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The new ELN 2024

New prognostic risk signature® Median
Genetic marker overall survival Reference
TP33". No FLT3TD, KINRAS™ (months)
10 Higher beneft, =145
& 5,‘ ! . ’ ' TP53" and FLT3TD or Favorable-risk group
.g 075 '*1 Median 03: 26,51 mo KINRAS mutated o Mutated NPMT (FLT3-ITD™®, NRAS™, KRAS", TP53") 39 4
0 . 1, o Mutated IDH2 ~ (FLT3-ITD™, NRAS", KRAS", TP53") 37 4
: "‘\H Inlermedlate benefit, n=71: e e . o
6 050 \ Median OS: 12.12 mo o Mutated DDX47 524 3,13
G-U LY ¢ AML with myelodysplasia-related gene mutations 23 4
? 0.95- P53 mutated W"L (FLT3-ITD™, NRAS", KRAS", TP53")
\
g Lower %em,g’f =03! ‘*==1=1 Intermediate-risk group
0 lag ey ¢ AML with myelodysplasia-related gene mutations
0,00 Median 05: 9,52 mo \ o
- (FLT3-ITDP and/or NRAS™ and/or KRAS™"; TP53") 13
o Other cytogenetic and molecular abnormalities 12
0 10 il X Q il (FLT3-ITD™ and/or NRAS™ and/or KRAS™"; TP53")
Time (months) .
. ) Adverse-risk group
1. Dohner H, et al. Blood 2022; 144:1345-1377; 2. Adapted from Dohner H, et al. ASH 2022, Abstract 602 (Oral). « Mutated TP53 5.8 3.4.7.10,14-16

Dohner et al. Blood.20240254009.
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HMA+VEN+X:
Why do we need “X” and what should its features be?

* Increase response rates

* Increase MRD- response rates

« Enhance efficacy in ELN2024 intermediate and adverse risk groups
« Preclinical synergistic/additive activity with HMA/VEN

e Limited myelosuppression

« Favorable extramedullary toxicity profile

« Feasible administration (oral preferred)
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What would you say about Drug X if | showed you
these data for AZA+VEN+X?

Frontline Cohort (n=25 4 CR mCRi =MLFS mNR/Death
Outcomes TP53 mutated  TP53 wild type N (%)
n=14 n=11 B
ORR 12 (86) 11 (100) o
CRICRIi 9 (64) 10 (91)
CR 9 (64) 7 (64) 25
CRi 0 3 (27)
MLFS / PR 3 (21) 1 (9) % 4(1) o
MRD neg FCM 5/9* (55) 4/9 (45) y 30) ]
CCyR 419* (44 5/6 (83 qe)
No response 2 (14 0 " - 60%
TT 1%t response 0.7 [0.6-1.9] 0.7 [0.7-1.5] toal .| [
TT Best response 1.5[0.7-3.2] 1.1 [0.7-2.9] 5
Med TT ANC>500 28 (20 - 41) days ] i}
Med TT PIt>50K 24 (18 — 41) days TP53 mut (n=35) TP53 wt (n=19)

8-wk mortalit 0 0

ASH 2021: Abstract #371 Daver et al. Clin Cancer Res. 2025 Apr 8.
’ doi: 10.1158/1078-0432.CCR-25-0229. Online ahead of print.
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But look what happened in phase 3

ENHANCE-3: Venetoclax and Azacitidine Plus Magrolimab or Placebo in

Untreated Acute Myeloid Leukemia (AML) Unfit for Intensive Therapy

Context of Research Main Findings
- Patients with AML ineligible for intensive . The_addition of magro (\a_'s placebo) to venetoclax and azacitidine did
chemotherapy (IC) have limited treatment not improve overall survival (OS)

Magrolimab + Placebo + venetoclax +

Op[ions . uunum:i::‘;: + azacitidine alzr?ill‘lbg:}e
- Magrolimab (magro) is a IgG4 monoclonal g i 107 11
antibody that blocks CD47 g % M oo Bt s~ i
» The randomized, phase 3 ENHANCE-3 trial 3 @ NS DY
evaluated the addition of magro (magro arm) 2 4
compared with placebo (control arm) when % 20
either was added to venetoclax and azacitidine & '
in patients with untreated AML ineligible for IC 0Tz 345 6 7 8“?“&‘(0[";:'"::) 131475 76 17 18 18 20
Patients and Methods (NCT05079230) * There were more fatal adverse events in the magro arm compared

with the control arm

Key eligibility criteria: Overall
* Adults with previously unireated AML Infections and infestations
« Ineligible for IC Respiratory, thoracic and mediastinal disorders
+ ECOG PS 0-2 (275 years) or 0-3 (<75 years) Blood and lymphatic system disorders

Cardiac disorders

— Gastrointestinal disorders = Magrolimab + venetoclax
Randomization General disorders + azacitidine (n = 189)
1:1 Injury, poisoning, and procedural complications = Placeho + venetoclax +

‘ Nervous system disorders azacitidine (n = 184)
Magrolimab + Placebo + Renal and urinary disorders
venetoclax + azacitidine [] venetoclax + azacitidine 0 2z 4 6 8 10 12 14 16 18 20

Patients (%)

Conclusions: In patients with previously untreated AML who were ineligible for
intensive chemotherapy, the addition of magrolimab to venetoclax and azacitidine did
not improve overall survival or complete remission rates and resulted in more fatal
adverse events.

