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Cytogenetic and Mutational Landscape of AML

By Age
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* 6 genes mutated in >10% pts; 13 genes 5-10% pts; 24 genes 2-5% pts; 37 genes <2% pts
*indicates mutations with significantly different incidence by age group

Papaemmanuil E et al, NEJM 2016 Bataller A et al, AJH 2024



Characteristics of FLT3 Mutations in AML

FLT3-ITD in ~“25% and
FLT3-TKD in ~10% AML

More frequent in younger
pts, de novo AML and diploid
cytogenetics

Leads to constitutive
activation of FLT-3 receptor

FLT3-ITD independent
predictor of poor prognosis;
often associated with more
proliferative disease
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Quick Review of FLT3 Inhibitors

Midostaurin + Approved in Newly Dx Fit AML in combo w/ chemotx
(Type 1-TKD and ITD) » Gl effects/nausealdiarrhea, transaminitis, rash

* Approved in Newly Dx Fit AML in combo with
chemotx

(Type 2—-FLT3-ITD only) [N QTC prolongation, potential ventricular arrhythmias,
myelosuppression, transaminitis

Quizartinib

Gilteritinib * Approved in R/R AML as monotherapy
« QTc prolongation, myelosuppression, and

(Type 1-TKD and ITD) transaminitis




Important Differences of FLT3 inhibitors

First generation = Second generation 2nd GEN:

Lack specificity for More specific and More potent
FLT3 potent and selective:

Pure ATP-competitive*® Sunitinib FLT3, KIT, CSF1R,
Typel Lestaurtinib Gilteritinib PDGFRA/B
yp Active on ITD+ and Midostaurin Crenolanib *
TKD+
© 3
Maintain the inactive Quizartinib ‘0.’.‘0. 4 ,,.
Tvoe i conformation® Sorafenib Ponatinib fo o - .o,
P Tandutinib Pacritinib T ey
Active on ITD+ only Ibrutinib 3 .'& 7 Wd
N -
*blue and green compounds are clinically used in the US for FLT3-mutated AML Midostaurin  Quizartinib

*Bind to the ATP-binding site when the receptor is in the active conformation.
TInteract with a hydrophobic region immediately adjacent to the ATP binding site that is only accessible when the

receptor is in the inactive conformation; prevent receptor activation. As most TKD (D835) mutations favor the active Larrosa-Garcia M, et al. Mol Cancer Ther. 2017:16:991-1001

conformation, Type Il inhibitors are usually ineffective on TKD-positive cells. Smith CC, et al. Nature. 2012 Apr 15;485(7397):260-3
Whartenby K, et al. PNAS. 2005 Nov 15;102(46):16741-6
Levis M, Perl AE. Blood Adv. 2020 Mar 24;4(6):1178-1191



Approved Regimens for Newly Dx FLT3-Mutated AML
| R | R | CR/GRI

Midostaurin 68% Quizartinib 54.9% 71.6
Placebo 61% Placebo 55.4% 64.9

100 Midostaurin  74.7 mo (95% CI, 31.5-NR) " HR. 0.776
90~ . 9 6-42. » 0.
Placebo  25.6 mo (95% Cl, 18.6—42.9) (95% C1.0.615.0.979)
g 80+ One-sided P=0.009 by stratified log-rank test %‘ 08 ] P=.0324 (2-sided)?
3 70- HR: 0.78 3
£ o0 2
..."g 50 . Midostaurin _§
ey - 3 0.4
= 40 Placebo 2z
] 30- S
3 :
E 20 - O o2
10
0.0
0 T . . . . T 1 5 3 6 5 1 15 15 & 24 7 % B % 0 & 4 & 5 % % @
0 12 24 36 43 60 ? 2 34 90‘ No. at risk Time, months
Qu.izartinib 268 233 216 195 176 162 153 145 139 126 110 96 83 68 53 36 24 8 4 1 (]
Mo“ths Placebo 271 249 21 175 151 131 126 121 117 103 97 81 70 56 39 31 17 8 5 0 0
FLT3-ITD and FLT3-TKD mutations, age < 60 yrs FLT3-ITD only, and age < 75 yrs
* 60-day mortality: not reported  60-day mortality: quizartinib 7.5%, placebo 4.9% (mostly infections)

Stone RM, et al. N Engl J Med. 2017 Aug 3;377(5):454-464
Erba HP, et al. Lancet. 2023 May 13;401(10388):1571-1583



