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ZIFTOMENIB COMBINED WITH INTENSIVE INDUCTION (7+3) FOR NEWLY 
DIAGNOSED NPM1-M OR KMT2A-R ACUTE MYELOID LEUKEMIA (AML): 
LONG-TERM RESULTS FROM THE KOMET-007 TRIAL

BACKGROUND
• We present updated safety and clinical 

activity in all patients with newly 
diagnosed AML treated at the ziftomenib 
RP2D of 600 mg QD in combination with 
standard doses of 7+3 across phase 1a/b 
from the KOMET-007 study

AIM CONCLUSIONS
• NPM1 mutations and KMT2A 

rearrangements drive leukemogenesis
in approximately 35–40% of AML1,2 

• Ziftomenib, a potent, selective,
once-daily oral menin inhibitor, is approved 
by the FDA as monotherapy for adults with 
R/R NPM1-m AML (Figure 1), and has also 
shown clinically meaningful activity and 
tolerability in combination for newly 
diagnosed NPM1-m or KMT2A-r AML3-6 

• KOMET-007: Ongoing, multi-cohort, 
open-label, dose-escalation and expansion 
study of ziftomenib in combination with 
standard therapies in adults with newly 
diagnosed or R/R NPM1-m or KMT2A-r 
AML (NCT05735184)

Figure 1. Ziftomenib Mechanism of Action7–16

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)

Robust clinical activity with deep and durable responses in newly diagnosed NPM1-m and KMT2A-r AML
• CRc: 96% for NPM1-m, 90% for KMT2A-r

- CRc MRD negativity (local): 85% for NPM1-m, 82% for KMT2A-r 
• Median duration of CR: not reached for NPM1-m and 12.0 months for KMT2A-r
• Median OS was not reached: OS rates of 94% for NPM1-m and 71% for KMT2A-r at 12 months

In KOMET-007, ziftomenib 600 mg QD combined with 7+3 was well tolerated with a safety profile
consistent with previous reports
• 4 cases (4%) of grade 3 differentiation syndrome (1 NPM1-m, 3 KMT2A-r; no grade 4); all successfully resolved 

with protocol-specified mitigation and 3 continued on treatment
• Low rates of ziftomenib-related cytopenias and minimal additive myelosuppression observed with this combination

- Ziftomenib 600 mg QD did not delay neutrophil and platelet count recoveryMETHODS

• Ziftomenib dosing started on Cycle 1 Day 8 
and administered continuously thereafter;
cytarabine was administered on Cycle 1 
Days 1–7 and daunorubicin on Cycle 1 
Days 1–3; re-induction cycles allowed 
based on bone marrow biopsy results 
(Figure 2)

Study Design

Figure 2. KOMET-007 Study Design: Ziftomenib / 7+3 Combination
PHASE 1a: HIGH-RISKa AML

Dose Escalation
PHASE 1b: ALL IC-ELIGIBLE AML

Dose Expansion / RP2D Determination

Induction: Ziftomenib/7+3
Consolidation: Ziftomenib / HiDAC/IDACb or 

HSCT if clinically indicatedc

Maintenance: Ziftomenib monotherapyd

Dose level −1: 100 mg QD

Dose level 3: 600 mg QD

Dose level 2: 400 mg QD

Dose level 1: 200 mg QD

Ziftomenib / 7+3
Selected dose from Phase 1a

(600 mg QD)
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(600 mg QD)
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AEs
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CRe CRcf 
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Secondary

Selected RP2D

Induction: Ziftomenib / 7+3
Consolidation: Ziftomenib / HiDAC/IDACb or HSCT 

if clinically indicatedc

Maintenance: Ziftomenib monotherapyd

aHigh-risk defined as KMT2A-r AML, or NPM1-m AML with adverse-risk cytogenetics per ELN criteria, age ≥60 years, and/or treatment-related AML regardless of age; bHiDAC, IDAC, or liposomal 
daunorubicin/cytarabine were permitted; cFor HSCT, ziftomenib was held; dZiftomenib 600 mg monotherapy for up to 2 years; ePer ELN 2022 criteria; fCR, CRh, or CRi; gCRc or MLFS
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• 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 
7+3 (Table 1)