. L. Daver et al. Blood. 2025 Apr 15:blood.2024027506. O .
Weill Cornell Medicine doi: 10.1182/blood.2024027506. Online ahead of print. = NewYork-Presbytenan




Enasidenib: potent, oral IDH2 inhibitor in R/R AML

A Efficacy
« ORR: 40.3%
+ CR:19.3%
’ « Median response duration: 5.8 mos
b 1 |* Median OS R/R AML: 9.3 mos
R L w ow 8 . « . . .| |* Median OSin CR: 19.7 mos
Enasidenib-related Adverse Events

* Indirect hyperbilirubinemia (12%)
—1  differentiation syndrome (7%)

CR, complete remission

Stein et al. Blood 2017;130:722-731 " blOOd



lvosidenib: potent, oral IDH1 inhibitor in R/R AML

A Overall Survival

; Efficacy
* ORR 41.6%, duration 6.5 mos
' « CR 21.6%, duration 9.3 mos
e T « CR/CRh 30.4%, duration 8.2 mos
+ Median OS 8.8 mos

s N . Median OS in CR not reached

Probability of Survival

12 14 16 18 20 22 24 26 28 30 32 . .
. lvosidenib-related Adverse Events
-
38 38 38 37 32 25 19 13 8 5 4 3 1 1 1 1 0
hanCRorCRh 14 13 11 11 8 5 2 7 i1 0 N
ooooooooooo 73 51 32 24 19 8 7 4 2 1 0 ° T r I n tl n 7 8 O/
C Duration of CR or CRh According to Mutation-Clearance Status D Overall Survival According to Mutation-Clearance Status p : : g E l' : . O
1.0 10 .
8 8

+ IDH differentiation syndrome 3.9%
« Anemia 2.2%

MMMMMMMMMMMM Decreased platelets 3.4%
No. at Risk No. at Risk -
With mutation 7 7 7 5 4 3 0 With mutation 7 7 7 7 6 5 4 2 0 0
v I P * eUKOCYILOSIS 0
Without mutation 27 21 19 11 8 4 1 1 0 Without mutation 66 65 54 48 38 24 15 10 5 2 0 [ ]

cccccccccccccccccc

£ JoURNAL Y MEDICINE DiNardo et al. N Engl J Med. 2018 Jun 21;378(25):2386-2398.



https://www.ncbi.nlm.nih.gov/pubmed/29860938

lvosidenib in Untreated IDH1-Mutated AML.:
Duration of Treatment and Best Overall Response

-

Ivosidenib 500 mg (n = 33)
CR+CRh CR Overall Response

Median duration of

. response, mos (95% CI) NE (4.6-NE) NE (4.2-NE) NE (4.6-NE)
I — 6 mos, %2 91.7 77.8 77.4
' . 12 mos, %! 61.5 77.8 63.0
—
o Median OS, mos [95% Cl]{! 12.6 (4.5-25.7)
Median follow-up, mos (range)!!! 23.5(0.6-40.9)

BCR WBCRI/CRp mPR ®MLFS SD mPD NA < Transplant e Progression +* CRh -+ Ongoing A Prior HMA

4 8 12 16 20 24 28 32 36 40
Treatment duration (months)

1. Roboz GJ. Blood. 2020;135:463. 2. Roboz GJ. ASH 2018. Abstr 561. Slide credit: clinicaloptions.com




Enasidenib in Untreated IDH2-Mutated AML.:
Duration of Treatment and Best Overall Response

— Bl Table 3 Hematologic responses, times to response, and durations of
—- TESPONSE
™
—— Patients with newly
——— diagnosed AML N =39
I
— Overall response rate (ORR).* n(%)  30.8% (12/39)
— . 95% CI 17.0. 47.6
: Best response, n(%)
.
% : Complete remission (CR) 7 (18)
=
& e CE with incomplete count recovery 1 (3)
_§ Py (CRV/CRp)
2 . = Ongoing
B i A Transplant Partial remission 2 (5)
o @ Discontinued Morphologic leukemia-free state 2(5)
:- mCR  ® Non-CRrespanse = SD  mPD NE Stable disease,” n(%e) 19 (49)
.. Disease progression, n(%) 1(3)
'_- Not evaluable,® n(%) 7 (18)
. ® Time to first response, months, 1.9 {1.0-3.8)
: median (range)
: Time to best response, months, 3.7 (1.0-12.9)
- median (range)
0 [+ 12 18 24 30 35
Rl A eSS A ST Duration of any response, months, NR [7.4, NR]
median [95% ]
LT CIRONES] Septembar ol Time to CR., months, median (range) 56 (3.4-12.9)
Non-CR responsas included complete remission with incomplste hematologic or platelet recovery (CRVCRp), partial remission, and
marphalogic leukemia-free state Duration of CR, months, median NR [3.7, NRK]
CR, complete remission; ME, not evaluable; PD, progressive disease; 30, stable diseasa. ['95% C]]

Pollyea DA et al. Leukemia. 2019;33:2575-2584.




