
DNA breaks

Unprimed

Konepleva, Cancer Discovery 2016; Roberts AW. ASH Educational 2020; Letai, CCR 2015



VIALE A
AZA-PBO vs. AZA-VEN

Venetoclax: 400 mg PO, daily, days 1-28
+ Azacitidine 75 mg/m2 SC/IV days 1-7

2:1 Randomization
N =433*

Placebo daily, days 1-28
+ Azacitidine 75 mg/m2 SC/IV days 1-7

DiNardo et al, NEJM.2020

Percentage of Patients

Intermediate Poor

Median follow-up, 20.5 mo (range, <0.1-30.7)
= 0.9 Hazard ratio, 0.66 (959 Cl, 0.52-0.85)
2 o084 P<0.001
s
@ 0.7
T 064 Azacitidine plus venetoclax
o
S 05 e
G
= 0.4
% 0.3+
= 0.2 Azacitidine plus placebo
& 014
0.0 T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. at Risk
Azacitidine plus 286 219 198 168 143 117 101 54 23 5 3 0]
venetoclax
Azacitidine plus 145 109 92 74 59 38 30 14 5 1 0 0
placebo
B AzA+VEN
[] AzA+PBO
* * *%
809 74 * 75 72 *kk

67

DeNovo Secondary IDH1/2 FLT-3 NPM1 TP53

Cytogenetic Risk

‘ AML Subtype | | Molecular mutations




Impact of FLT3 mutation on outcomes with doublet regimen Ven + Aza
Pooled analysis of patients with ND AML in VIALE-A and phase 1b study (N=498)

Patients (%)

OS in patients with FLT3-ITD OS in patients with FLT3-TKD
Remission rates:
FLT3mut ys FLT3"t 100 100
80 Ven+Aza, n=30: Ven+Aza, n=13:
B B ] - T Median OS: 9.9 months . 80 Median OS: 19.2 months
100 O] CR CRi &\c: 3
® ® |
> 60- > 60,
66.7% 66.8% = =
2 »
50 3 40 E 40.
§ 9
40 36.4% op] Pbot+Aza, n=13: . © a0
) Median OS: 8.5 months
25.3% Pbo+Aza, n=10:
20 0 0 Median OS: 10.0 months
o e B S S S B S " E— — — T T T T T T T T T T T
- 0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 912151821 24 27 30 33 36 39
Ven Pbo Ven Pbo
+Aza +Aza +Aza  +Aza Months Months
(n=42) (n=22) (n=238) (n=95)
FLT3mut FLT3wt

The safety and tolerability of the Ven+Aza in patients with FLT3mut
were similar to patients with FLT3"t mutation status.

AZA, azacitidine; ITD, internal tandem duplication; mut, mutated; ND, newly diagnosed;

Pbo, placebo; TKD, tyrosine kinase domain; Ven, venetoclax; wt, wild type. Konopleva M, et al. Clin Cancer Res 2022; ePub ahead of print.



CR/CRIi rates and OS with Gilt + Aza vs Aza in FLT3mut AML

LACEWING: Randomized, phase 3 trial in patients ineligible for intensive chemotherapy

Response rates 0S
100 100
H .
CR .~ CRi  CRh Gilt+Aza, n=74:
80 p<0.001 & Median OS: 9.82 months
X
S 58.1% s
T’; 60 A% g 60
c 2
Q2 7
® 33.8 —
S 40 = 40
| &8
(]
>
20 8.1 12.2 O 9
14.3 _ _ _ o
0 HR=0.916; 95% Cl=0.529-1.585; p=0.753
Gilt+Aza Pbo+Aza
(n=74) (n=49) 0 3 6 9 12 15 18 21 24

Aza, azacitidine; Gilt, gilteritinib; mut, mutation.