• Median follow-up was 17.6 months for NPM1-m and 11.0 months for KMT2A-r
• 90% (44/49) of NPM1-m and 62% (31/50) of KMT2A-r patients were still on study 

for this analysis

n (%)
NPM1-m 
(N=49)

KMT2A-r 
(N=50)

All Patients 
(N=99)

Median age, years (range) 60 (30–71) 43 (18–70) 53 (18–71)

Female 25 (51) 31 (62) 56 (57)
Race
White 36 (73) 32 (64) 68 (69)
Non-White 3 (6) 7 (14) 10 (10)
Unknowna 10 (20) 11 (22) 21 (21)

ECOG PS 0–1 44 (90) 48 (96) 92 (93)

Select co-mutations
FLT3b 7 (14) 7 (14) 14 (14)
IDH1/2 18 (37) 2 (4) 20 (20)

Therapy-related AML 2 (4) 10 (20) 12 (12)

Table 1. Baseline Characteristics

• Ziftomenib safety profile in combination with intensive chemotherapy was 
consistent with that reported for 7+3 alone17

• No new or unexpected AEs with long-term follow-up (Table 2)

SAFETY AND TOLERABILITY

Grade ≥3 AEs of Interest
• Differentiation syndrome (DS): 

– Four grade 3 investigator-assessed DS cases (4%; 1 NPM1-m, 3 KMT2A-r); 
no grade 4 

– All DS events successfully resolved with protocol-specified mitigation and 3 
patients continued ziftomenib treatment

• QTc prolongation:
– Three grade 3 investigator-assessed QTc prolongation casesa 

(3%; 1 NPM1-m, 2 KMT2A-r; none ziftomenib-related); no grade 4
– All QTc events successfully resolved and all patients continued ziftomenib treatment

n (%)
NPM1-m
(N=49)

KMT2A-r 
(N=50)

All Patients 
(N=99)

Ziftomenib-related 
(N=99)

Any Grade (≥40% 
in All Patients) 49 (100) 50 (100) 99 (100) 85 (86)

Febrile neutropenia 30 (61) 37 (74) 67 (68) 16 (16)
Diarrhea 33 (67) 33 (66) 66 (67) 22 (22)
Thrombocytopeniaa 33 (67) 30 (60) 63 (64) 23 (23)
Pruritus 28 (57) 26 (52) 54 (55) 36 (36)
Nausea 24 (49) 26 (52) 50 (51) 17 (17)
Hypokalemia 21 (43) 24 (48) 45 (45) 5 (5)
Stomatitis 18 (37) 25 (50) 43 (43) 5 (5)
Anemiab 22 (45) 20 (40) 42 (42) 16 (16)
Fatigue 20 (41) 20 (40) 40 (40) 13 (13)
Grade ≥3 (≥20% in 
All Patients) 46 (94) 49 (98) 95 (96) 52 (53)

Febrile neutropenia 29 (59) 33 (66) 62 (63) 13 (13)
Thrombocytopeniaa 31 (63) 28 (56) 59 (60) 21 (21)
Anemiab 20 (41) 17 (34) 37 (37) 15 (15)
Neutropeniac 16 (33) 15 (30) 31 (31) 13 (13)
Leukopeniad 12 (24) 16 (32) 28 (28) 9 (9)
aIncludes PTs platelet count decreased and thrombocytopenia; bIncludes PTs hemoglobin decreased, red blood cell count decreased and anemia; cIncludes 
PTs neutrophil count decreased and neutropenia; dIncludes white blood cell count deceased and leukopenia. Data cutoff: Apr 10, 2026 

Table 2. Treatment-Emergent Adverse Events

n (%)
NPM1-m
(N=49)

KMT2A-r
(N=50)

All Patients
(N=99)

CRc 47 (96) 45 (90) 92 (93)
ORR 48 (98) 46 (92) 94 (95)
CR 46 (94) 41 (82) 87 (88)
CRh 1 (2) 1 (2) 2 (2)
CRi 0 3 (6) 3 (3)
MLFS 1 (2) 1 (2) 2 (2)
PR 0 0 0