Impact of Venetoclax and Azacitidine in Treatment-Naive
Patients with Acute Myeloid Leukemia and IDH1/2 Mutations

r
=

9.1%

£ 5
100 100 100- fo :
g g
86 0"/ 5 o HR, 0.32 (95% Cl, 0.19-0.54) s HR, 0.19 (95% CI, 0.08-0.44)
T00% e g g -
0 U 0 2 o g0
“ . - 0 3 2
c 80 c 80 £ 801 -
0 0
a S 867% g
V] ] “a
) o} Pationts at MG Patients at risk Moathe
* 60 5 * 60- Q 60- \Ien+xl 81 69 66 60 54 48 43 30 20 7 2 1 1 o Ven+Aza 33 26 2. 16
.

0 0 ‘6 cvents e SUTVIel stmate () 95 C) - Medtian manih) Events  Monthe U Meninas O S O e a0
° o Ven+Aza (N=81) 39 827 (72.5-89.4)68.8(57.4-77.7) 52.4 (40.6-62.9) 24.5(15.2, ) Ven+Aza (N=33) 21 727 (54.1-84.8) 57.6 (39.1-72.3) 41.6 (24.6-57.7) 15.2(7.0,-)
m m g = 7 (18.9-53.0) 12.2 (3.2-27.8) 6.2(2.3-127) Aza (N=11) 1" 18.2 (2.9-44.2)
V] 40. 1] 40.
- -
c c 40 > D
0 0 c
0 0 0
1 1 0
0 4 0 4 -
o 20 o 20 0 HR, 0.34 (95% Cl, 0.17-0.69)

14%

Probability of no event
° ° °
Probability of no event

ek Aza
n=4l) =gy oA Am Venthza Az

(n=221) (n=99) (n=33) (n=11) Ven+Aza Aza - o
IDH1/2 mutated  IDH1/2 wild-type (n=50) (n=18) ¢ 3 % B W ML o oW oW W e I T TR T S T N R TR

[ CR, Ven+Aza [ CRi, Ven+Aza »
O CR, VelH'Ala .cR, Ven+AZa . CR! Aza ' - CR! Ven+Aza . CR, Aza p::::: “:o 44 43 40 3% 32 28 19 14 2 1 1 1 0 t‘:‘m;.l r:‘» 171 151 128 110 40
@8 CRi,VentAza g CR, VentAza . B8 CRi, Ven+Aza B CRi, Aza e ",
Mim i i~ - -
i i VenAza (N=50) 19 88.0(752-944) 756(61.0-853) 59.5(439-722)  -(17.6,-) 3 5 e ;
. CRIIAE .CRI!An Aza (N=18) 14  66.7 (404-83.4) 556(305-748) 19.0(4.8-40.3) 13.0 (3.8-15.8) Aza (N=99) 77 66.4(561-74.8)  43.9(34.0-53.4) 15.8 (7.3-272)

AAC_R American Association Pollyea et al. Clin Cancer Res. 2022;28(13):2753-2761. do0i:10.1158/1078-0432.CCR-21-3467

for Cancer Research’
Copyright © 2022 American Association for Cancer Research. All rights reserved.
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AGILE: Ivosidenib+Aza vs Pbo+Aza in ND IDH1mut AML
Randomized, Ph 3 trial in patients with untreated AML and an IDH1 mutation (N=146)

Response

100 m lvo+Aza m Pho+Aza
- (n=72) (n=74)
g 8 62.5
[
.f’__f 40 199 e
6_5 20 ' 14.9 .

. ] ] ]
ORR CR CR+CRh
Overall survival

100
_. 80
X
et Ivo+Aza, n=72:
S 60 Median OS: 24.0 months
2
5
2 40
© Median OS, n=74:
) .
5 20 Pbo+Aza: 7.9 months L

HR=0.44; 95% CI=0.27-0.73; p=0.001

0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36

Months

Aza, azacitidine; ECG, electrocardiography; Ivo, ivosidenib; mut, mutated; ND, newly diagnosed.

Grade 23 AEs in 220% of
patients in either arm, n (%)

Hematologic AEs
Anemia
Febrile neutropenia
Neutropenia
Thrombocytopenia
Non-hematologic AEs
Pneumonia

Infections

Other safety events, n (%)

Differentiation syndrome (any grade)
Grade 23

QT interval prolonged on ECG (any grade)
Grade 23

Discontinuation as a result of AEs

(n=71)
50 (70)
18 (25)
20 (28)
19 (27)
17 (24)

16 (23)
15 (21)

Ivo+Aza

Ivo+Aza

(n=71)

10 (14)
3(4)

14 (20)
7 (10)

19 (27)

Pbo+Aza
(n=73)

47 (64)
19 (26)
25 (34)
12 (16)
15 (21)

21 (29)
22 (30)

Pbo+Aza
(n=73)

6 (8)
3(4)

5(7)
2(3)

19 (26)

Adapted from Montesinos P, et al. N Engl J Med 2022; 386:1519-1531.