Time (months)

AEs rates (any grade and Gr=3) were similar in both arms
No new safety signals were reported

27 30

Wang ES, et al. Blood 2022



Ven+Aza+Gilt in IC-ineligible FLT3™'t AML
Phase 1/2 study in untreated IC-ineligible patients with FLT3™ut AML (N=52)

Response Best minimal residual disease response Overall survival (ND)

= MRD- MRD+
ECR CRi MLFS

Patients (%)

100 1009 - 100 1
80 80 1 || | L1
< 57 <
X R
60 £ 60 ‘_;’
_E, S N Median OS 6-month OS 1-year OS
g 32 297 30 Notreached 93% 83%
40 40 =
o)
>
O -
20 20 -
0 . 0 . . 0 T T T
Frontline AML R/R AML Frontline R/R Frontline R/R 0 6 12 18
(n=30) (n=22) AML AML AML AML _
Flow cytometry Polymerase chain reaction Time (months)

Most common Grade 23 hematologic adverse events (>10% of patients) were infections, febrile neutropenia, sepsis,
Gl bleeding, and hypotension. Myelosuppression was common but manageable with mitigation strategies

Adapted from Short N, et al. JCO 2024 May 1;42(13):1499-1508
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Response rates and OS of patients with doublet regimen Ven + Aza
Pooled analysis of ND AML with IDH1™t or IDH2™ jn VIALE-A and phase 1b study (N=498)

100
80
60
40

Patients (%)

20

Overall survival (%)

(@)

N A OO @
o O o o

60.6%

Ven+Aza, n=33:
Median OS: 15.2 months

Pbo+Aza, n=11:
Median OS: 2.2 months

IDH1mut

Ven+Aza 100
CRi 80

66.7% B crn _
M cr X 60

Pbo+Aza i
CRi & 40

B crn ©
o 20

B cr

0
100
T 80
S 60

<
= (?) 40
£ 20

HR=0.19; 95% CI=0.08-0.44 6

15 18 21 24 27 30 33
Months

Aza, azacitidine; CRh, CR with partial hematologic recovery; ND, newly diagnosed; Pbo, placebo; Ven, venetoclax.

IDH2mut
Ven+Aza
80.0% 86.0%"% CRi
B crn
B cr
Pbo+Aza
CRi
o I crn
11.1% S56%
5.6% 5.6% “56% [N CR
n=50 n=18 n=50 n=18
CR/CRh CRI/CRIi
Ven+Aza, n=50:

Median OS: NR months

Pbo+Aza, n=18:
Median OS: 13.0 months

HR=0.34; 95% CI=0.17-0.69

3 6 9 12 15 18 21 24 27 30 33 36 39
Months

Pollyea DA, et al. Clin Cancer Res 2022; ePub ahead of print.



AGILE: Overall Survival and Safety Summary

Randomized Phase 3 trial evaluating ivosidenib + aza in newly diagnosed IDH1™t AML

AGILE (lvo + Aza): OS (secondary endpoint)’

100

Response

1
100 -

Ivo+Aza m Pbo+Aza ~ 80
80 - (n=72)  (n=74) s
X ©
w 60 - 2

7] 60
£ =

Q

-“.—E 40 9 2

o 19 18 T 40

20 - 15 g Median OS, n=74:
0 - - - - 5 . Pbo+Aza: 7.9 months
ORR CR CR+CRh o - L
: HR=0.44; 95% CI1=0.27-0.73; p=0.001
Time to response
(months) 3.7 3.8 3.9 0
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Months
neutropenia, neutropenia, and thrombocytopenia ECG occurred in both arms

Median follow-up: 15.1 months. AE, adverse event; AML, acute myeloid leukemia; Aza, azacitidine; ClI, confidence interval;
ECG, electrocardiogram; HR, hazard ratio; Ivo, ivosidenib; mut, mutated; OS, overall survival; Pbo, placebo.
1. Montesinos P, et al. N Engl J Med. 2022;386(16):1519-1531.



Cycle 1 Day 15
Evidence of cellular Cycle 3 Day 1
differentiation 4% BM blasts

@ "¢ wl- 7
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Screening
37% BM blasts
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Mature

Blasts Promyelocytes Granulocytes Lymphocytes

Courtesy of Misha Roshal, MD, PhD

Figure. Differentiation Syndrome Review Committee Amended Protocol for Isocitrate Dehydrogenase

Differentiation Syndrome (IDH-DS) Diagnosis and Management

Initiate treatment with dexa-
methasone, 10 mg twice
daily, as indicated

Suspicion of IDH-DS

New onset or worsening of
characteristic symptoms of
unexplained etiology, Empiric therapy for other
including fever, rapid weight possible causes (eg, anti-
gain or edema, repiratory | Infective agents)
symptoms with or without * Hydroxyurea for manage-
infiltrates, pleural or peri- ment of co-occurring
cardial effusions, hypo- leukacytosis

tension, and acute renal * Hyperuricemia agents for
failure? co-occurring tumor Lysis
syndrome

Hospitalization indicated in setting of rapidly
progressing symptoms (especially respiratory
symptoms), development of hypoxia, renal failure,
rising WBC count, or DIC

= Stop/interrupt enasidenib treatment?

