ZIFTOMENIB COMBINED WITH INTENSIVE INDUCTION CHEMOTHERAPY (7+3)

AML-732

IN NEWLY DIAGNOSED NPM1-M OR KMT2A-R ACUTE MYELOID LEUKEMIA:
UPDATED PHASE 1A/B RESULTS FROM KOMET-007
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Background Results (continued)

 NPM1-m and KMTZ2A-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
NPM1-m or KMT2A-r AML (Figure 1)34
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As of March 21, 2025, 82 patients (49 NPM1-m;
33 KMT2A-r) were enrolled and treated (Table 1)

Any grade and grade =3 TEAEs are shown in
Table 2

Table 3. Clinical activity in response-evaluable?
1L patients (N=71)

Duration of Treatment (weeks)

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 were
observed with the combination

- Ziftomenib 600 mg QD did not delay

« 29 patients (35%) had grade =3 ziftomenib-related o
AEs, most commonly (=10%) febrile neutropenia NEMImESKMTZATE S patients
(15%), platelet count decreased (15%), anemia (n=44) __ (n=27) _ (N=71)
(11%), and neutrophil count decreased (11%) CRc 41(93) 24 (89) 65(92)
- 1 case of DS (KMT2A-r, grade 3), which was ORR 43 (98) 24 (89) 67 (94)

successfully managed
_ _ CR 37 (84) 20(74) 57 (80)
- 2 cases of investigator-assessed QTc
prolongation (both KMT2A-r, grade 3). CRh 1(2) 0 1(1)
Both patients were on other medications CRi 3(7) 4 (15) 7 (10)
(posaconazole and/or piperacillin/tazobactam)
at time of QT assessment lb=s 21 ! a5

« Clinical activity in response-evaluable patients is PR 0 0 0
shown in Table 3 NR 1(2) 2 (7) 3 (4)

* For NPM1-m patients, median duration of CR and NE 0 14y 1(1)
median OS were not reached; 2 patients received o
HSCT; 3 patients discontinued due to relapse CR N:R?'“egat""ty’ 24/34 (71) 14/16 (88) 38/50 (76)
(Figure 3A) n/N (%)

* For KMT2A-r patients, median duration of CR was g,':,c(y ;3 D-negativity, 26/38 (68) 15/18 (83) 41/56 (73)

25.6 weeks (95% CI 8.3—-NE), and median OS was
not reached; 6 patients received HSCT (1 went onto

ziftomenib maintenance); 1 patient discontinued due
to an AE (Figure 3B)

* Median time to neutrophil and platelet recovery was
comparable to that for intensive chemotherapy
regimens’>-16

- ANC 21.0x10%L: 32 days (range 20-88)
- Platelets (=100x10%/L): 29 days (range 20-63)

Time to CR MRD-
negativity, median (range),
wks

Time to CRc MRD-
negativity, median (range),
wks

4.7 (2-17) 4.4 (3-12) 4.5 (2-17)

4.7 (2-17) 4.1 (3-12) 4.3 (2-17)

aPatients with 21 response assessment or who had died. PPatient had no response
assessment and died before the data cut. “Among evaluable responders tested for
MRD per local assay (NGS, RT-gPCR, FISH, flow cytometry). Preliminary central
testing also shows concordance with local MRD-negativity rates.

neutrophil and platelet count recovery

1 case of grade 3 DS (KMTZ2A-r) which was
successfully managed

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

e CRcrate: 93% for NPM1-m and 89% for
KMT2A-r patients

- CRc MRD negativity rate: 68% for NPM1-m
at a median of 4.7 weeks, and 83% for
KMT2A-r at a median of 4.1 weeks

* 96% (47/49) of NPM1-m and 88% (29/33)
of KMT2A-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 this ziftomenib combination
in newly diagnosed NPM1-m and KMT2A-r
AML (KOMET-017)
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