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Menin inhibitors: timeline

Cloning of 11q23 | [KMT2Ar leukemias| | Identification of NPM1c AML First clinical trials of

and identification of have a unique the KMT2A have high menin-KMT2A

the MLL1 (KMT2A) gene binding site on expression of inhibitors in acute
gene'?1% expression'? menin21-23 HOX genes?6:27 leukemias

1977 1991 1995 2002 2005 2011 2012 2015 2019 2020

el

Identification KMT2A controls | |/ Menin identifie Discovery of Preclinical evidence
of t(4;11) in HOX gene as an essential small molecule of targeting
leukemia0.11 expression oncogenic inhibitors of menin-KMT2A as a

and KMT2A cofactor for menin-KMT2A and | | therapeutic strategy

fusions are \Ieukemogenesis of| Preclinical activity in NPM1c AML28:2°

oncogenic'®1® | '\ driven by KMT2Ar, in KMT2Ar
\\/ leukemia?325

Issa GC et al, Leukemia 2021
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Menin is an essential oncogenic cofactor for leukemogenesis driven by NPM1
mut or r-KMT2A

MLL
chromosomal
translocation
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Growth arrest and differentiation
Modified from Issa GC et al, Leukemia 2021




newDrugsnHematology e

Agenda

* For which patients today?
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Background ()

RUNX1 “40% | MLL-PTD "25% KIT 25% | NRAS 20%
ASXL120% | DNMT3A 20% No class N drivers FLT5ITD 135% Cohesin® "20%| ASXL2 20%
SRSF2720% | STAG2715% | IDH2""219% 5% % 1(15;17)(q22;q21); PML-RARA | FLTTKD 15% ZBTB7A "20% | ASXL1"10%
NRAS “15% | FLT3-ITD “15% loNMTaA 70% 13% WT1715% EZH2 5% | KDM6A 5%

TET2°15% | BCOR 10% MGA 5% | DHX1575%

U2AF1710% | PHF6 10%

1(8;21)(q22;922.1); RUNX1-RUNX1T1

ZRSR2 5% SF3B1 10% 7% NRAS “40%
EZH2 5% KIT "35%
Chromatin-spliceosome inv(16)(p13.1q22);" CBFB-MYH11 FLT3-TKD -20%
13% 5%
t(v;11923.3); X-KMT2A KRAS "20%
TP53 mutant - 4% NRAS "20%
chromosomal nneuploldy"
0%
1(6;9)(p23;q34.1); DEK-NUP2141% KRAS "20%

1(5;11)(q35.2;p15.4); NUP98-NSD1 1% FLT3-ITD "85%

inv(3)(q21.3q26.2);° GATA2,MECOM 1%

biCEBPA mutant 4%
GATA2 "30%
NRAS 30% NRAS 30% | KRAS 15%
WT120% 1(3;5)(q25.1;935.1); NPM1-MLF1 PTPN1120%| SF3B1 20%
CSF3R "20% 1(8;16)(p11.2;p13.3); KAT6A-CREBBP GATA2 15% | ETV6 15%
NPM1 mutant 30% t(16;21)(p11.2,922.2); FUS-ERG PHF6 15% | RUNXT -10%
1(10;11)(p12.3;q14.2); PICALM-MLLT10
t(7;11)(p15.4;p15.2); NUP98-HOXA9
1(3;21)(q26.2;,q22); RUNX1-MECOM

Other rare fusions 1%

BCOR"10% | ASXL110%
NF1710%

DNMT3A "50%
IDH1715%

FLT3-ITD “40%
IDH2"'*° ~15%

Cohesin® "20%
PTPN11°15%

NRAS "20%
TET2 15%

Dohner H et al., Blood 2017
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Background (ll)
R/R NPMLmut OVERALL SURVIVAL