Improvement of Continue dexamethasone

IDH-DS signsf ~ — until significant improve-

symptoms ment or resolution of
signs/symptoms, then
taper per institutional
guidelines

Stein, Blood 2017; Fathi, JAMA Onco 2018



Can we Optimize intensive induction outcome
Adding IVO/ENA to intensive induction HOVON 150 (phase 3)*

IDH1 cohort (randomization ivosidenib vs placebo)

7+3+IVO or ENA (Phase 1)’

patients =18 years of age with newly

1 . 0 ] diagnosed AML or MDS-EBZ with an
— IDH1 mutation
E 8.3_ TTEET I | [ 1y 1 ] Vﬂ'w
W ’ 111l ] LIl 11l induction &
o] 0.6 cycle 1 | ara-C 200 mgim? (d1-T) 18- 200 maym (e1.7)

o daunorubicin 60 mg/m? (d1-3) dauncrubicin 80 mg/m* (d1-3)
E. 0 5 ] TR | placebe 500 mg (d1 - end) vosidenib 500 mg|d1=-end)
— 0 4 cycle 2 | ara-C 1000 mg/m?(BID. d1-6) ara-C 1000mg/m?(BID, d1-6)

o i daunorubicin 60 mg'm? (d1-3) dauncrubicin 80 mg/m? (d1-3)*
-2 0 3 placebo 500 mg(d1—end) wosidenib 500 mg (d1- end)
-1 —]
(7)) 0 : 2 Number of patients at risk
0 1 —| 60 57 54 52 51 49 42 38 36 32 29 29 2928 26 25 23 22 20 18 18 12 1110 9 8 7 4 2 2 2 lIvosideniboverall no CRICRIMLFS® .~ ™
: 91 87 84 80 80 80 76 74 66 59 56 53 5250 47 43 38 35 30 25 20 18 1515 12 9 6 6 3 2 2 Enasideniboverall offprotocal +—— <
0. 0 T 11T T— T 1 —r1r r 1. 11 1. [ r 1 1 1 1 1 1t 1 1T [ T 11 | CRICRIMLFS®
0 2 0 3 0 consolidation
J opiion 1 opfion 2 J up to 3 cycles I I
1 miloxanirane 10 mg/m? (d1-5)@ o " Gln Ak
Survival (months) e g || S 0man 001238
am A
placebo 500 g (d4-end) Nﬂ?"’b" S00mg(dt-end) 20t0-5CT | | allo-SCT
. . + 0 . : + 0 amB - ( )
Ivosidenib 500 mg + chemotherapy, n (%) Enasidenib 100 mg + chemotherapy, n (%) Woskdenls B00M] (df-end) ivasicieni 500 mg (d1-end)
De novo Secondary De novo Secondary ANL, ‘
Response category | All,N=60 AML, n=42 AML, n=18 All, N = 91* AML, n=56 n=35 offprotocol «_" CRCRIMLFS'
CRICRI/CRp 46 (77) 37 (88) 9(50) 67 (74) 45 (80) 22 (63) l CRCRIMLFS®
maintenance’ amA:
CR 41 (68) 32 (76) 9 (50) 50 (55) 36 (64) 14 (40) placebo 500mg up 1o 2 years)
armB
wosidenib 500 mg (up to 2 years)

Stein et al. Blood. 2021;137(13):1792-1803; 2.. https://hovon.nl/nl/trials/ho150 accessed 08/11/2025

|

offprotocd
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Menin inhibitors —
An emerging therapeutic class

Differentiating Agent
ATRASATO
IDH Inhibitors
FLT3 Inhibitors
Menin Inhibitors
Other differentiating agents

