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Figure 2. KOMET-007 Study Design: Ziftomenib / 7+3 Combination
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Figure 1. Ziftomenib Mechanism of Action’-16
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CONCLUSIONS

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

AlM

« We present updated safety and clinical
activity in all patients with newly
diagnosed AML treated at the ziftomenib

BACKGROUND

« NPM1 mutations and KMT2A
rearrangements drive leukemogenesis

PHASE 1a: HIGH-RISK2 AML

Proliferation genes Dose Escalation

‘Stemness genes’
(uncontrolled increase

Induction: Ziftomenib/7+3 Induction: Ziftomenib / 7+3

' imatelv 35-40% of AML1.2 in cancer cells) : . _ _

"1 ApPIOAIMEAIEY ° 0 o, RP2D of 600 mg QD in combination with Consolidation: Ziftomenib / HIDAC/IDAC? or Consolidation: Ziftomenib / HIDAC/IDAC® or HSCT =~ * 4 cases (4%) of grade 3 differentiation syndrome (1 NPM1-m, 3 KMT2A-r; no grade 4); all successfully resolved
« Ziftomenib, a potent, selective, CDX4 ﬁ standard doses of 7+3 across phase 1a/b HSCT if clinically indicated® if clinically indicated® with protocol-specified mitigation and 3 continued on treatment

g;c;ﬁed?::l)oner\zlnr? :nng?hlgggﬁgrlz jfﬁéoxﬁg / ’(:;lb% ﬁ from the KOMET-007 study Maintenance: Ziftomenib monotherapy Maintenance: Ziftomenib monotherapy * Low rates of ziftomenib-related cytopenias and minimal additive myelosuppression observed with this combination

— _ BCL2 A 4 . . _ . : . .

R/R NPM1-m AML (F 1 d has al KMT2A — M — { Dose level 3: 600 mg QD J Selected RP2D 2 = Ziftomenib / 7+3 Validated RP2D - Ziftomenib 600 mg QD did not delay neutrophil and platelet count recove

shown Clinicrglly me(ar:i%lg;ﬁl a)(,:tiavri]ty aer]ij 0 [KMTZA'r]> >MENIN — SN M ET H O DS it i - Se'e"ted(gg:‘:n f;"Q"I‘D;’hase 1 (600 mg QD) > g P P i

tolerability in combination for newly T Y Studv Desian Dose level 2: 400 mg QD . Robust clinical activity with deep and durable responses in newly diagnosed NPM1-m and KMT2A-r AML

diagnosed NPM1-m or KMT2A-r AML3® —— stone \ Y udy Lesig Endpoints: « CRc: 96% for NPM1-m, 90% for KMT2A-r
. KOMET-007: Ongoing, multi-cohort demethylases INK4A/B * Zittomenib dosing started on Cycle 1 Day 8 Dose level 1: 200 mg QD Secondary _ CRc MRD negativity (local): 85% for NPM71-m, 82% for KMT2A-r

oben-label d.ose-escalél fion and ex ,ansion ARF and administered continuously thereafter; AEs CRe CRcf DoR _ . _

SEJ dy of zif,tomenib " combination vl?/ith T Myeloid lineage cytarabine was administered on Cycle 1 Dose level —1: 100 mg QD DLTs (Phase 1a) ORRGY « Median duration of CR: not reached for NPM7-m and 12.0 months for KMT2A-r

differentiati _ iCi . i : - -
standard therapies in adults with newly DH1z TR psl s Days 1-7 and daunorubicin on Cycle 1 Median OS was not reached: OS rates of 94% for NPM1-m and 71% for KMT2A-r at 12 months

Days 1-3; re-induction cycles allowed
based on bone marrow biopsy results
(Figure 2)

of functional white
blood cells)

diagnosed or R/R NPM1-m or KMT2A-r
AML (NCT05735184)

RESULTS

Taken together, these data support the ongoing phase 3 registrational trial of ziftomenib in combination with
intensive chemotherapy in newly diagnosed AML (KOMET-017; NCT07007312)

aHigh-risk defined as KMT2A-r AML, or NPM1-m AML with adverse-risk cytogenetics per ELN criteria, age 260 years, and/or treatment-related AML regardless of age; PHIDAC, IDAC, or liposomal
daunorubicin/cytarabine were permitted; °For HSCT, ziftomenib was held; 9Ziftomenib 600 mg monotherapy for up to 2 years; ¢Per ELN 2022 criteria; {CR, CRh, or CRi; 9CRc or MLFS

« As of April 10, 2026, 99 patients (49 NPM1-m, 50 KMT2A-r) with newly diagnosed
AML were enrolled and treated with ziftomenib 600 mg orally once daily and