Ven+Aza+IDH1/2 inhibitors

L - ) ]
A Overall survival B Overallsunival " N E mOS (m)
Coort: == VO + VENAOO i« VO + VENBOO Cahort: <= MDS or MPN == ND-AML =+ RIR-AML 100 ——= i ENA+AZA+VEN 7 2 NR
= [VO + VEN4Q0 + AZA = VO + VENBOD + AZA
. {0y = e ENA+AZA 12 9 60
2 20| 1 2
= = 1% IR —
: S S £
0 o 60% 7l o)
8 6 50% 1 Insmsnenss #rnmmmanar 3
g L 50 S 50-
2 M o a P=0.08
3 My P=028 C Wb P02 = :
D B 10%- >
0% T T T T T T T T T 0% 1 1 1 1 1 1 1 1 E
0 6 12 18 4 N ¥ &£ 4 0 6 12 18 24 30 ¥ £ 4# g A )
Months Months
Nt rigk (censored) Wt rick {censored| 0
NOSVENAD B () 3000 30 300 30 30 30 0@ MCSoPN S 8 4 45 20 20 18 1@ 0B A é 1'2 1'8 2'4
N0+ VEND 80 S0 401 40 400 40) 201 06 0W -
O VENDAZE 1300 1300 1000 1001 5] 00y 0y oy oy T 1800 00 9@ B 28 TR 10 010
[ﬁoﬁ.fwaaamz.a. B0 60 06 005 0F) 0F) OF 0 0 RRAL SN 60 40 40 40 3¢ 3 10) ﬂ{»i[E Months
Lachowiez et al. Blood Cancer Discov. 2023;4(4):276-293. Adapted from Daver N, et al. ASH 2022. Abstract 61 (Oral).
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EVOVLE-1: IVO + AZA with or Without VEN in IDHT1- Mutated AML

Phase Il
IVO/AZA IVO/ALZA IVO/AZA IVO/AZA
Placebo Placebo Placebo Placebo o
« Pfs 218 yrs / \ \ \ unfil disease relapse,
Newly diagnosed progression, development of
AML with mutated e n =230 — unacceptable toxicity,
IDHT* ineligible for withdrawal by subject, death,
IC \ or protocol violation
IVO/ALZA IVO/AZA IVO/AZA IVO/AZA
 Rao . Venetoclax Venetoclax Venetoclax @ Venetoclax
apid molecular screening, F g
centrally done in Rotterdam, \ \ \ -

Oxford, Lille, UIm / Hannover Venetoclax/Placebo on days 1-7

ﬁl@

FKE NCH \NNOVATIVE

Primary endpoint: Event-free survival
®

& PI: H. Ddhner (AMLSG): Co-Pls: G. Huls (HOVON), P. Vyas (UK) CETLAM
g Start: Q2/2025

QR fondazione GIMEMA*
(/3 perlopromorionee s vluppo del kerca scinica

STUDY National
Cancer
A M L Research VON
. GROUP Institute

AML, acute myeloid leukemia; Aza, azacitidine; Ivo, ivosidenib, IC, intensive chemotherapy; PI, principle investigator

1. AMLSG 34-23 / HO173 / UK. Eu CT number: 2024-512753-24-00



Ven+Aza+Gilteritinib
Phase 1/2 study in IC-ineligible patients with FLT3mutND or R/R AML (N=47)

Response Best MRD response oS

mMRD- ~ MRD+ ' Limited specimen
ECR CRi MLFS

100 100 7 7 - 7 100 _\.l_u_l.u_|_I
11 Ll [
80 80 ! L .
36 < .

= S 50 <
S - 60 T
q 00 = = N  MedianOS  6-months OS  1-year OS
c 35 Q0 5 50
2 T 7 27 Not reached 96% 85%
& 40 a0 EH 5

()

= 4 deaths

15 >7 o * 1in CR (2 months)
20 20 43 + 1 post HSCT (7 months)
20 * 2 postrelapse (9.5 and 13.6 months)
0 0 0
Frontline AML R/R AML Frontline R/R Frontline R/R 0 6 12 18 24
(n=27) (n=20) AML AML AML AML .
Time (months)
Flow cytometry PCR

Most common Grade =3 hematologic AEs (>10% patients) were infections, febrile neutropenia, sepsis, Gl bleeding, and hypotension.
Myelosuppression was common but manageable with mitigation strategies

Aza, azacitidine; Gilt, gilteritinib; HSCT, hematopoietic stem cell transplantation; MLFS, morphologic leukemia-free state;
mut, mutated; ND, newly diagnosed; PCR, polymerase chain reaction; Ven, venetoclax.