QuUANTUM-First Phase 3 Trial: Quizartinib Plus Standard Induction
Chemotherapy Followed by Single-Agent Quizartinib

Enroliment dates: September 2016 to August 2019 Induction Consolidation Continuation
Yo . . . (Up to 2 cycles) (Up to 4 cycles) (Up to 36 cycles)
trial designed and started before midostaurin
approval, so randomization is to placebo / Cytarabine \ / \ / \

days 1-7
+
Daunorubicin or
> idarubicin =
y N days 1-3
+
Quizartinib (40 mg)

« Newly diagnosed FLT3-ITD+ AML days 8-21

+ 18-75 years of age

* 23% FLT3-ITD allelic frequency Randomization (1:1)
day 7

HiDAC
+

Quizartinib (40 mg) Quizartinib

— (60 mg)
once daily

and/or allo-HCT

\ J Cytarabine
days 1-7
+

Selected endpoints HiDAC

- . Daunorubicin or + Placeb
* Primary endpomt._OS N idarubicin I Placebo acebo
+ Secondary endpoints: EFS, CR/CRc, Safety days 1-3 once daily
* Exploratory endpoints: RFS, DoCR + and/or allo-HCT

Placebo

\ days 8-21 / \

v/ U Y,

Allo-HCT per
institutional policies

AML, acute myeloid leukemia; CR, complete remission; CRc, composite complete remission;
DoCR, duration of complete remission; EFS, event-free survival; HIDAC, high-dose cytarabine, OS, overall survival; RFS, relapse-free survival; Erba HP et al, Lancet 2023
7’
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Primary Endpoint: Overall Survival

mOS: 15.1 mo

Placebo°¢

**FDA Approved™*

Frontline option for FIT Newly

Dx FLT3-ITD AML

Quizartinib®

mOS: 31.9 mo

AmOS: 16.8 mo

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

P=.0324 (2-sided)?

No. at risk
Quizartinib 268
Placebo 271

HR, hazard ratio; mOS, median overall survival.

233
249

216
211

195
175

12

176
151

15

162
131

18

153
126

21 24 27 30 33 36 39 42 45
Time, months

145 139 126 110 96 83 68 53 36
121 117 103 97 81 70 56 39 31

a P value was calculated using a stratified log-rank test. ® Median follow-up time for quizartinib arm, 39.2 months. ¢ Median follow-up time for placebo arm, 39.2 months.

48 51 54 57 60

24 8 4 1
17 8 5 0 0

Erba HP et al, Lancet 2023



Quizartinib Treatment Is Associated with Lower FLT3-ITD MRD Detection,
Among CRc Patients by the End of Induction

Post hoc analysis.

100 Median = 0.01% quizartinib vs 0.03% placebo
Nominal P value (2-sided) = 0.0251

$
101
( _J
i n=125 (77.2%)

n=140 (88.1%)

S
L Ny
g ¢ ¢
2 Sop 1o
= 0.1-
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(Quiz 2x
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Erba HP et al, Lancet 2023 10~% cutoff chosen for analysis per ELN and FDA cutoff




Impact of QUIZ maintenance in patients without SCT in CR1

OS in Patients Who Received Continuation Therapy Without

Allo-HCT
100 - . . .
« Similar number of patients
- Quizartinib (n=46 . .

2" M without allo-SCT in both groups
£ 60 acebe (net were able to reach continuation
8,0 phase (about 60-70% of non-
2 SCT pts)

20 1

0 + CENSORED

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
No. at risk Time (months)
Quizartinib 46 46 46 45 45 44 42 41 38 34 29 25 22 17 11 7 5 1 0 0

Allo-HCT, allogeneic hematopoietic cell transplantation; Cl, confidence interval; HR, hazard ratio; NR, not reached; OS, overall survival.



