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Ziftomenib Targets the Menin Pathway, a Foundational Target in AML

*  NPM1-m and KMT2A-r drive leukemogenesis in ~35-40% of AML"2

* Ziftomenib is a potent, highly selective, oral, investigational menin inhibitor with clinical activity as both monotherapy
and in combination for adults with NPM71-m or KMT2A-r AML34

e KOMET-007 (NCT05735184) is an ongoing dose-escalation (phase 1a) and expansion (phase 1b) study of
ziftomenib in combination with venetoclax/azacitidine, venetoclax alone, or cytarabine and daunorubicin (7+3)
in NPM1-m or KMT2A-r AML
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AML, acute myeloid leukemia.
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KOMET-007: Ongoing Combination Trial of Ziftomenib in Newly Diagnosed AML

Ziftomenib / 7+3 Combination

Adult AML with Phase 1a: High-Risk? AML Phase 1b: All IC-eligible AML
NPM1-m or KMT2A-r Dose Escalation Dose Expansion / RP2D Determination
enroll independently

Dose Selection RP2D Validation:
Ziftomenib / 7+3
Ziftomenib / 7+3 Validated
Dose level 3: 600 mg — Selected dose from r—
RP2D
Phase 1a
Dose level 2: 400 mg .
Newly Diagnosed AML Endpoints:
(N=82) .
Dose level 1: 200 mg Primary Secondary
AEs CRcP
Dose level =1: 100 mg DLTs (Phase 1a) ORRe®
CR DoR

e Ziftomenib started on Cycle 1 Day 8 and administered continuously thereafter. Cytarabine administered on Cycle 1 Days 1-7;
daunorubicin on Cycle 1 Days 1-3; re-induction cycles allowed based on bone marrow biopsy results

e Here we present updated safety and clinical activity in all newly diagnosed AML patients treated at the ziftomenib RP2D of 600 mg
QD in combination with standard doses of 7+3 across phase 1a/b

aHigh-risk is defined as KMT2A-r AML, or NPM1-m with adverse-risk cytogenetics per ELN criteria, age 260 yrs and/or treatment-related AML regardless of age. °CR, CRh, or CRi. °CRc or MLFS.
AE, adverse event; CR/ CRh / CRi, complete remission with full / partial / incomplete hematologic recovery; CRc, composite complete remission; DLT, dose limiting toxicity; DoR, duration of remission; IC, intensive
chemotherapy; MLFS, momphologic leukemia-free state; QD, once daily; ORR, objective response rate; RP2D, recommended phase 2 dose.



KOMET-007 in 1L AML.: Safety & Efficacy Populations

ITT (Safety) Population:

82 Enrolled and treated with
Ziftomenib 600 mg / 7+3 combination

[ 49 NPM1-m ] [ 33 KMT2A-r ]
5 NPM1-m — no response 6 KMT2A-r — no response
assessment as of data ~ @--------------------4" e-mm-----—------——--- +| assessment as of data
cut cut

Response-Evaluable? (Efficacy) Population:

A \ 4

/ 44 NPM1-m \ / 27 KMT2A-r \

30 On-treatment® 19 On-treatment®

2 Received HSCT 6 Received HSCT, with 1 on
14 Discontinued ziftomenib maintenance

3 Relapsed/Refractory 8 Discontinued

1 Withdrew 1AE

2 Deathe 3 Relapsed/Refractory

8 Otherd 3 Deathac

\_ -/ \_ 10ther -/

aPatients who had 21 response assessment or who had died - one KMT2A-r patient had no response assessment and had died before the data cut (not evaluable). PPatients who had not discontinued ziftomenib as of the
data cutoff date. °Deaths included: NPM1-m: ischemic enteritis (n=1), cerebral hemorrhage (n=1); KMT2A-r: bowel perforation (n=1), angioinvasive mucormycosis (n=1), sepsis (n=1). ¢Other reasons included: NPM1-m:
physician decision (n=3), completed planned therapy (n=1), joint pain (n=1), planned for other maintenance study (n=2), patie nt decision (n=1); KMT2A-r: physician decision (n=1).