Adapted from Short N, et al. ASH 2022. Abstract 831 (Oral).
16



KMTZ2Ar
~ 10% of Acute Leukemias

NPM1c

Menin Inhibitors in AML

15% of t-AML Agent Ref tud Ph Stud lati
70% of t-AML 1-2 years following topo Il Inh 25-30% of AML gen eterence stucy ase udy population
Monotherapy
[40]
= - R ib NCT04065399 (AUGMENT-101 2 KMT2Ar/NPM1-
5 SonRnel a e ( ) mutated ng AML
~ AML = )
> s o Wild-type NPM1 o NPM1c Ziftomenib NCT04067336 (KOMET-001) 2 NPMI-mutated R/R AML
b o
= = 5% of INI-75276617 NCT04811560 1 KMT2At/NPMI-
_g ALL mutated R/R AML
< —
KM Tﬁ Mutation DSP-5336 NCT04988555 1/2 KMT2Ar/NPMI-
10% of I d'T;z‘;g;LS mutated R/R AML
Pediatric leukemia
70-80% of cytoplasmic NPM1 BN104 NCT06052813 1/2 KMT2At/NPMI-
Infant leukemia (NPM1c) / mutated R/R AML
Balamenib (ZE63-0302) Australia Clinical 1 Healthy volunteers
Trial Notification
AML
HOXA9 Combination therapy
MEIST -
fwm PB X3 «. ": \ Revumenib + 3-drug reinduction or FLA NCT05761171 2 KMT2Ar R/R AML
(@ Revumenib + fludarabine + cytarabine NCT05326516 (AUGMENT-102) 1 KEMT2Ar/NPMImutated/NUP98r
R/R AML
T Leukemogenesis Ziftomenib + venetoclax or venetoclax/ NCT05735184 (KOMET-007) 1 KMT2Ar/NPMI-
azacitidine or 7+ 3 mutated R/R AML
Myeloid stem cell
Ziftomenib + gilteritinib, FLAG-IDA or NCT05735184 (KOMET-008) 1 KMT2Ar/NPM1-
LDAC mutated R/R AML
Differentiation
HOXA9 INJ-75276617 + venetoclax + azacitidine NCT05453903 1b KMT2Ar/NPM1-
inhibitor aion MEIST mutated R/R AML
PBX3 Revumenib+ ASTX727 + venetoclax NCT05360160 (SAVE) 1/2 KMT2Ar/NPMImutated/NUP98r
R/R AML
O DS-1594b +/- venetoclax, azacitidine or NCT04752163 1/2 Phase 1: all R/R AML
Mini-HCVD Phase 2: MLLr or NPMI-mutated
Mye|°id cells Abbreviations: FLA =fludarabine + high dose cytarabine; FLAG-IDA =fludarabine, cytarabine, G-CSF and idarubicin; LDAC = Low-dose cytarabine; mini-
HCVD =cyclophosphamide and dexamethasone (50% dose reduction), no anthracycline, methotrexate (75% dose reduction), cytarabine at 0.5g/m2 x4 doses.

Inhibition of the menin-KMT2A complex downregulates
HOXA9/MEIS1 and leads to differentiation of leukemic blasts.

Adapted from: Issa GC et al. Leukemia 2021 Sep;35(9):2482-2495 and
Guttierez Moore et al. Am J Hematol. 2025 Mar:100 Suppl 2:23-37.



Menin Inhibition With Revumenib for KMT2A-Rearranged
Relapsed or Refractory Acute Leukemia (AUGMENT-101)

AUGMENT-101 Phase 2 Study Design

Key Inclusion Criteria Revume.nlb RP2D (i \
- Age =30 days 163 mg (95 mg/m® If <40 kg) q12h orally  H
g y + strong CYP3A4i in 28-day cycles? ry P

* R/R AML, ALL, or MPAL ~ ~ « CR+CRh rateP

with KMT2Ar or NPM1m « Safety and tolerability
- Patients with primary e KMT2Ar

refractory or relapsed Acute leukemia Key Secondary Endpoints

refractory disease \_ o, « CRc (CR+CRh+CRIi+CRp) rate

allowed ~ ~ *« ORR (CRc+MLFS+PR)

« DOR
Key Exclusion Criteria 2 i NPM1,m AML 3} « Time to response
- Active CNS disease (not included in this analysis)
v " p & b

“Treatment continued until lack of at least MLFS after 4 cycles, disease progression, unacceptable toxicity, or withdrawal of consent. Maintenance therapy with revumenib after allogeneic
hematopoietic stem cell transplant was allowed until disease progression or unacceptable toxicity.
PCR+CRh rate of 10% under the null hypothesis for antileukemic activity

ALL, scute txn R!mblusu leukenmsa, AML, acute n nyn.lond lu.iu_-m-u CNS, cenlral nervous systern CR, complete remission, CRe, CR

.\ - - compossta, C CR with 1mal hnmaw CR with iIncomplate hematologic recovery. GRp, GR with incomplota platelot
: ’ An‘lel“lca n SOClety Of I—Iematology rocovery (‘Yl 3AA4I, © ytu( worne H450 ind by lul ()R dul.mo n of tesponse. KMT2Ar, lysmo N numymun..u_-ur.t. 2A reanungoed
3 & MILFS, nwphnloaqul krm:mua froe state. MPAL  mixed phano arum loukemia, NPM1m, nucisophasmin 1-mautatod, ORR, overall 4
= rRsnnise e sirlual temessinn n12h ewery 12 hoats RP0) tacnmimes wient nhase 2 dass 10 islansadiatiacion

lldoss et aI, #211, ASH 2024.
Issa et al. J Clin Oncol. 2024 Aug 9;43(1):75-84.