R/R FLT3-m AML: ADMIRAL Phase 3 RCT (n=371)
Gilteritinib monotherapy vs SOC salvage (MEC, FLAG-IDA, azacitidine, LDAC)

100 Median OS (95% Cl)
— Gilteritinib 120 mg/day 9.3 months (7.7, 10.7)
— Salvage chemotherapy 5.6 months (4.7, 7.3)
80 4 + Censored
- HR=0.637 (95% CI: 0.490, 0.830); P=0.0007
o~
8
3 CR 21% 11%
o
>
§ SCT 26% 15%
)]
20 -
—t
OIlllllllllllllllllllIIIIIIIIIIIIlll
0 3 6 9 12 15 18 21 24 27 30 33 36
Patients at Risk (n) Time (Months)
Gilteritinib 120 mg/day 247 206 157 106 64 44 31 14 11 4 1 0 0
Salvage chemotherapy 124 84 52 29 13 12 8 7 5 3 1 0 0

Perl A et al NEJM 2019



Characteristics of IDH mutations in AML

* IDH mutations occur in ~ 20% of AML
* Most (~85%) occur in de novo, diploid or +8 AML
e IDH1 in ~8-10% AML, IDH2 in ~ 12-15% AML
« 1 prevalence with 1 patient age (~ 25% of older “unfit” AML)
» Often sustained platelet count

IDH2-R172

« Hot-Spot mutations in enzyme active site
* IDH1-R132 (~40%), IDH2-R140 (~55%) or IDH2-R172 (~5%)
IDH1

« Can be acquired at progression
 ~10-15% of AML from MDS

o ~20-25% of AML from MPN

Dang L. Trends in Mol Med, 2010
Chou et al, Leukemia 2011

Molenaar et al, Leukemia 2015 I D H 2' R 140



Long-term follow up of IDHTMYT AML with HMA-based
doublet therapy

100- 80
Odds ratio: 7.2 [3.3, 15.4] P<0.001
2
§ 80 66.7% el Odds ati: 5023, 10.8] P<0.001
..:é' 60- VI ALE- Al AG I LEZ , 801 o Odds rao: 4822, 05] P<0.001
c 472%
2 2
2 40- AZA = VEN AZA £ 1IVO g
a n ‘% CR#+
o« 20 9.1% l l : orR | R
. . ¢ 20 “&%9;/5‘7] [9177'2?2] 14.9%
0- — — Median OS: 10.2 months Median OS: 29.3 months JO it
e CRh
I . CRc: 66.7% CRc: 52.8% -
3 CR, Ven+Aza [l CRi, Ven+Aza ° ° n= ()
E& CRi, Aza IVO+AZA PBO+AZA

1007 Median OS (95% CI),mo  HR (95% Cl) 09 VOLATA 2'g'§dia” ?}S
: +. . O mMmontns
Ven+Aza 10.2(2.3,25.1)
J 0.28 (0.12, 0.66 08 — PBO+AZA: 7.9 months
. 80 Pbo+Aza 22(11,586) ( ) =
r = %77 HR=0.42
2 604 g 0.6 — 95% CI 0.27-0.65
[ I T S S ,5 - P<0.0001 (one-sided)
I B o )
3 40 3 o4 - e——o
8’ 03 -
| m— \/on+Aza
2 — Pbo+Aza 02 A = wo+aza
+ Censored 0.1 - -= VEN+AZA ©
0 T T I I T I I T T I T I T T I T T 1 0
0 3 6 9 122 15 1B A A M02n7th5 N B XN RS 8N N 0 2 4 6 8 10 12 14 16 18 20 22 24 26 26 30 32 34 36 38 40 42 44 46 48 50 52 54
Patients at Risk Time (months)
2 16 14 12 1 10 9 8 8 7 6 5 3 2 1 1 0
1 H .
M 3 2 1 0 0 0 0 0 0 0 0 0 0 0 Pollyea et al., Clin Cancer Research 2022; Pratz et al., AJH 2024

2Montesinos et al., NEJM 2022; Dohner et al., EHA 2023



Overall survival probability

AGILE: Ivosidenib+Aza vs Pbo+Azain ND IDH1™ut AML

Randomized, Ph3 trial in patients with untreated AML and an IDH1 mutation (N=146)

Response Grade 23 AEs in 220% of Ivo+Aza Pbo+Aza
100 M Ivo+Aza M Pbo+Aza patients in either arm, n (%) (n=71) (n=73)
80 (n=72) (n=74) Hematologic AEs 50 (70) 47 (64)
< 62.5 :
< Anemia 18 (25 19 (26
w 60 472 52.8 (25) (26)
S 40 Febrile neutropenia 20 (28) 25 (34)
5 0 I Neutropenia 19 (27) 12 (16)
Thrombocytopenia 17 (24 15 (21
0 H 7 I yiop @4 @
ORR CR CR+CRh Non-hematologic AEs
Pneumonia 16 (23) 21 (29)
1.0 + .
Overall survival Infections 15 (21) 22 (30)
0.8 +
Ivo+Aza Pbo+Aza
o
- Other safety events, n (%) (n=71) (n=73)
Differentiation syndrome (any grade) 10 (14) 6 (8)
04 + IVO+AZA: mOS 29.3 months Grade >3 3 (4) 3 (4)
QT interval prolonged on ECG (any grade) 14 (20) 5(7)
02 7 Grade 23 7 (10) 2 (3)
i e Discontinuation as a result of AEs 19 (27) 19 (26)