Data cutoff: Mar 21, 2025. AE, adverse event; ITT, intention-to-treat; HSCT, hematopoietic stem cell transplant.




Baseline Characteristics and Disposition: 1L AML (N=82)

All Patients
600 mg
(N=82)
Median age, years (range) 60 (30-71) 43 (18-70) 56 (18—71)
Female, n (%) 25 (51) 18 (55) 43 (52)
Race, n (%)
White 35 (71) 20 (61) 55 (67)
Non-White 14 (29) 13 (39) 27 (33)
ECOG PS 0-1, n (%) 43 (88) 31 (9%4) 74 (90)
Co-mutations, n (%)
FLT3 6 (12)2 5 (15)? 11 (13)2
IDH1/2 13 (27) 2 (6) 15 (18)
Therapy-related AML, n (%) 2 (4) 8 (24) 10 (12)
Patients on-treatment, n (%) 35 (71) 25 (76) 60 (73)
Patients on-study®, n (%) 47 (96) 29 (88) 76 (93)
Median follow-up, weeks (range) 24.9 (4.3-47.1) 15.7 (1.1-40.3) 18.4 (1.1-47.1)

afL T3-ITD allelic ratio <0.05 (3 NPM1-m) or considered ineligible for FLT3 inhibitor (3 NPM1-m, 5 KMT2A-r).
bPatients on-treatment or in long-term follow-up.

Data cutoff: Mar 21, 2025.
ECOG PS, Eastern Cooperative Oncology Group performance status; ITD, internal tandem duplication.



Safety and Tolerability of Ziftomenib in Combination with 7+3 in 1L AML (N=82)

TEAEs in 225% of All Patients

KMT2A-r All Patients
600 mg 600 mg
(n=33) (N=82)
Any Grade 46 (94) 31 (94) 77 (94)
Febrile neutropenia 26 (53) 23 (70) 49 (60)
Diarrhea 22 (45) 17 (52) 39 (48)
Platelet count decreased 24 (49) 13 (39) 37 (45)
Pruritus 19 (39) 13 (39) 32 (39)
Nausea 18 (37) 8 (24) 26 (32)
Hypokalemia 16 (33) 10 (30) 26 (32)
Anemia 16 (33) 8 (24) 24 (29)
Stomatitis 12 (24) 12 (36) 24 (29)
Alanine aminotransferase increased 13 (27) 9 (27) 22 (27)
Constipation 15 (31) 6 (18) 21 (26)

e Ziftomenib safety profile in combination with intensive chemotherapy was similar to that reported for
newly diagnosed AML patients treated with 7+3 alone’
Data cutoff: Mar 21, 2025.

1. Lin et al. Blood Adv. 2021;5(6):1719-28.
TEAE, treatment-emergent adverse event.



Safety and Tolerability of Ziftomenib in Combination with 7+3 in 1L AML (N=82)
Grade 23 TEAEs in 210% of All Patients

KMT2A-r All Patients
600 mg 600 mg
(N=82)
Grade 23 42 (86) 29 (88) 71 (87)
Febrile neutropenia 25 (51) 20 (61) 45 (55)
Platelet count decreased 23 (47) 12 (36) 35 (43)
Anemia 16 (33) 8 (24) 24 (29)
Neutrophil count decreased 14 (29) 6 (18) 20 (24)
White blood cell count decreased 10 (20) 7 (21) 17 (21)
Sepsis 8 (16) 5(15) 13 (16)
Lymphocyte count decreased 5(10) 4 (12) 9 (11)

Grade 23 Ziftomenib-related Adverse Events of Interest

29 Patients (35%) had Grade 23 ziftomenib-related adverse events:

* Most common (=210%) were febrile neutropenia (15%), decreased platelet count (15%), anemia (11%),
and decreased neutrophil count (11%)

* 1 case of differentiation syndrome (KMT2A-r, Gr3), which was successfully managed
* 2 cases of investigator-assessed QTc prolongation (both KMT2A-r, Gr3)*

*Both patients were on other medications (posaconazole and/or piperacillin/tazobactam) at time of QT assessment.
Data cutoff: Mar 21, 2025.
QTc, QT corrected; TEAE, treatment-emergent adverse event.