Menin Inhibition With Revumenib for KMT2A-Rearranged
Relapsed or Refractory Acute Leukemia (AUGMENT-101)

Revumenib: oral, small molecule inhibitor of the menin-lysine methyltransferase 2A (KMT2A) interaction
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N = 94 patients (median age, 37 [1.3-75] years) Grade=3

Adverse events:

febrile neutropenia (37.2%), differentiation syndrome
(16.0%), and QTc prolongation (13.8%).

CR+CRh rate 22.8% (N=57)

ORR 63.2% (95% ClI, 49.3 to 75.6), with 15 of 22 patients
(68.2%) having no detectable residual disease.
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Issa et al. J Clin Oncol

. 2024 Aug 9;43(1):75-84.



American Society of Hematology
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Phase I/ll Study of the All-Oral Combination of Revumenib

(SNDX-5613) with Decitabine/Cedazuridine (ASTX727) and
Venetoclax in R/R AML (SAVE)

Ghayas C. Issal, Branko Cuglievan?, Naval Daver!, Courtney D. DiNardo?!, Aziz Farhat!, Nicholas J. Short!, David McCall?, Allison
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Hussein A. Abbas?, Abhishek Maitil, Alexandre Bazinet!, Elias Jabbour?!, Koji Sasaki!, Gautam Borthakur!, Guillermo Montalban-Bravol,
Nitin Jain!, Yesid Alvarado?, Farhad Ravandi!, Guillermo Garcia-Manero!, Michael Andreeffl, and Hagop M. Kantarjian!
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SAVE Phase I/1l Study Design

Revumenib (SNDX-5613) g h
DLO: 113 mg Primary objectives:
DL 1: 163 mg (RP2D of monotherapy) * Phase | (3+3 design)
PO Q12h D1-D28 + a strong CYP3A4i Safety, MTD and RP2D
( h (posaconazole or voriconazole) * Phasell
« Age 212 years Efficacy

* R/R AML or Myeloid MPAL
*» KMT2Ar or NPM1mt or

ASTX727
1 tablet (35 mg decitabine and 100 mg

Secondary objectives:

NUP98r . 1 . * Phase 2
. ECOG <2 cedazuridine) PO daily for D1-D5 0, RFS, CRD, MRD
* Adequate organ function 9 Y.
% ) Venetoclax
400 mg target dose* with ramp up
PO D1-D14 Maintenance revumenib post-
*adjusted with azoles HSCT for 1 year

D14 bone marrow for early response
Amendment: hold revumenib after D21 if D14 BM blasts <5%

Issa et al, #216 ASH 2024.




High response rate with SAVE in R/R AML

Best Response All patients NPM1mt

n (%) (N=33) (N=12)

ORR 27 (82%) 14 (88%) 8 (67%) 5 (100%)
CR/CRh 16 (48%) 7 (44%) 6 (50%) 3 (60%)
CR 13 (39%) 6 (38%) 6 (50%) 1(20%)
CRh 3 (9%) 1 (6%) 0 2 (40%)
CRp 4 (12%) 3 (19%) 1 (8%) 0
PR 1(3%) 0 0 1(20%)
MLFS 6 (18%) 4 (25%) 1(8%) 1(20%)

No response/NE* 6 (18%)* 2 (13%) 4 (33%)* 0

MRD neg by MFC (104) in responders 17/26 (65%)# 9/13 (69%)* 7/7 (100%)  1/5 (20%)
Within CR/CRh 14/16 (88%) 7/7 (100%) 6/6 (100%)  1/3 (33%)

Proceeded to HSCT 13 (39%) 9 (56%) 2 (17%) 2 (40%)

ORR= CR+CRh+CRp+PR+MLFS. *One pt with NPM1mt with early death prior to response assessment. “One responding pt had inadequate MRD by MFC. Data Cutoff 11/18/2024

Issa et al, #216 ASH 2024.



Conclusions

 The all-oral SAVE [revumenib (SNDX-5613), oral decitabine/cedazuridine (ASTX727)
and VEnetoclax] - acceptable safety and high efficacy in children and adults with R/R
AML susceptible to menin inhibition

* High rates of response in heavily pretreated population
— ORR 82%, CR/CRh 48% -> MRD-neg 88% in responders. Median DOR not reached
— 39% (13/33 pts) proceeded to HSCT, 7 pts resumed revumenib maintenance

— Lower rate of DS compared to monotherapy with similar incidence of QT
prolongation

 Myelosuppression, confounded by expected risk with HMA + Ven in R/R AML

* This study is now enrolling newly diagnosed patients with AML and KMT2Ar, NPM1mt,
NUP398r, ineligible for intensive chemotherapy.

Issa et al, #216 ASH 2024.



Rationale: BEAT AML Revumenib + VEN + AZA in Newly Diagnosed AML!