Table 2. Treatment-Emergent Adverse Events CLINICAL ACTIVITY Figure 3. Duration of Treatment and Clinical Outcomes

743 (Table 1) + CRrats wore 06% for NPMH-m and 90% or KMT2A.1 it 85% and 625 iclon KMT2A
« Median follow-up was 17.6 months for NPM7-m and 11.0 months for KMT2A-r achieving local MRD negativity, respectively (Table 3) N e Y | B o oo---- S
. 90% (44/49) of NPM1-m and 62% (31/50) of KMT2A-r patients were still on study * Among CRe responders, central marrow NPM7 MRD negativity? was 79% (<0.1% | B e— o
for this analysis Febrile neutropenia 30 (61) 37 (74) 67 (68) 16 (16) threshold) and 56% (<0.01% threshold). All patients (100%) achieved central MRD e s e oo :
negativity by Cycle 2 (Table 4 H S i e -a-- e ;
: - . DIl 33 (67) 33 (66) 66 (67) 22 (22) aNPM1 M??D was pe}:form):d aming CRc reiponders by cer)wtral next-generation sequencing (sensitivity of 0.0025%; protocol-defined threshold <0.01%) E . _@"é-_-_ _______ :> E : o -g-_-_je-“ ><> :II:
Table 1. Basellne CharaCtenStlcs Thrombocytopenia? 33 (67) 30 (60) 63 (64) 23 (23) ' ’ ' E :' oo :’ E . - _?'_iﬁ:_é:_ _______ . g
_ NPM1-m KMT2A-r Pruritus 28 (57) 26 (52) 54 (55) 36 (36) Table 3. Clinical Activity of Ziftomenib with 7+3 ] B e R o P o
o — — - 21 ° > est overall response 21 ° &> est overall response
n (%) (N=49) (N=50) (N=99) Nausea 24 (49) 26 (52) 50 (51) 17 (17) . ] I — : ® cr R * ® cr
Median age, years (range) 60 (30-71) 43 (18-70) 53 (18-71) Hypokalemia 21 (43) 24 (48) 45 (45) 5 (5) NPM1-m KMT2A-r All Patients 5| o . X " A CRh 2l % e- X A CRh
o — - = 7| e CRi 71 o él;’ CRi
Female 25 (51) 31 (62) 56 (57) Stomatitis 18 (37) 25 (50) 43 (43) 5 (5) — s e e le 7 ,;':’: o wrs Sle  ° o s
Race Anemia® 22 (45) 20 (40) 42 (42) 16 (16) CRe 47 (96) 45 (90) 92 (93) e, eax o oo .
o Treatment disposition 34 ° oX Treatment disposition
White 36 (73) 32 (64) 68 (69) . ORR 48 (98) 46 (92) 94 (95) i e 2 ongong et X ongong
Fatigue 20 (41) 20 (40) 40 (40) 13 (13) ] I > Ongoing e > Ongoing
Non-White 3 (6) 7 (14) 10 (10) CR 46 (94) 41 (82) 87 (88) sfe & s 2 e A ® HscT
Unknown? 10 (20) 11(22) 21 (21) o Y 36 2 e i T R oo
I p .. A O Death al® n O Death
ECOG PS 0-1 44 (90) 48 (96) 92 (93) Febrile neutropenia 29 (59) 33 (66) 62 (63) 13 (13) MLFS 1(2) 1(2) 2(2) ; .)?E A E%A A A
Select co-mutations Thrombocytopenia? 31 (63) 28 (56) 59 (60) 21 (21) PR 0 0 0 et | X Oter Y X Other
FLT3p 7(14) 7(14) 14 (14) AnemiaP 20 (41) 17 (34) 37 (37) 15 (15) NR 1(2) 3 (6) 4 (4) 0 ‘ ’ 1-2 L 2 2 " / : : p 20 M
IDH1/2 18 (37) 2 (4) 20 (20) Neutropeniac 16 (33) 15 (30) 31 (31) 13 (13) NE O 1 (2) 1 (1) Duration of treatment (months) Duration of treatment (months)
Therapy-related AML 2 (4) 10 (20) 12 (12) Leukopeniad 12 (24) 16 (32) 28 (28) 9 (9) CR MRD negativity (local), n/m (%)? 39/46 (83) 30/35 (86) 69/81 (85) Overall Survival
Aciadsslrout ol aprtadclogores FLIT sl rat <00 (4 1) or consiced e for FLTQ it (0 NPME-, 7 KMT2A<) - chdesPTepltelet cout dcrosed and romooycpene rdude P o decrssed o ondcell count dectased and aneie s CRc MRD negativity (local), nim (%)? i047(85)  3239(62) 72086 (84) O NP - Aftor  modiam ollow-ub of 176 monthe. OS 1olo wat 91% at 18 months
_ -m: - . : 0
SAFETY AND TOLERABILITY ANC and Platelet ReCOvery in CRc Responders Media:lhtinze to C)R MRD negativity (local), 1.5 (0.5-12.2) 0.9 (0.5-2.8) 1.2 (0.5-12.2) — For KMT2A-r: After a median follow-up of 11.0 months, OS rate was 64% at 15 months
- - - - ot - Montns (range * 90% (44/49) of NPM1-m and 62% (31/50) of KMT2A-r patients were still on-stud
. . o L s . « During continuous ziftomenib treatment, median times to neutrophil (=1x109/L) Median time to CRc MRD neaativi 0 0 P y
. ) gativity (local),
Ziftomenib safety profile in combination with intensive chemotherapy was and platelet count (2100x10%/L) recovery were 28 days (IQR 26—35) and 28 days 15 (0.5-12.2) 0.9 (0.5-2.8) 11 (0.5-12.2) Figure 4. Overall Survival