Favorable o 18,21)(q22;622.1/RUNXT-RUNX1T 1,1

o inv(16)p13.1G22) or 4(16;16)(p13.1:522)/
CBFB:MYH111

o Mutated NPM11,§ without FLT3-ITD

e bZIP in-frame mutated CEBPA| NPM1-mutated vs NPM17-wt

100

Intermediate e Mutated NPM1t,§ with FLT3-ITD

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

o H911)(p21.3,g23.3)/MLLT3::KMT2AT 1

e Cytogenetic and/or molecular

abnormalities not classified as Median OS: 6.1 mvs55m P=.07
favorable or adverse

Median RFS: 55 mvs 5.6 m P=.4

Adverse t(6;9)(p23.3;934.1)/DEK::NUP214

tlv;11923.3)/KMT2A-rearranged#

19;22)(q34.1;,q11.2)/BCR:ABL1

t(8;16)(p11.2;p13.3)/KAT6A::CREBBP

inv(3)(g21.3g26.2) or (3;3)(q21.3,926.2)/

GATA2, MECOM(EVIT)

t3g26.2;,v)/MECOM(EVIT)-rearranged

—5 or del(5q); —7; —17/abn(17p)

e Complex karyotype,** monosomal
karyotypett

o Mutated ASXL1, BCOR, EZH2, RUNX1, 0
SF3B1, SRSF2, STAGZ, U2AF1, and/or
ZRSR2tt

e Mutated TP53°

0S (%)

0 24 48 72 96
Months

asdejoy

Dohner H et al., Blood 2022 Issa GC et al., Blood Adv 2023
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r-KMT2A AML outcome

OVERALL SURVIVAL
B Median 1y Sy
t(9;11) 1.0years 49% 28% 04
100 t(11;v)(923;v) 1.1years 50% 15%
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e
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D50
©
i
o X
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: t(11;19) (N=34)
0 1 | | | 1
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Years

Issa G C et al, Blood Cancer Jour 2021
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r-KMT2A ALL outcome
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Paietta E et al, Blood 2021
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Agenda

e How many menin inhibitors do we have today?
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Menin inhibitors in clinical development

Trial name (NCT) Agent (route) Phase 1/ 2 expansion cohorts Current status

For relapsed/refractory disease

4} AUGMENT-101 Revumenib (a) ALL or MPAL with KMT2Ar Phase 1 /2 NPM1™
S (NCT04065399) (SNDX-5613) (b) AML with KMT2Ar; (c) NPM1 (n=186) FDA approval
H—I PO BID Nov 15, 2024

. NPM1 mut FDA
mm\ (NCT04067336) (KO-539) (b) AML with NPM1c (n=199) .
APFRGTEg PO QD approved in 2025

NCT04811560 Bleximenib (a) AML/ALL with KMT2Ar Phase 1 Phase 1 (EHA 2024)
(INJ-75276617) (b) AML with NPM1c (n=110) Recruiting in combination
PO QD with chemo

NCT04988555 Enzomenib RR-AML/RR-ALL Phase 1/2 Phase 1 (EHA 2024)
(DSP-5336) Ph2:NPM1/KMT2Ar (n=70) Recruiting
PO QD

COVALENT-101 BMF-219 (a) AML/ ALL (KMT2Ar, NPM1) Phase 1 Multiple cohorts
(NCT05153330) PO (b)DLBCL; (c) MM; (d) CLL/SLL (n=177) Actively enrolling

www.clinicaltrials.gov
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Menin inhibitors are not the same with differencies in chemical

structure and physiochemical properties

Revumenib Ziftomenib

F4NJ

Vi
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o \ o | N
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Structure*

Bleximenib

o
ij/ =

Enzomenib

\
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o) \‘s
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00
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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

Chemical Property* Polar Surface Areal23

PSA > 75

» Each menin inhibitor has a different chemical structure

Target Value

and different physiochemical properties such as polar
surface area, lipophilicity, and basicity that may impact
safety and efficacy!?

*Numeric values derived from
ChemDraw based on NIH CID

Daver N et al, ASH 2025

Enzomenib

Revumenib
Bleximenib

Ziftomenib

Lipophilicityl2

ClogP <3.0

3.13
3.63
5.88

Basicity®?