Phase Ib
e Pts>yrs 60
« unfit for IC
« With frontline
NPM Imut or
KMT2A-r AL

Induction (1-3 cycles)

Revumenib
DL1a or DL2a
D1-28

Aza
75 mg/m2 IV/SQ QD Days
1-7

Ven
per label PO QD
Days 1-28

Antifungal
Strong CYP3A Inhibitor*

Absolute Neutrophil Count (ANC)
20.5x107/L and platelets 250x107/L
for continuation phase & each

Marrow

subsequent cycle

Remission
(<5% blasts)

Morphologic
evidence of AML
after cycle 1 of
induction

Induction

Cycle 2-3

*Strong antifungal required during 1st cycle

Revumenib Dose Levels

* Primary endpoint: safety & RP2D
« Secondary: exploratory efficacy

Dose Level 2a (DL2a): 163 mg, PO Q12h (28 Days) \

AML, acute myeloid leukemia; Aza, azacitidine; DL, dose limit; IC, intensive chemotherapy; IV/SQ, infravenous/subcutaneous; mut, mutant; PO, by mouth; QD,
daily; Ven, venetoclax. 1. Zeidner, J. Presented at the 2024 EHA Meeting, in Madrid, Spain from 14 June 2024. Session no. S411

Marrow
Remission
(<5% blasts)

Morphologic

evidence of AML

after cycle 1 of
induction

Continuation
Phase
Indefinitely until
progression,
transplant,
intolerance

Revumenib +
Aza/Ven
Same doses as
Induction

Antifungal
As Needed

Off Protocol
Treatment

r

« N=26

* Median age: 70 (60-85)
« NPMImut:

e KMT2A-r:

65.4%
34.6%

N\




Rationale: Revumenib + VEN + AZA in Newly Diagnosed AML!

Treatment Outcomes Escalation DL1a | Escalation DL2a |Expansion 0 DL2a All (n=26)
n=7 n=6 n=13

Best Response, no. (%)
CR
CRh
CRi
MLFS
NE
Response Rates for Evaluable Patients?
Composite CR (CR/CRh/CRI), no. (%)
Overall (CR/CRh/CRIi/MLFS), no. (%)

MRD Negative, no. (%)
Required Only 1 Induction for marrow
remission, no. (%)
On-freatment Status, no. (%)
Allo-Stem Cell Transplant, no. (%)
Relapse, no. (%)
Survival
Death, no. (%)
30/60 Day Mortality, no. (%)
12-Month Survival Estimate, % (95% CI)*

5(71)
0 (0)
2 (29)
0 (0)
0 (0)

717 (100)
717 (100)

6 (86)

7 (100)
2 (29)
1 (14)
2 (29)

1 (14)
0 (0)

100 (100-100)

5(83)
1 (17)
0 (0)
0 (0)
0 (0)

6/6 (100)
6/6 (100)

6 (100)

5 (83)
1(17)
1(17)
1(17)

3 (50)
0 (0)
N/A

8 (62) 18 (69)
1(8) 2(8)
1(8) 3(12)
1(8) 1 (4)

2 (15) 2(8)
10/11 (91) 23/24 (94)
11/11 (100) 24/24 (100)
10 (91) 22 (92)

9 (82) 21 (88)

8 (62) 11 (42)
1(9) 3 (13)

0 (0) 3 (13)

2 (15) 6 (23)
1(8) 1 (4)

N/A 62.2 (27.8-83.9)

AML, acute myeloid leukemia; AZA, azacitidine; Cl, confidence interval; CR Complete response; CRh complete response with partial haematological recovery; CRi complete response with incomplete haematological recovery;
MLFS, morphological leukemia-free state; MRD, measurable residual disease; NE, not estimable; Ven, venetoclax. 1. Zeidner, J. Presented at the 2024 EHA Meeting, in Madrid, Spain from 14 June 2024. Session no. S411



EVOLVE-2': VEN + AZA + Revumenib vs. VEN + AZA + PBO

Phase llI
VEN/ALA VEN/ALA VEN/AZA VEN/ALA
« Pts 218 yrs Placebo Placebo Placebo Placebo
« Newly diagnosed . '

AML with mutated

NPM1 or KMT2A-

rearranged AML*
« ineligible for IC

VEN/AZA VEN/AZA VEN/AZA VEN/AZA

Revumenib Revumenib Revumenib Revumenib
* Rapid molecular screening, \ \
centrally done in Rotterdam,
Oxford, Lille, Um / Hannover

EH Projected Start: Q2/2025

an Pls: G. Huls (HOVON); Co-PlIs: M. KUhn (AMLSG), P. Vyas (UK)

STUDY
b GROUP

AML, acute myeloid leukemia; Aza, azacitidine; IC, intensive chemotherapy; PI, principle investigator; PBO, placebo; VEN, venetoclax

1. HO177 AML. Available at: https://hovon.nl/en/trials/ho177. Last accessed 14.03.2015

until disease relapse, progression,
development of unacceptable
toxicity, withdrawal by subject,
death, or protocol violation
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Phase 1 Results: First-in-Human Phase 1/2 Study of the Menin-MLL
Inhibitor Enzomenib (DSP-5336) in Patients with Relapsed or