+ t t t + t t t t + t + t t + +
[+] 2 4 [ B o 12 14 16 i3 20 22 24 26 28 30 32 34 36 38 40 42 44 48 4B 50

Time (months)
Aza, azacitidine; ECG, electrocardiography; Ivo, ivosidenib; mut, mutated; ND, newly diagnosed.

Montesinos P, etal. N Engl J Med 2022; 386:1519-1531;
Dohner H et al, EHA Hemasphere 2023



Post-Venetoclax Olutasidenib Outcomes

In 12 pts R/R to venetoclax (median duration of

: Overall Survival in Post-Venetoclax Patients (n = 12)
previous venetoclax therapy of 6.7 mo),

olutasidenib yielded: 1.0
'-: Median overall survival: 16.2 mo
— CR/CRh: 33% > 084 " (range: 1.4-54.3 mo)
= 4.
— Median time to CR/CRh: 2.4 mo (1-2.8) s L,
o 0.6+ I
— Median duration of CR/CRh: not reached % = 1
(range: 4.8-50.6 mo) 2 0.4- Remmmmmm e St it +
=
ORR: 50%; CR: 25%; CRh: 8%; CRi: 17% 2 0.
. _ + Censored
— Median time to ORR: 1.7 mo —-Post-Ven Patients
O 1 1 1 1
— Median duration of ORR: NR (1.2-52.5 mo) 0 3 6 9 12151821 2427 30 33 36 39 42 45 48 5124 57
No. of Mo

Patients 12 9 6 55 5 4 4 4 4 4 4 43 322210

Abaza. Am J Hematol. 2024;99:606. Cortes. EHA 2024. P614. Cortes. EHA 2024. Abstr 6528. Reproduced with permission. Slide credit: clinicaloptions.com E


http://www.clinicaloptions.com/

Randomized Phase Il HOVON 150 / AMLSG 29-18 Trial

Induction Consolidation
(2 cycles)

o (n=242) (1 or 3 cycles)
KEY eligibility T alloSCT or 1° ENDPOINT
« |IDH?2+ or IDH1+ .E } 7+3 %. Eﬂlﬁﬂhﬂ } autoSCT } . EFS*
* ND untx AML
" o 2° ENDPOINT
+ |C Eligible o] ——— }
* 0S8
- Eﬁlﬁg_gh B E * CR and ORR
ﬂ « MRD
-— * QoL
3) ) ) -
F

- 12 APR 2023: IDH2 cohort has completed enroliment

. . _ 17 SEPT 2024: IDH1 cohort has completed enroliment
* Study design provided courtesy of HOVON and AMSLG chairs.



7+3+IVO: 3-year overall survival was 67%

Overall survival?: IVO cohorts

IVO 500 mg + | IVO 500 mg +

1.0 + CENSORED Cytarabine + | Cytarabine +
Dauno Ida Total (N=60)
05 H@:;H “ (n=30) (n=30)
| 1
o] Ty, | |OS probabiity %
= A S 12 months 76 83 80
£ 24 months 73 76 75
g O 36 months 62 73 67
z 48 months 58 65 61
@ 027 60 months 58 65 61
00 OS duration, mo,
Numberof patents a sk median (95% Cl) ~ NE (25.8-NE) NE (39.4-NE)  NE (39.4-NE)
60 47 43 37 32 27 20 16 12 7 3 0 SenSItIVIty analySiS’
median (95% CI)  30.6 (6.1-NE) NE (39.4-NE) 42.6 (25.8-NE)
30 22 21 18 14 11 8 (3] 3 3 2 0
30 25 22 19 18 16 12 10 9 4 1 0 12-month EFS, % 41 28 49
’ v ® Suwivi?(monthﬁs? e X: | pts (48%) underwent HSCT; 13 (22%) after induction,
Overall, median = NE 14 (23%) after consolidation, 2 (3%) during maintenance
— VO 500 mg + Cytarabine + Dauno, median = NE = 19 pts (32%) received IVO maintenance (median time

VO 500 mg + Cytarabine + Ida, median = NE

Data cutoff: 16 January 2025 maintenance 19.4 mo, and 10 pts still on study survival f/u)

aCalculated using Kaplan-Meier estimate of survival function.
bOS sensitivity analyses censored patients at their time of HSCT, or the last dose date + 28 days if the HSCT date is not available.