Pka <7.4

9.27
9.48
8.85

Hughes, J., et. Al (2008) Biorg Med. Chem. Lett., 18, 17, 4872-48Yukawa T., Naven R. (2020) ACS Med. Chem.Lett., 11, 203-209
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Agenda

 What about safety with menin inhibitors as single agents?
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Safety profile
Agent Revumenib Ziftomenib Bleximenib Enzomenib
Trial Phase 2 Phase 1b/2 Phase 1 Phase 1
DLT (Y/N) Yes Yes Yes No
DLT QTC prolongation DS DS Not reported
‘ DS (all) KMT2Ar:27.7%; 24% 14.4% all doses 10.7%
NPM1:19%
DS (2Gr3) 13-16% 13% 6.8% None reported
Febr Np (2Gr3) 34.5-38.3% 22% 19.2% 23.8%
Neutrop (2Gr3) 29.8% Not reported 28% 17.9%
Thromb (2Gr3) 16.7-23.4% 20% 36% 23.8%
QTc PR (any) 25.5%-42.9% 3% 0% 1%
QTc PR (2Gr3) 13.8-22.6% 2% 0% 1%

Issa GC et al JCO 2025; Wang ES et al JCO 2025; Searle E et al Blood 2024, Zeidner | et al Blood 2024
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Differentiation Syndrome

Cycle 1 Cycle 2 Y .5 A 288,
40— : 7 - 100 % ; .“"ﬁ"""’}j{f{; P
: o o A T .
Differentiation Syndrome, median:onset 18 days (range, 5-41) - \435?‘ &@ ) J(Q
: - 80 pwe v, ¢
= = -®- WBC (x10%/L) 8 = Z 2 ‘ O%r
o »n w* @.
e -@- PB Blasts (%) L 60 ‘2 Baseline
= 8- ANC (x10°1L) S  mzew &
Q 20 - T PP eeh s S
= -@- Metamyelocytes (%) > [ oy ®ed 9, a
< 40 = 272 %%’ ®
g 2 0‘- ® % 0o® %
g 10 - =z ,&,f » " .:r-
— 20 0. GQ’ % ’ . .
'.
- ‘_ ., s‘
0- ! = i 0
1 4 A7 10 13 16 M9 22 25 28 1 4 7 10 13 16 19 22 25 28 c2 Dl
Dexamethasone ANC, absolute neutrophil count; PB, peripheral blood; PO, by mouth; b
Neck pain Chest pain - WBC, white blood cell. @ \ i:u "
Pericardial g ‘ -;; ol ‘, g
effusion & 2 [ o
Days of Revumenib Treatment o.‘ Y} W
* 71-year-old with KMT2Ar AML relapsed after an allogeneic stem cell transplant &’.6:923} ¢
* Received revumenib at 339 mg PO q12h (Arm A), and achieved CRh, MRD negative -’ = e,
C3D1

Issa GC et al, Nature 2023
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How to manage Differentiation Syndrome

Differentiation syndrome/ Suspected DS

SUPPORTIVE CARE Dexamethasone 10 mg IV Q12 hours
Inpatient unit (ideal)
DS not controlled
within 48 hrs

Hemodynamic monitoring

DS controlled

Echocardiogram, EKG, labs Sx resolved

Chest XR, CT scan

TLS labs, Cr, electrolytes ‘ ‘
Cardiology (pericardial eff)

Hydroxyurea (7T WBC) ‘ ‘

Leukopheresis (TT WBC)
Other cytoreduction
Diuresis (TT weight)

o
‘! American 50

Wang E, ASH 2025

Taper steroids over
minimum 3 days
Reassess for drug restart
at same/ lower dose

Taper steroids over
minimum 3 days
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Safety profile
Agent Revumenib Ziftomenib Bleximenib Enzomenib
Trial Phase 2 Phase 1b/2 Phase 1 Phase 1
DLT (Y/N) Yes Yes Yes No
DLT QTC prolongation DS DS Not reported
DS (all) KMT2Ar:27.7%; 24% 14.4% all doses 10.7%
NPM1:19%
DS (2Gr3) 13-16% 13% 6.8% None reported
Febr Np (2Gr3) 34.5-38.3% 22% 19.2% 23.8%
Neutrop (2Gr3) 29.8% Not reported 28% 17.9%
Thromb (2Gr3) 16.7-23.4% 20% 36% 23.8%
- QTc PR (any) 25.5%-42.9% 3% 0% 1%
QTc PR (2Gr3) 13.8-22.6% 2% 0% 1%