Leukemia Cell Differentiated Cell

Mature

Blasts Promyelocytes Granulocytes

Adapted from Issa et al. Blood 2024; Stein et al. Blood, 2017; 130 (6): 722-731;
Salman & Stein. Haematologica 2024
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Maintenance of HOXA gene expression
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Enhanced HOXA gene expression

In NPM1 mutant cells
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Menin inhibition with Revumenib

Revumenib
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o+ s

Downregulated HOXA gene expression




AUGMENT-101
Phase 2 study

r R . "
Revqmenlbl RP2D * Primary endpoint
Patients 163 mg (95 mg/m? if body weight <40 kg) q12h oral — CR+CRh rate®
+ a strong CYP3A4i in 28-day cycles
aged + Key secondary
efficacy endpoints
230 days KMT2Ar acute leukemia 5
with R/R -
acute T E—— _ | Aplanned ipterim gnalysis
' ; | of patients with
leukemia — NPM1m AML ; KMT2Ar acute leukemia
| _ | was conducted
\ J SR o o e NS F ¢

‘CR+CRh rate >10% in adult evaluable population considered lower efficacy bound.

Issa et al. EHA 2024; S131



AUGMENT-101
Phase 2 study

MEIS1

V))v}) |—> Leukemogenesis

Inhibitor =—{ HOX
MEIS1

\_A)wa I——" Leukemogenesis

Issa et al. Leukemia (2021) 35:2482-2495; Issa et al. Nature Medicine (2023)
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Revumenib (SNDX-5613)

B KMT2Ar

W Mutated NPM1

< CR/CRh

+ CRp

= Ongoing at data cutoff

+ Progressive disease

v Adverse event

+ Received HSCT

» Other*

= Subject withdrew consent for treatment and follow-up
4 Subject withdrew consent for treatment
+ Physician decision

1.0
0.8
0.6
0.4
0.2

Probability of DOR &

T T
2 4 6 8 10 i2 14 16 18 20

Duration of treatment {months)

— Overall median DOR: 9.1 (95% CI 2.7 to NR)
+ Censored

Atrisk 18

1 2 3 B 5 B 7 8 9 10 " 12 13 14 15 16

15 13 1 11 9 8 6 ] ] 6 6 3 3 3 1 0



Menin inhibitor triplets,

AZA-Ven+revumenib (BEAT AML sub-study)

CRc Rate  81% 86% 76%
100 —
S 75=
@
b -
3=
o
a 50 -
w
=
o -
=8
@
L 25-
)

All ELMN24 ELN24
Favorable Int/Adverse

(N =43) in=22) in=21)

B CRE B cCeh B CRi B MLFS P Not evaluable for response

Zeidner et al. JCO 2025;2606-2615:(23)43;

Survival (probability, %)

Assign
Treatment by
Marker

Genomic

b

/ ! \ \
Targeted Initiation i
Therapy of Sub-Study !
\ ‘ / i
i
1

Patient Consents to Screening
Master Protocol <1 Week (7 days)

Overall Survival by Genetic Mutation

Mutation Ewvents/Total

100 v, - KMT2Ar 39
—— NPM1m 14/34

a0 -

60 -

A0 -

20 -

otr—T—T—T—TT T 7T T T T
0 2 4 6 8 1012 14 16 18 20 22 24

Time Since Treatment (months)

Mumber at risk:
KMT2Ar 9 9 9 9 9 9 6 3 3 2 0 o o
MNPMIm 34 30 19 13 12 8 4 3 2 2 1 1 1

. : :
(59 : '
Marker Negativei Novel :
E Aﬂm of Sub-Study
3 i

Median (95% CI}
18.0 {11.5 to NE}
15.5{7.2 to 19.5}

DS in 19% (8 pt), 2> G3
QTc prolongation in 44% (19 pt), 5> G3




Magrolimab + venetoclax +
azacitidine®

Key eligibility criteria
Ven+AzatMagro in IC-ineligible pts. | et
- + Ineligible for IC2
en Za_ agro In Ine Igl e p S' -ECC?GPSD—Z (z 75 years)
or 0-3 (< 75 years) Placebo + venetoclax +
azacitidine®

Overall Survival at Final Analysis: ENHANCE-3

Magrolimab + VEN + AZA PBO + VEN + AZA
(n = 189) (n = 189)
100 o
Deaths, n (%) 84 (44 4) 70 (37.0)

95 o .