Stein EM et al, ASH 2025



AE Profiles and Clinical Expectations of IDH Inhibitors as

monotherapy in R/R AML

CR =20% CR = 25% CR =32%

CRc =26% CRc = 33% CRc = 35%

mOS=9mo mOS=9mo mOS=12mo

(~20mo if CR) (~20mo if CR) (NR if CR, 18mo OS 78%)

Enasidenib Ivosidenib Olutasidenib

(IDH2i) (IDH1i) (IDH1i)
Treatment-Related TEAEs, 100 mg/d 500 mg/d 150 mg BID

Grade 3/4, n (%) (n = 153)!" (n =179)4] (n = 153)3!
Hyperbilirubinemia T 13E) NR 2 (1)

nge interval —-- 14 (8) 1(<T) _—
IDH differentiation syndrome 11 (7) 74) 12 (7)
Anemia 10 (7) 4 (2) 7 (5)
Thrombocytopenia 8 (5) 3 (2) 6 (4)
Tumor lysis syndrome 5 (3) --- 3(2)
Decreased appetite 3 (2)
Leukocytosis 2(1) 3(2) C 7 (5) >
Hepatic AESI (transaminitis) --- -—-- 23 (15)

NR, nOL IUPUI CuU,; I -M\Lo, u UGLIIIUIIL_UIIIUI\‘:’UIII. AUVTOIOU UVUILILO.

1. Stein EM, et al. Blood. 2017;130:722-731; 2. DiNardo CD, et al. N Engl J Med. 2018;378:2386-2398; 3. De Botton S, et al. Blood Adv. 2023;7:3117-3127.



What about the addition of a menin inhibitor?

« KMT2Ar, NPM1mut, NUP98r acute leukemias (and likely others) have dysregulated
transcription of leukemic genes (e.g. MEIS1, HOXA9)

* Menin inhibitors selectively disrupt the menin-KMT2A interaction : new class of small
molecule targeted therapies that lead to leukemic cell differentiation and cell death

t{:l:l?ﬂl

1=

Differentiation

Revumenib m \‘
¥

Ziftomenib
Bleximenib

—
Enzomenib @
Vel
KMT2A(MLL)-rearranged
Revumenib KMT2A-r
Ziftomenib

Bleximenib Menin
Enzomenib

HOXA9, MEIS1 promoters

BMF-219

Issa GC et al, Blood Adv 2023; Kwon M et al ASH 2022; Thankur RK & Wang ES, Cancer 2025



Menin inhibitors have different chemical structure and physiochemical
properties

Structure*

Revumenib Ziftomenib Bleximenib Enzomenib
o3
:S/
R~ N L j _(N{
040 gl Lo va
HN-S<q 3 N (\OMe H
o] ° © - v o S o] © N~ o) ° H
— S AN N N— —
o A e o
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

Each menin inhibitor has a different chemical structure

Chemical Property* Polar Surface Area’-23
PSA>75

Target Value

and different physiochemical properties such as polar
surface area, lipophilicity, and basicity that may impact

safety and efficacy'2

Lower lipophilicity and basicity associated with more

rapid clearance and less accumulation

Enzomenib
Revumenib
Bleximenib
Ziftomenib

*Numeric values derived from

ChemDraw based on NIH CID
1.
2.
3.