consistent with that reported for 7+3 alone'’ months (range)

(IQR 25-33) in all patients, respectively.

aAmong evaluable responders tested for MRD per local assay (NGS, RT-qPCR, flow cytometry, or FISH [KMTZ2A-r only]). Data cutoff: Apr 10, 2026

1.0 1

* Nonew or unexpected AEs with long-term follow-up (Table 2) « Time to neutrophil and platelet recovery was comparable to that for intensive = ;Z o o - S= o—
Grade >3 AEs of Interest chemotherapy regimens'819 Table 4. Central Molecular MRD Negativity: NPM1-m AML £ . £ 4o
= -
e Differentiation syndrome (DS) CLINICAL ACTIVITY Central MRD0 Central MRD : : 0.7 4 ; 0.7 e
: : o/ . _ ] o n/N (%) (Threshold <0.1%) (Threshold <0.01%) S 6. S o5 N
— Four grade 3 investigator-assessed DS cases (4%; 1 NPM1-m, 3 KMT2A-r); Duration of Treatment and Clinical Outcomes ¢ o KMT2A-r
4 _ , | CRc MRD tivity rat tral)? 31/39 (79 22/39 (56 o %7 o %7
no grade . B o  For NPM1-m: After a median follow-up of 17.6 months, median duration of CR © negatlvity rate (central) (79) (59) S 044 S 044
- All !:)S eventg succe§sfully r_esolved with protocol-specified mitigation and 3 was not reached (80% duration of CR at 12 months) (Figure 3) Median time to MRD negativity g g
patients continued ziftomenib treatment . . . . T (2T ’ 2.2(0.7-2.6) 2.3 (0.8-3.1) - L
. QTc orolongation: — 10 NPM1-m patients received HSCT aqd 31 patients entered maintenance S %21  Median 0, months (95% CI) $ °21  Median OS, months (95% CI)
P 9 ' treatment (8 after on-study HSCT, 23 without on-study HSCT) Timing of central MRD negativity® a o014 NPM1-m: Not reached (NE-NE) o 014 KMT2A-r: Not reached (12.8-NE)
_ . . ) . 5
T3rl;e.e1 %,ag(,?/,ef |n\2/e;;c\|ﬂg7e_1;?4r ellssessec.jﬂQTc prtc)) Ior;gta t:joh cases de 4 « For KMTZ2A-r: After a median follow-up of 11.0 months, median duration of CR By Cycle 1 10/31 (32) 6/22 (27) . | | | | | . 0 ?ensore? - | | | | | | ° Icensme:j
(3%:; -m, -, hone zittomen .-re ated); .no gra. © _ was 12.0 months (95% CIl 6.0-NE) and follow-up continues (Figure 3) By Cycle 2 31/31 (100) 22/22 (100) 0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
- A” QTc events .SUCC.eSSfU"y resolved and aII patlgnts COhtlnueq ZlﬂOmenlb treatment — 32 KMT2A-r patients received HSCT and 22 patients entered maintenance aNPM1 MRD was performed among CRc responders by central next-generation sequencing (sensitivity of 0.0025%; protocol-defined threshold <0.01%); Patients at Risk Months Patients at Risk Months
aAll 3 patients were on other medications at time of QT assessment (posaconazole, ciprofloxacin, levofloxacin, hydroxyzine, metronidazole) bAmong CRc responders who achieved MRD negativity. Data cutoff: Apr 10, 2026 NPM1-m 49 48 46 46 45 37 21 8 0 KMT2A-r 50 47 38 33 23 13 3 1 0

treatment (21 after on-study HSCT, 1 without on-study HSCT)
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