90 o -t Median (96% CI), mo 107(87-14 9) 14 1 (9. 7-NE)

85 «

80 = HR (956% CI) 1.178 (0.848-1 637)

- P-value 0.3276+
— 75 o
2 70 J
g GhH -
. eyl
S :
2 55 4 %’qu— e - =t
S 5 4 b o o e b
B 45 4 Censoring
‘.6 40
g 36 = 4 L d
5 bl Y RN + - )
Censonng

g 25 =
Q. 20

15 «

10

5 o s Magro + VEN + AZA (n = 189) — - - PBO + VEN + AZA (n = 189)
0 Ll Ll Ll L} L Ll L Ll L} Ll Ll Ll Ll L) L} Ll L} Ll Ll L)
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20

Time (months)
N at risk (events)

Magro + VEN « AZA 1890) 173(13) 152@27) 138(30) 135(43) 129¢49) 120(51) W7({(56) 84®B1) 61(72) 5S0(5 B8 0T9) 20(81) 13(82) 8(83) 5(84) 2(84) 2 (84) 0(84)

PBO + VEN + AZA 189(0) 174(9) 163(19) 154(26) 146(30) 134(40) 125(47) 104(54) 84(59) 63(63) 46(6) 29(69) 22(69) 16(69) 12(69) 8(/0) 3(10) 3(7/0) 1(70) 0(70)

Daver N, et al. Blood 2025 .601-611:(5)146 Venetoclax is used in combination with either Azacitidine or low-dose cytarabine in Japan.
BCL2-JP-00159-E1.0 | August 2025 Please refer to the Venclexta package insert for further details.



Improving patient outcome —
maintenance is back...

The long road for effective maintnance!

Approvals for maintenance
therapy in US or Europe

2006: Approval of
HDC/IL-2 by EMA -
Better LFS but not

1988: No OS L 1998: No OS L 2003: No OS
benefit with Ara-C benefit with LDAC benefit with TAD
+ thioguanine post-chemo post-chemo
post-chemo
2008: No OS
benefit with IL-2
post-chemo
Selected trials
without approval

2010’s

2010: No OS
—> benefit with IL-2
post-chemo

2010: No OS

—> benefit with GO
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Post-remission approach

Risk of relapse following
consolidation approach

Prognostic scores for
NRM that indicate alloHSCT
as preferred consolidation

AML risk assessment criteria Chemotherapy AlloHSCT EBMT HCT-CI NRM risk
AML risk groupt at diagnosis MRD after cycle 2 or autoHSCT (%) (%) score®? score®® (%)
Good —1(8;21) or AML1-ETO, WBC <20 Positive or negative 35-40 15-20 NA (=1) NA (<1) 10-15
—-inv16/t(16;16) or CBFB-MYH11
—CEBPA-biallelic mutant-positive
—FLT3-ITD-negative/NMP1-positive
Intermediate —CN =X =Y, WBC <100, CRe Negative 50-55 20-25 =2 =2 <20-25
—(8;21) or AML1-ETO plus WBC =20
or mutant KIT
Poor —CN —X =Y, WBC <100, CRe Positive 70-80 30-40 =34 =3-4 <30
—(8;21) or AML1-ETO, WBC =20 Positive
and/or mutant KIT
—CN —-X =Y, WBC <100, no CRe Negative
—CN X =Y, WBC =100 Negative
—CA, but non-CBF, MK-negative,
no abn3q26
Very poor —CN —X =Y, WBC =100 Positive =90 40-50 =5 =5 <40
—CA, but non-CBF, MK-negative, Positive

no abn3qg26, EVI1-negative

—MK-positive

—-abn3qg26

—Non-CBF, EVI1-positive

—Non-CBF with mutant p53, or
—mutant RUNX1, or mutant ASXL1
—or biallelic FLT3-ITD with
—FLT3-ITD:FLT3 WT ratio of =0.6

Positive or negative

Cornelissen & Blaise.

Blood 2016
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