Issa GC et al JCO 2025; Wang ES et al JCO 2025; Searle E et al Blood 2024, Zeidner | et al Blood 2024
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Agenda

e  Which results can we achieve with menin inhibitors?

-R/R single agents
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Menin inhibitors in R/R setting (single agents)

Phase Trial Ph 2 Ph 1b/2 Ph1 Ph1
Dose/frequency 163 mg bid 600 mg qd 90-100 mg bid 200-300 mg bid
KMT2Ar (n) 97 None 15 23
NPM1m (n) 83 93 14 17
CR KMT: 15.5%; NPM1: 18.8% NPM1: 18% N/A N/A
» CR/CRh KMT: 22.7%; NPM1m: 23.4% NPM1: 35% 38% 37.5%
ORR (CRc+PR + MLFS) KMT: 63.9%; NPM 46.9% NPM1: 35% 47% 62.5%
MRD-neg CR/CRh KMT: 61%; NPM: 64% NPM1: 65% N/A N/A
» Median DOR CR/CRh KMT: 6.4; NPM1: 4.7 mo NPM1: 3.7 mo 6 mo KMT: NR; NPM1
7.0mo
Median OS (mo) KMT: 8.0; NPM1: 4.0 mo NPM1: 6.1 mo N/A N/A

Aldoss | et al EHA abstract 2025; Arellano et al EHA abstract 2025; Wang E et al JCO Nov 2025; Zeidner J et al ASH
abstract 2025
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Enzomenib response rates

KMT2Ar AL (n = 39)
* Optimal RP2D as monotherapy is 300 mg po bid (n=15)

e AtRP2D
* Overall Response rate (CR/CRh/CRi/MLFS) 73.3%
* Composite CR rate (CR/CRh/CRIi) 60%
* CR+CRhrate 40%

NPM1m AML (n = 25)
* Dose optimization is ongoing at 200, 300 and 400 mg po bid and initial activity is similar across dose levels

NPM1m
Response Category* 200 mg BID 300 mg BID 400 mg BID
* Pts who achieved CRh and CRi
or MLFS were counted as CRh (n=10) (n=7) (n=8)

Overall Response rate o o o
(CR/CRh/CRi/MLES) 60% (6/10) 57.1% (4/7) 37.5% (3/8)

Composite CR rate o o o
(CR/CRh/CRi) 50% (5/10) 42.9% (3/7) 37.5% (3/8)
CR/CRh rate 50% (5/10) 42.9% (3/7) 37.5% (3/8)

Daver N et al, ASH 2025
. studyongoing, data cutoff 04 OCT 2025
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Agenda

e What about resistance?
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MEN1 mutations generate structural perturbations that impact small-molecule
binding

SNDX-5613

1nj + ‘?

1i .

[]'.1-! ’

0.01-: .
bl ) u.mnE —
Menin(M327) Q. "‘é&#&'{s&g‘:&@d&
Menin

foss of hydrogen bond interactions t
between revumenib in the * Binding affinities of all compounds reduced by I/V mutations at M327
M3271 mutant and the menin * T349M reduces binding for most chemotypes
protein * G331R change has variable effects across chemotypes

- J

Perner F et al, Nature 2023 Perner F et al, AACR2023
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-