Clinical Activity in All Response-Evaluable? 1L Patients (N=71)

KMT2A-r

600 mg

All Patients

600 mg

CRc

ORR
CR
CRh
CRi
MLFS

PR

NR

NE

CR MRD-negativity, n/N (%)

CRc MRD-negativity, n/N (%)®

Median time to CR MRD-negativity, weeks (range)
Median time to CRc MRD-negativity, weeks (range)

41 (93)

43 (98)
37 (84)
1(2)
3 (7)
2 (5)
0
1(2)
0

24/34 (71)
26/38 (68)
4.7 (2-17)
4.7 (2-17)

(n=27)
24 (89)

24 (89)
20 (74)
0
4 (15)
0
0
2 (7)
1(4)

14/16 (88)
15/18 (83)
4.4 (3-12)
4.1 (3-12)

(N=71)
65 (92)

67 (94)
57 (80)
1(1)

7 (10)
2(3)
0
3 (4)
1(1)
38/50 (76)
41/56 (73)

4.5 (2-17)
4.3 (2-17)

aPatients who had =1 response assessment or who had died.

bAmong evaluable responders tested for MRD per local assay (NGS, RT-qPCR, FISH, flow cytometry). Preliminary central testing also shows concordance with local MRD-negative rates.

Data cutoff: Mar 21, 2025.

Per ELN 2022: CR / CRh / CRi, complete remission with full / partial / incomplete hematologic recovery; CRc, composite complete remission; FISH, fluorescence in situ hybridization; MLFS, morphologic leukemia-

free state; MRD, measurable residual disease; NE, not evaluable; NGS, next-generation sequencing; NR, no response; ORR, objective response rate; PR, partial remission; RT-gPCR, quantitative reverse

transcription polymerase chain reaction.




Duration of Treatment & Preliminary Clinical Outcomes in NPM71-m 1L AML

For NPM1-m, after a median follow-up of
24.9 weeks (range 4.3-47.1):

— Median duration of CR was not reached?

CoO~NOORWN=

— Median OS was not reached?
— 2 NPM1-m patients received HSCT

— 3 Discontinuations due to relapse

Best Overall Response

: Eih — 96% (47/49) of patients remained alive

® CRi and continued on-study®
€ MLFS

Treatment Disposition
Ziftomenib 600 mg
» Ongoing
@ HSCT
QO Death
O Discontinued — Relapsed/Refractory
¢ Discontinued — Patient Withdrawal

% Discontinued — Other Reason Data cutoff: Mar 21, 2025.
: , : : . . #Among response-evaluable patients.
28 32 36 40 44 bPatients on-treatment or in long-term follow-up.

CR/CRh / CRi, complete remission with full / partial / incomplete hematologic recovery;
HSCT, hematopoietic stem cell transplant; MLFS, morphologic leukemia-free state; OS, overall survival.

Duration of Treatment (weeks)



Duration of Treatment & Preliminary Clinical Outcomes in KMT2A-r 1L AML

0~k WN =

Best Overall Response
® CrR
m CRi

Treatment Disposition
Ziftomenib 600 mg
P Ongoing
@ HSCT
--- Post-HSCT
O Death
A Discontinued — AE
O Discontinued — Relapsed/Refractory
X Discontinued — Other Reason

28 32 36 40 44

Duration of Treatment (weeks)

For KMTZ2A-r, after a median follow-up of
15.7 weeks (range 1.1-40.3):

Median duration of CR: 25.6 weeks
(95% CI 8.3—not estimable)2 and follow-up
continues

Median OS was not reached?