Lipophilicity?-2 Basicity'2
ClogP <3.0 Pka <7.4
29 6.68
3.13 9.27
3.63 9.48
5.88 8.85

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



Incidence & Severity of AEs Across Menin Monotherapy Clinical Trials

Revumenib Ziftomenib Bleximenib Enzomenib
(n = 95) (n=112) (n =146) (n = 84)
Trial Phase I Phase Ib/ll Phase | Phase I/l
DLT (Y/N) Phase I: QTc PR Yes Yes No
DLT Phase I: QTc PR Grade 3 pneumonia Grade 5 DS NA
DS (all) 27 (28.4%) 26 (23.0%) 14% (all doses) 15 (12.9%)
DS (grade =3) 14 (14.7%) 15 (13.0%) 6%-9% (90-150 BID) 9 (7.8%)
Febrile neutropenia (grade =3) 14 (14.7%) 18 (22.0%) 27 (18%) 20 (23.8%)
Neutropenia (grade =3) NR 6 (5.0%) 37 (25%) 14 (16.7%)
Thrombocytopenia (grade =3) NR 6 (7.0%) 46 (31%) 18 (21.0%)
QTc PR (any) 28 (29.5%) 3(2.7%) 0 (0%) 3 (2.6%)*
QTc PR (grade 23) 15 (15.8%) 2 (1.8%) 0 (0%) 3 (2.6%)*

*Deemed not related to enzomenib use.

D DECERA Aldoss. ASH 2025. Abstr 1001. Wang. Lancet Oncol. 2024;25:1310. Searle. ASH 2024. Abstr 212. Zeidner. ASH 2024. Abstr 213. _ _
CLINICAL Wang. ASCO 2025. Abstr 6506. Daver. ASH 2025. Abstr 763. Slide credit:

Education deceraclinical.com/education 21
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CR/CR rate: 23-60%

KMT2Ar R/R AML: Activity of Menin Inhibitors

40
33

Revumenib

Enzomenib

Bleximenib

Zefamenib

Duration of Response: 6-12.5 mo

Menin Duration of Median Overall
Inhibitor CR/CRh Survival

Revumenib 6.4 mos 8.0 mos
160-270 BID

Enzomenib 12.5 mos 11.8 mos
300 mg BID

Bleximenib 6.0 mos Not reported
100 mg BID

Zefamenib Not reported Not reported

Issa G et al JCO 2024, Watts J et al ASH 2025; Searle E
Et al ASH 2024; Wu D et al. ASH 2024. Abstract 2879



NPM1 R/R AML: Activity of Menin Inhibitors

CR/CR rate: 23-43% Duration of Response: 4-8.5 mos
Menin Inhibitor Duration of Median OS

42 CR/CRh
40 42.9 Revumenib 4.4 mos 4.0 mos
3 - 160-270 mg BID
:, = Ziftomenib 4.6 mos 6.6 mos
2 26 03 600 mg qd
15 Enzomenib 5.7 mos 8.5 mos
10 300 mg BID
Z Bleximenib 6.0 mos Not reported

Revumenib Ziftomenib Enzomenib Bleximenib Zefamenib 200-300 mg B|D

Arellano M et al Blood 2025; Wang E et al JCO Zefamenib Not reported Not reported

2025; Watts J et al ASH 2025; Searle E et al ASH
2024; Wu D et al. ASH 2024. Abstract 2879



MEN1 Mutations in the Menin Binding Site: Drug Specific?

Correlate with short duration of remission with Menin Inhibitors as monotherapy

Menin

Mutations detected in patients treated with revumenib (ref. 9)

-0
MEN1 = e . .
3 5% 2 | Class resistance mutation
2 =0
o oo o
Central pocket \_ ® hadhd,
o ) 1
L
a d > bIdded O )
< ® O guLlozs 3

A . (O Sensitive to menin inhibitor X
Possibility to switch

d’" fOFSpeCIfIC muts @ Sensitive to menin inhibitor Z)

@© Sensitive to menin inhibitor Y

Work by Wallace Bourgeois, MD (Armstrong Lab), ASH 2024
Predicted resistance mutations by binding of each menin inhibitor Issa GC et al, Blood Cancer Disc 2025



Mutation Informed Treatment Decisions

Subgroup specific considerations

Mutation Frequency

D

~7-8%

>

~10-15%

—[ IDH 1-mutated ]

Azacitidine+ivosidenib
Azacitidine+venetoclax

HMA+VEN+IVO or OLUTA*

—[ IDH2-mutated ]

Azacitidine+venetoclax

HMA+VEN+Enasidenib*

— ( FLT3mutated )

Azacitidine+venetoclax

HMA+VEN+GILT or QUIZ*

~30%
Comprehensive physical exam
Comorbldlt){ as.sessment. e
Bone marrow aspiration and biopsy — . .
. . Stratification
Cytogenetic analysis
Targeted next-generation sequencing v
1
! ¢