Resistance Genetic/epigenetic Consequences Frequency/ Therapeutic strategey
mechanism alterations detection method
Mutations in menin- MEN1 mutations (e.g. Reduced menin 39-40% after Alternative menin
binding domain M3271, T349M, inhibitor binding revumenib by RNA inhibitors;
G331R, E368K) sequencing combination therapy
Alternative RAS pathway Leukemic proliferation Common acquired Combination therapy
proliferation pathways |mutations (NRAS, indept of menin pathways by DNA/RNA  with MAPK, FLT3, or
KRAS, PTPN11) inhibition NGS other inhibitors
Apoptotic and TP53 mutations, Reduced apoptosis Frequently co- Combine with MCL-1
differentiation MCL-1 upregulation, and differentiation occurring in high-risk inhibitors or or BCL-2
resistance BCL-xL response AML inhibitors
Epigenetic Loss of PRC1.1, MYC Blocked Identified by Combine with
reprogramming and upregulation differentiation, altered chromatin & epigenetic modifiers
MYC activation epigenetics transcriptome assays
\ / Thakur R and Wang ES. ASH Education Bk 2025
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Agenda

e How can we overcome these mechanisms?
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Preclinical data support menin inhibitors combinations in r-KMT2A leukemia

Ziftomenib
MLL-r; 5d [ 1d
) MOLM13 MV411 OCI-AML2
wm
< 100 )
5 —---.}\ 100
0 h |
8
o 90 501
=]
m
g
= 0 1]
[Log ZIF], (mol/lL) -88 78 6.8 88 78 68 88 78 -68
[Log VEN], (molilL) -9 -8 -7 -9 -8 -7 85 15 85

-« Ziftomenib
-+ \Venetoclax
-+ Combination

Rausch J et al, Haematologica 2023

JNJ-75276617

* 100 l

80+
60

40

Percent Survival

20+

0 10 20 30 40 60 60
JNJ-6617-
ven
aza _—
Days Post Tumor Engraftment

Chul Kwon M et al, ASH 2023

4 vehicle control

- azacitidine 2 mg/kg

- venetoclax 100 mg/kg

@ JNJ-76276617 10 mg/kg

48 azacitidine + venetoclax
2 JNJ-75276617 + azacitidine
F JNJ-76276617 + venetoclax

o JNJ-7627€617 + azacitidine +
venetoclax

106
256
277
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Menin inhibitors partners

Conventional or approved agents Investigational agents/targets
* Standard high or low intensity * DOT1L®?
chemotherapy regimens , * CBP/p300%0° . .
Writ Chromatin Remodeling
* Hypomethylating agents! — TR kaTe
* BCL2 inhibitors?2 * HBO1
* FLT3 inhibitors34> * BRD410
* IDH inhibitors® R * ENLYEATS
eaders
* Blinatumomab (CD3;CD19) * LEDGF
* Inotuzumab (ADC: CD22) * SGF29
* Gemtuzumab (ADC: CD33) * HDACY!
Erasers
* LSD1
* CDK4/612
* Revlimid’ * CDK9
o [.] * SWI/SNF

o XP0D113.14,15

L]
References indicate preclinical evidence of combination with menin inhibition [ ]

ICarter B. et al. Blood (2021) 138 (17): 1637-1641;2; 2Fiskus W et al. Blood Cancer J. 2022 Jan 11;12(1):5; 3Dzama MM et al. Blood. 2020;136(21):2442-56. *Miao H et
al. Blood. 2020;136(25):2958-63. 5Carter B et al. Haematologica. 2023 Feb 2. ¥Yoon JJ et al. Blood (2022) 140 (Supplement 1): 5946. 7Aubrey BJ et al. Nat Cancer. 2022
May;3(5):595-613. 8Kiihn MW et al. Cancer Discov. 2016 Oct;6(10):1166-1181. °Dafflon C et al. Leukemia. 2017;31:1269-77. '°Fiskus, W. Et al. Blood Cancer J. 13, 53
(2023). 1*Mill CP et al. Leukemia. 2023 Mar 28. '?Soto-Feliciano et al Cancer Discov 1 January 2023; 13 (1): 146—169 *3Brunetti L et at. Cancer Cell. 2018 Sep
10;34(3):499-512.e9. **Uckelmann et al. Cancer Discov 1 March 2023; 13 (3): 724-745. 1>Wang XQD et al. Cancer Discov 1 March 2023; 13 (3): 746—765.
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Menin inhibitors in triplets for R/R AML patients