6 KMT2A-r patients received HSCT. Thus
far, 1 went onto ziftomenib maintenance

1 Discontinuation due to AE

88% (29/33) of patients remained alive and
continued on-study®

Data cutoff: Mar 21, 2025.
aAmong response-evaluable patients.
bPatients on-treatment or in long-term follow-up.

AE, adverse event; CR / CRi, complete remission with full / incomplete hematologic recovery;

HSCT, hematopoietic stem cell transplant; OS, overall survival.



Neutrophil and Platelet Recovery in CRc Responders: 1L AML

All Patients

600 mg
Median days (range), Cycle 1 (n=65)
ANC 20.5 x 10%/L 28 (19-66) 32 (20-63) 31 (19-66)
ANC 21.0 x 10%/L 30.5 (20-88) 33 (20-63) 32 (20-88)
Platelets 250 x 109/L 27 (18-105) 31.5 (20-63) 27 (18-105)
Platelets 2100 x 109/L 28 (20-105) 32 (20-63) 29 (20-63)

« Time to neutrophil and platelet recovery was comparable to that for intensive chemotherapy regimens?'-2

Data cutoff: Mar 21, 2025.

1. Lancet JE et al. J Clin Oncol. 2018; 36(26):2684-92; 2. Erba HP et al. Lancet. 2023;401(10388):1571-83.
ANC, absolute neutrophil count; CRc, composite complete remission.



Conclusions

In the ongoing KOMET-007 study, ziftomenib 600 mg QD combined with 7+3 was well tolerated, with a safety
profile consistent with previous reports

— Low rates of ziftomenib-related cytopenia and no additional myelosuppression observed with the combination
— Ziftomenib 600 mg QD did not delay neutrophil and platelet count recovery

— 1 Case of Gr3 differentiation syndrome (KMT2A-r), which was successfully managed

Robust clinical activity with deep responses was demonstrated in newly diagnosed NPM1-m and KMT2A-r AML

— CRc: 93% for NPM1-m, 89% for KMT2A-r patients
— CRc MRD negativity: 68% for NPM1-m at median of 4.7 weeks, 83% for KMT2A-r at median of 4.1 weeks

— 96% (47/49) of NPM1-m and 88% (29/33) KMTZ2A-r patients remained alive and continued on-study
(median follow-up of 25 and 16 weeks, respectively)

Taken together, these data support the phase 3 advancement of ziftomenib combination in newly diagnosed
NPM1-m and KMT2A-r AML (KOMET-017)



KOMET-017: Phase 3 Ziftomenib Pivotal 1L Combination Studies

 Two independently KOMET-017-NIC: Non-intensive therapy — Ziftomenib + venetoclax/azacitidine combo
powered, _ Patients Arm A [N TE RN Primary endpoints
registration-enabling, o NPM1-m AML R | | Venetodlax +Azadiidne | R

randomized phase 3 - Age 275 yrs, or 18 to <75 il Placebo .0S
studies in fit and unfit YIS B EEmEnsEies Arm B Venetoclax + Azacitidine

newly diagnosed AML

KOMET-017-IC: Intensive therapy — Ziftomenib and 7+3 combo

Patients A A [T rimary ondpoints
* NPM1-m or KMT2A-r AML? ‘ I 7+3 Induction(s) || Consolidation | * CR MRD-negativity

« FLT3 wildtype or ITD ratio =  AmB S — Biacebo (NPM1-m only)
of <0.05P | e “EES
- Age 218 yrs 1:1:1 7+3 Induction(s) ][ Consolidation ]

« ECOG PS 0-2 Arm C Placebo

7+3 Induction(s)

Consolidation

agxcluding partial tandem duplication. PUnless ineligible for FL T3-targeted therapy.

Expected to start in 2H 2025 (see Zeidan AM et al. EHA 2025 Abstract #PB2573)

CR, complete remission; ECOG PS, Eastern Cooperative Oncology Group performance status; EFS, event-free survival; ITD, internal tandem duplication; MRD, measurable residual disease; OS, overall survival.


https://library.ehaweb.org/eha/2025/eha2025-congress/4161647/
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