P —— e m - = - ~30%

! Mayo Clinic

risk-prognostication model

4-gene molecular prognostic
risk signature (mPRS)

VEN-based prognostic models

~15-20%

®

~30-40%

Lachowiez CA, DiNardo CD, Blood 2025

*Currently under clinical investigation. Inhib: inhibitor; HMA: Hypomethylating agent (azacitidine or decitabine); VEN: Venetodax;
IVO: Ivosidenib; OLUTA: Olutasidenib; GILT: Gilteritinib (active forFLT3ITD or TKD); QUIZ: Quizartinib (active in FLT3-ITD only)

— ( NPM1/KMT2A-mutated |

Azacitidine+venetoclax

HMA+VEN+Menin inhib*

— [ RAS—mutated/monocytic]

Azacitidine+venetoclax

Cladribine+LDAC+VEN*

— [ Other subgroups )

Azacitidine+venetoclax

Alternative clinical trial

Consider IVO+AZA first given
= efficacy compared to AZA+VEN
and safety profile

Improved survival compared to
- IDH7-mutated AML.
Treatment-free remissions
possible in select patients

Post-hoc analyses demonstrate
= inferior survival in FLT3-ITD vs.
TKD mutated AML

For NPM71-mutated AML,
- treatment-free remissions
possible in select patients

High overlap between
genotype/phenotype.
Immunophenotypic shift can
occur during treatment

For TP53-mutated AML,
clinical trial preferred

MRD monitoring

Consider monitoring with
MRD-MFC and ddPCR/NGS
given potential for
pre-leukemic IDH1
mutations

Consider monitoring with
MRD-MFC and ddPCR/NGS
given potential for
pre-leukemic IDH2
mutations

Consider monitoring
MRD-MFC and FLT3 MRD
with molecular assay with

sensitivity of 103-10*

Monitor NPM1 MRD with
molecular assay with
sensitivity of 10.
MRD-clearance within cycles
1-4 of prognostic for relapse

Consider monitoring with
MRD-MFC and NGS

Consider monitoring with
MRD-MFC and NGS



HMA + VEN + IDHi for newly dx AML

Pooled analysis of 60 patients with newly dx IDH1/2-mutated
AML initiated on triplet regimens of:

o AZA+VEN + VO

o Oral DAC + VEN + IDHi (enasidenib or ivosidenib)

* Both studies include 14 days of VEN per cycle only

19 of 60 patients have undergone SCT

Median number of cycles completed is 5

>50% of responding patients still on active treatment

O O O O

Median follow up 27 months

All Patients Excluding tsAML
(n=60) (n=43)

CRc (CR + CRi + CRh) 92% 98%
2-year OS 69% 84%
2-year EFS 67% 79%

30-day mortality: 0/50 (0%) tsAML = treated secondary AML

60-day mortality: 1/50 (2%) [Excluded in AGILE and VIALE-A]

DiNardo CD, Marvin-Peek J et al, JCO 2025

(i.e. s/p HMA or other therapy for MDS)

2-year OS

- IDH1 mutant 73%
100 -+ IDH2 mutant 65%
= : —— 1 -
g 50 e
:
B 251
01 p=0.43
0 12 24 36
Months
Number at risk (number censored)
—|38 0 23 (8 16 (13) 9(19
— 22}0{ 13}3% 85_?) 3 E:ng
0 12 24 36
Months
mOS (95% Cl) 2-year OS
- Non-tsAML NR (NR - NR) 84%
-+ tsAML 10.9 mo (7.8 = NR) 34%
100
z 5] e T
% 50
=
@ 251
o p =0.0013
0 12 24 36
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Number at risk (number censored)

=8 P 2243
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=MD Anderson |

Ongoing “maintenance” triplet cycles once in remission

Dose Attenuation in Subsequent Cycles

HMA
Venetoclax! DEC-C AZA Cycle Duration?
Cycle 2 12 (7 - 14) 5(5—7) 7(7-7) 35 (31 — 40)
Cycle 3 7 (7 -14) 4 (3-5) 7(7-7) 36 (32 - 42)
Cycles 4-5 7(7-7) 4(3-5) 7(5-7) 35 (31 - 40)
Cycles 6-12 7(5-7) 3(3-5) 5(5-7) 35 (29 — 39)

!Days, median (IQR)