NR 1 (2) 3 (6) 4 (4)
NE 0 1 (2) 1 (1)

CR MRD negativity (local), n/m (%)a 39/46 (85) 30/35 (86) 69/81 (85)

CRc MRD negativity (local), n/m (%)a 40/47 (85) 32/39 (82) 72/86 (84)

Median time to CR MRD negativity (local), 
months (range)

1.5 (0.5–12.2) 0.9 (0.5–2.8) 1.2 (0.5–12.2)

Median time to CRc MRD negativity (local), 
months (range)

1.5 (0.5–12.2) 0.9 (0.5–2.8) 1.1 (0.5–12.2)

• CRc rates were 96% for NPM1-m and 90% for KMT2A-r, with 85% and 82% 
achieving local MRD negativity, respectively (Table 3)

• Among CRc responders, central marrow NPM1 MRD negativitya was 79% (<0.1% 
threshold) and 56% (<0.01% threshold). All patients (100%) achieved central MRD 
negativity by Cycle 2 (Table 4)

CLINICAL ACTIVITY

ANC and Platelet Recovery in CRc Responders
• During continuous ziftomenib treatment, median times to neutrophil (≥1×109/L) 

and platelet count (≥100×109/L) recovery were 28 days (IQR 26–35) and 28 days 
(IQR 25–33) in all patients, respectively.

• Time to neutrophil and platelet recovery was comparable to that for intensive 
chemotherapy regimens18,19

aNPM1 MRD was performed among CRc responders by central next-generation sequencing (sensitivity of 0.0025%; protocol-defined threshold <0.01%); 
bAmong CRc responders who achieved MRD negativity. Data cutoff: Apr 10, 2026 

n/N (%)
Central MRD

(Threshold <0.1%)
Central MRD

(Threshold <0.01%)

CRc MRD negativity rate (central)a 31/39 (79) 22/39 (56)

Median time to MRD negativity, 
months (range) 2.2 (0.7–2.6) 2.3 (0.8–3.1)

Timing of central MRD negativityb

By Cycle 1
By Cycle 2

10/31 (32)
31/31 (100)

6/22 (27)
22/22 (100)

Table 4. Central Molecular MRD Negativity: NPM1-m AML

aAll 3 patients were on other medications at time of QT assessment (posaconazole, ciprofloxacin, levofloxacin, hydroxyzine, metronidazole)

aAmong evaluable responders tested for MRD per local assay (NGS, RT-qPCR, flow cytometry, or FISH [KMT2A-r only]). Data cutoff: Apr 10, 2026 

Table 3. Clinical Activity of Ziftomenib with 7+3

Duration of Treatment and Clinical Outcomes
• For NPM1-m: After a median follow-up of 17.6 months, median duration of CR 

was not reached (80% duration of CR at 12 months) (Figure 3)
– 10 NPM1-m patients received HSCT and 31 patients entered maintenance 

treatment (8 after on-study HSCT, 23 without on-study HSCT)
• For KMT2A-r: After a median follow-up of 11.0 months, median duration of CR 

was 12.0 months (95% CI 6.0–NE) and follow-up continues (Figure 3)
– 32 KMT2A-r patients received HSCT and 22 patients entered maintenance 

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

Figure 4. Overall Survival

• Median OS was not reached for either NPM1-m or KMT2A-r (Figure 4)
– For NPM1-m: After a median follow-up of 17.6 months, OS rate was 91% at 18 months
– For KMT2A-r: After a median follow-up of 11.0 months, OS rate was 64% at 15 months

• 90% (44/49) of NPM1-m and 62% (31/50) of KMT2A-r patients were still on-study

Overall Survival
aIncludes unknown and not reported categories; bFLT3-ITD allelic ratio <0.05 (4 NPM1-m) or considered ineligible for FLT3 inhibitor (3 NPM1-m, 7 KMT2A-r). 
Data cutoff: Apr 10, 2026 

aNPM1 MRD was performed among CRc responders by central next-generation sequencing (sensitivity of 0.0025%; protocol-defined threshold <0.01%)

AML-1217

CLINICAL ACTIVITY Figure 3. Duration of Treatment and Clinical Outcomes
NPM1-m KMT2A-r
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