Refractory Acute Leukemia

Joshua F, Zeidner, MD', Junichiro Yuda, MD, PhD? Justin M. Watts, MO®, Mark J. Levis, MO, PhO*, Harry P. Erba, MO, PhOS, Kentaro Fukushima, MD, PO, Takahiro Shima, MD, PhU)',
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Yasushi Miyazaki, MD', Naoko Hosono, MD, PhD', Takayuki Ikezoe, MD, PhD", Yoshiaki Ogawa, MO, PhD'™, Timothy $ Pardee, MD, PhD', Stephen Anthony Strickland, MO, Koichi
Onodera, MD?', Shang-Ju Wu, MD, PhD?, Melissa G Ooi, MB BCh, BAO, MRCP(), FRCPath, Ph0%, Emmanel Raffoux, MD® Susana Vives, MO, Alireza Eghtedar, MD®, Hongliang Cal,
PhO?, Curtis Allred, PhD?", Bo Xu, PAD?, Priya Robson”, Akinobu Watanabe””, Matthew Hitron, M, Jatin Shah, MD?", Hagop M. Kantarjian, MD? and

Naval G. Daver, MD®

Wniversity of North Carolng Lineberger Comprehensive Cancer Center, Chapel Hil, NC, National Cancer Center Hospita East Kashina, dapan, "Sylvester Comprehensive Cancer Cente, University of Miami Miler Schoolof Medicine, Miam, FL,
“Sicney Kimmel Comprehensive Cancer Center, Johng Hopking University School of Medicine, Baltimore, MO, “Duke Cancer Institute, Durham, N, *Osaka University Graduate Schoolof Medicin, Suta, Japan, ™Kyushu University Graduate School
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Differentiating Menin Inhibitors: Enzomenib Properties

Revumenib Ziftomenib Bleximenib Enzomenib
Structure* _j° RN sl fj‘ W ali
NN NN ¥ T i N?N‘ NG J‘d‘
X HN =
Tertiary amine bond Tertiary amine bond Tertiary amine bond Amide bond

*National Center for Biotechnology Information (2024), PubChem Compound Summary for CID 132212657, 138497449, 156498110, 146430058

Beyond target engagement, chemical

properties such as polar surface area,

lipophilicity, and basicity may impact

safety and efficacy'?

Enzomenib was specifically and
intentionally designed to have low
lipophilicity and basicity, which
preliminary clinical data has shown

Chemical Property* Polar Surface Area'?*  Lipophilicity'? Basicity'?
Target Value PSA > 75 ClogP <3.0 Pka <7.4

Enzomenib

results in a low volume of distribution

and minimal to no accumulation®

€ American Society of Hematology

Revumenib

*Numeric values derived from 9
ChemDraw basedon NIHCID 4

1. Hughes, J., et. Al (2008) Biorg Med. Chem. Lett., 18, 17, 4872-4875

Yukawa T., Naven R. (2020) ACS Med. Chem. Lett., 11, 203-209
The surface area of a compound associated with polar atoms

4, PK data on file, data cut: 22 Oct 2024

&) Weill Cornell Medicine

Zeidner et al., #213, ASH 2024.
= NewYork-Presbyterian



Conclusions
*Menin inhibitors are not all the same
*Enzomenib was intentionally designed to achieve chemical properties to minimize off-target toxicity

‘Enzomenib has been well tolerated with no DLTs

*No treatment-related deaths or permanent discontinuations due to drug-related AEs
*QT interval prolongation does not appear to be a risk of enzomenib
+Low incidence of differentiation syndrome manageable without prophylaxis

*Promising clinical activity at optimized doses (>200 mg BID) in KMT2Ar or NPM1m
*KMT2Ar. ORR 73.3%, CR/CRh 40.0% at 300 mg BID
*NPM1m: ORR 58.8%, CR/CRh 47.1% at 200 mg or 300 mg BID
*400 mg BID cohort ongoing and will be reported at a future meeting

*The same dose of Enzomenib is used with or without azoles and there is minimal to no
accumulation

«Combination cohorts are initiated
*Enzomenib + Azacitidine + Venetoclax for patients with R/R KMT2Ar or NPM1m AML
*Enzomenib + Gilteritinib for patients with R/R NPM1m AML w/FLT3 mutation

Zeidner et al., #213, ASH 2024.

@ Weill Cornell Medicine = NewYork-Presbyterian



AML Triplets: Triple the Trouble?

« Aza/Ven/gilt — responses better, ?0S benefit - likely

* Aza/Ven/IDHi — responses better, 70S benefit - maybe

* Azal/ven + menin inhibitors — looks promising, but too soon to be sure
* Aza/Ven+ something new for TP53 — hopefully

« Which HMA?

* Dosing and schedule are a MESS

« Duration?? Which agents for how long?
 Significant myelosuppression

« Challenges in managing of concomitant medications
« Additive extramedullary toxicities

 Significant financial toxicity

But still, HMA/VEN triplets are here to stay.

& Welll Cornell Medicine 29 = NewYork-Presbyterian



The Welll Cornell = NY Presbyterian Leukemia Program
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* Natalie Tafel, P.A. « Monica Guzman, Ph.D. , 5 .

* Adomah Sakibia Opong, N.P. - Olivier Elemento, Ph.D. S\ N4 A

* Michelle Vasquez, N.P. - Christopher Mason, Ph.D. L~ =

* Rookmimi Singh, R.N. F.PUkPmid Fighters

* Maureen Thyne, P.A. ’
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