Agent Bleximenib + Revumenib + Ziftomenib + Enzomenib +
(# pts) Ven/Aza Ven/Aza (SAVE) Ven/Aza (KOMET-007) Ven/Aza

Trial Phase 1 Phase 1 Phase 1 Phase 1
Number Pts N=125 N =33 N=83 N=22
Start Menin Inhib C1D4 C1D1 C1D8 C1D1
DS 6% (5 Gr3) 9% ((1 Gr3) 1% 10% (no Gr3)
QTc prolongation 4% 64%; 9% =2Gr3 0% 10% (no Gr 3)
CR Not reported 39% 27%/6% Not reported
CR/CRh 40.9% 48% NPM 40%/KMT 22% Not reported
CRc (CR/CRh/CRI) 59.1% 60% NPM 48%/KMT 28% 50%
ORR 81.8% 82% NPM 65%/KMT 41% 77%

Wei et al EHA 2025; Issa etal ASH 2024; Issa G et al ASH 2025; Watts J et al ASH 2025
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Let’s move Menin inhibitors to the first line

A NEW
Menin Inhibitors : couta® STANDARD
Revumenib % NPM OF CARE
Ziftomenib .‘—ZA—V _
Bleximenib \(M Phase 3:
Enzomenib Menin inhibitor or
BMF-219 . Phgse 1-2: Placebo plus
Others Memn Backbone .
Inhibitor plus  Chemotherapy in
Venetoclax + newly diagnosed
® Phase1: HMAtherapy  patients (fit/unfit)
Menin or 7+3
L inhibitor in
Preclinical R/RraML
Studies
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Menin inhibitors in triplets for ND unfit AML patients

Agent Bleximenib + Revumenib + Ziftomenib +
(# pts) Ven/Aza Ven/Aza (SAVE) Ven/Aza (KOMET-007)

Trial Phase 1 Phase 1 Phase 1
Number Pts N=125 N =21 N=40
Start Menin Inhib C1D4 C1D1 C1D8
DS 6% (5 Gr3) 19% (10% Gr 3) 3% (no Gr3)
- QTc prolongation 4% 43% (No =Gr3) 3% (1 Gr 3)
CR Not reported 76% 73%
CR/CRh 65% 81% 78%
CRc (CR/CRh/CRI) 75% 86% 86%
ORR 90% 86% 89%

Wei A et al EHA 2025; Jen W et al ASH 2025; Roboz G et al ASH 2025
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Acacitidine+Venetoclax+Revumenib: Survival

A Overall Survival by Genetic Mutation B Event-Free Survival by Genetic Mutation
Mutation Events/Total Median (95% ClI) Mutation Events/Total Median (95% CI)

R 100 L —— KMT2Ar 39 18.0(11.5t0NE) 32 100 —— KMT2Ar 49 NE (5.9 to NE)
'B'-_ —— NPM1m 14/34 15.5 (7.2 to 19.5) 'a'-_ —— NPM1m 14/34 13.3 (7.2 to 19.5)
= 804 = 80

o =

2 a

o) 60 — o) 60 —

| - |

a a

= 40 - = 40 -

© ©

= =

> 20 - > 20

| |

7 7

Or—T—T T T 7T 7T T T T T T T O1r—T—T T 7T T T 7T T T T T

0 2 4 6 8 10 12 14 16 18 20 22 24

Time Since Treatment (months)
Number at risk:
KMT2ZAr 9 9 9 9 9 9 6 3 3 2 0 0 o0
NPMIm 34 30 19 13 12 9 4 3 2 2

0 2 4 6 8 10 12 14 16 18 20 22 24

Time Since Treatment (months)
Number at risk:
KMT2ZAr 9 9 9 8 8 6 4 2 2 1 0 0 0
NPMIm 34 30 19 13 12 9 4 3 2 2 1 1 1