DiNardo CD, Marvin-Peek J et al, JCO 2025



OS probability, %

No. at risk
Quizartinib
Placebo

What is the optimal therapy for older FLT3-ITD mutated pts?
I N A

7+3+QUIZ (> 60 yrs) 107
AZA + VEN (VIALE-A) 30

HMA + VEN + FLT3i >9
(GILT or QUIZ)

QUANTUM-FIRST (7+3+QUIZ) for FLT3-ITD > 60 yrs

100- Quizartinib (n=107) Placebo (n=109)
Events, n (%) 70 (65-4) 75 (68-8)
Median OS (95% Cl)| 17-5 months (13-0-25.5) 14-2 months (9-7-20°5)
80 HR by unstratified Cox model, 0-911 (95% CI, 0-658-1-263)
60 -
40 4 o
Quizartinib
20 Placebo
0_
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

Time, months

107 88 82 75 65 58 50 44 42 36 29 27 23 20 16 12 9 4
4

0 0
109 99 83 67 61 48 47 44 42 38 33 28 22 19 14 11 6 0

1
3 0

Erba HP, et al. Lancet. 2023, , Konopleva M et al, Clin Cancer Res 2020, Short N, et al. ASH 2024 #220

~70% 17.5 mo
63% 9.9 mo
93% 28 mo

VIALE-A (AZA +VEN) for FLT3-ITD

1.0 - FLT3-ITD | FLT3-TKD

0.8 . (n=30) (n=13)
E 9(30.0) 7(53.8)
Z 0.6-
a 19 (63.3) 10 (76.9)
k=]
E n-4 -
- e
,E 0.2.
o
0.0 ) . . ) . . ) . . ) )
0 3 [:] 9 12 15 18 21 24 27 30 33
Patients at Risk Months
30 22 20 17 13 11 8 3 2 2 1 o
13 11 11 6 5 5 4 1 1 1 0
5 ival Esti 5% Cl) —-——-
Bvonis  momtne  Mowthtz | Momnze  Median(Monthe)

Ven +Azxa (N=30) 21
Aza (N=13) 11

69.0 (48.8, B2.5) 44.8 (26.5, 61.6) 20.1 (5.2, 41.8) 9.9 (5.3, 17.86)

84.6 (51.2, 95.9) 38.5(14.1, 62.8) 20.5 (3.8, 46.3) 8.5 (6.1, 20.3)



Menin inhibitor Triplets for ND KMT2Ar/NPM1m AML

AZA/VEN + ASTX727/VEN + AZA/VEN + AZA/VEN +
Revumenib (D1-28) Revumenib (D1-28) Ziftomenib (D8) Bleximenib (D4)

Beat AML' SAVE?2 KOMET-0073 ALE10024
Newly Dx AML Newly Dx AML or MPAL Newly Dx AML Newly Dx AML
>60 years >18 years unfit >18 years unfit >18 years unfit
NPM1m, KMT2Ar NPM1m, KMT2Ar, NUP98r NPM1m NPM1m, KMT2Ar

220 mg BID; 270mgBID 220 mg BID; 270 mg BID 600 mg daily 100 mg BID

Dose(s) Dose-adjusted with Dose-adjusted for azoles

azoles
Subtype KMT2Ar  NPM1m KMT2Ar NPM1m NPM1m KMT2Ar NPM1m

CR/CRh

19% 19% 3% NR
* Highresponse rates with frontline combinations w/ Aza/Ven
* Myelosuppressive and cytopenias common-> infectious complications
* Venetoclax dose is critical
e Survival data still maturing-> KMT2Ar AML and Intermediate-risk NPM1m have excellent outcomes

1- Zeidner, J Clin Oncol 2025; 2-Jen, Blood [ASH] 2025; 3-Roboz, Blood [ASH] 2025; 4-Wei, HemaSphere [EHA] 2025



MD AndersonGaneer Center

Making Cancer History® Abstract #47: SAVE in ND AML

Molecular NPM1mt MRD in bone marrow by NGS
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MD Anderson-GaneerCenter

Making Cancer History" Abstract #47: SAVE in ND AML
Patterns of relapse: SAVE in ND AML

Age (years)
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Conclusions

 AML therapeutic options continue to
improve, with increasingly individualized
and effective treatments

* Awareness of genomics (cytogenetics and
mutational data) are essential to
determine optimal treatment

* Targeted therapies for patients with FLT3,
IDH1/2, NPM1, KMT2Ar available

* Menin inhibitors have emerged as a new
effective class of agents