SCT 23%

Zeidner J et al, JCO 2025
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Menin inhibitors in clinical development in 1L AML fit patients

I T

Trial i RNI;\II\I/IE?L-ND Ph 2 RAVEN ISS Ph 3 KOMET-017 Ph 3 HOVON-181
NCT07211958 (planned in H2°26) NCT07007312 NCT07223814
Mutation mNPM1 KMT2Ar mN':xi'a'i“r:;ZAr mN'(D(')\:']i'a'i'\r:;ZAr
Regimen REV + ‘743’ REV + VEN/AZA ZIF + ‘7+3’ BLE + ‘7+3’
Enrolment 468 n/a 1300 875

www.clinicaltrials.gov
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Agenda

* For which patients, tomorrow?
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Targeting menin-dependent transcription

HOXA1
HOXA2
HOXA3
HOXA4
HOXAS
HOXA6
HOXA7
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Table 2 Genetic alterations with overexpression of HOXA genes predicted to potentially respond to menin inhibitors.1

Alteration/mutation Cytogenetics Phenotype * @ ﬁ References
KMT2Ar 11g23 rearrangements AML, ALL, MPAL v v v [26, 132, 133]
KMT2A-PTD Normal karyotype AML v v [26, 134]
NPMIc Normal karyotype AML v v v [26, 135]
NPMI1-MLF1 1(3:5)(q25:q34) MDS, AML v/ [136, 137]
NUP9Y8r 11pl5 rearrangements AML, T-ALL, MDS v v v [122-124]
SET-NUP214 1(9:9)(q34:q34) AML, T-ALL, AUL v v [138]
RUNXI1-EVII t(3:21)(q26:q22) AML v v [139]
MYST3-CREBBP 1(8:16)(p11:pl3) AML v [140]
CDX2-ETV6 1(12:13)(p13:q12) AML v [141]
CALM-AF10 (10:11)(p13;q14-21) T-ALL, AML, MPAL 4 v v [142-144]
MNI1-ETV6 1(12;22)(p13;q12) AML, MDS v v [145]
EZH2 - MDS, AML v [146]
IDHI/IDH2 - MNs v [147, 148]
ASXLI - MNs v [149]
CEBPA - AML v [150]
Trisomy 8 MNs v [151]

* Denotes direct examination of patient samples with the corresponding genotype showing upregulation of HOXA genes.

d Denotes mouse models of the corresponding genotype leading to upregulation of Hox genes.

ﬁ Denotes examination of cells lines or other in vitro investigations demonstration a role of HOX genes or menin inhibition in the corresponding

genotype.

Issa GC et al, Leukemia 2021; Wang E et al, Blood 2020; Barajas JM et al, Blood 2024

May 18-19-20, 2026

BOLOGNA, ROYAL HOTEL CARLTON

One patient with AML (SETD2,
RUNX1) attained CR, MRD+ with
ziftomenib 100 mg.2




newDrugsw=Hematology May 18-19-20, 2026

BOLOGNA, ROYAL HOTEL CARLTON

Menin inhibitors: take home messages (l)

At least 4 agents in development, 2 FDA approved (Revumenib, Ziftomenib)
Clinical activity as single agent in R/R AML with NPM1mut and r-KMT2A:
30-60% ORR

Duration of response: 5-7 months

Overall survival: 6-8 months

ANEANE

On target drug effect: Differentiation syndrome

. Are there differencies between agents? Yes, due to:

v' Drug: Half-lives, tissue penetration, azole interactions, QTc prolongation
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Menin inhibitors: take home messages (ll)

e  Triplets are promising

. Reduced DS compared to monotherapy
. R/R: 60-80% ORR

. ND: 80-90% ORR

. Phase 3 randomized trials ongoing (Ava-Ven/3+7)
. Combination with other targeted agents?
. Efficacy in other leukemia subtypes?

. Sequential menin inhibitors treatment? Role of MRD?
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Thank you!
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