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(RPQD) in combination with AML-directed therapies Participants received increasing doses of bleximenib (15-100 mg BID) in combination with VEN
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or NPM1m AML dlsavuconazole was the primary antifungal of choice when indicated, with no

vitro studies®® imenib +
bleximenib + VEN Cohort A3: - PK requirement for bleximenib dose modification

® ® In previously reported phase 1 studies, bleximenib  Median follow-up: 12.98 months Bleximenib + "WEN dosing was guided by the label, with ramp-up followed by a plateau dose of 400 mg
I t O r t e r a t I O n S as monotherapy and in combination demonstrated (range, 0.95-13.86) VEN+AZA daily in 28-day cycles.
. . . . ’ °VEN dose was ramped-up from 100 mg on Day 1to 200 mg on Day 2 and 400 mg
clinical benefits with no corrected QT interval (QTc) on Day 3

safety signals in relapsed/refractory (R/R) KMT2Ar aExclusion criteria included use of strong CYP3A4 inhibitors. 4Bleximenib was started on Day 4+ after VEN ramp-up.
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The all-oral combination of the bleximenib + VEN doublet DNMT3A : 'Tw;?:c(y g;w) Prior VEN (n=6) VEN-naive (n=7)

demonstrated a tolerable safety profile, with preliminary clinical FLTS : NPMim (n=10) Data cutoff: October 2025.

aParticipant proceeded to ASCT 3 months after bleximenib discontinuation and achieved

aCtiVity in R/R KMT2Ar or NPMim AML ITD : Responders in LZZITT population a cCR prior to ASCT.

: : b f 13 participants (30.8%) proceeded to ASCT.
TKD : T fi d d 22 (19-56 Four of 13 p P
ime to first response, median (range), days ( ) °Other: refractory disease (n=2) and physician decision (n=1).

Results s - * The median relative dose intensity of bleximenib was 100% in the first 2 cycles,
Table 3: Dose-limiting toxicities (DL Ts) and grade 5 TEAEs supporting the tolerability and activity of the combination (Table 4)

Figure 4: Duration of treatment in the ITT efficacy population
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Duration of Treatment, months

Data support the phase 3 evaluation of bleximenib in participants Data cutoff October 2095, Data cutof: Octaber 205,

with KMT2Ar or NPM1m AML who are |ne||g|b|e for IC ITT population comprised participants with KMT2Ar or NPM1m R/R AML who received bleximenib
50 mg BID or 100 mg BID in combination with VEN, including those who discontinued prior to the

first disease evaluation; 2 participants were excluded from efficacy analysis (bleximenib 15 mg BID
Safety and prior menin inhibitor in 1 participant each). Figure 5: Case study?

L
C on CI USIONS * No differentiation syndrome events were observed; 1 treatment-emergent
: : : : adverse event (TEAE) of unrelated grade 2 QTc prolongation was reported with
In this phase 1b trial, bleximenib + VEN had a tolerable safety profile, no bleximenib dose modification required

with no DS or discontinuations due to TEAEs observed

Responses were observed in most participants, including those with prior VEN
exposure, although interpretation of these data is limited by the small sample size Screening . Cyclel . Cycle2 . Cycle3 . Cycle4  Cycled  Cycle6
(Figure 3)

Table 2: TEAEs occurring in 220% of participants, regardless of Exposure and cycle duration

. _ . . . . . relatedness
Bleximenib in combination with VEN demonstrated preliminary Table 4: Bleximenib and VEN exposures and cycle duration

clinical activity in participants with R/R AML harboring KMT2A S [ AL Safety population

. . . . % N=15
or NPMT1 alterations, especially in those naive to VEN treatment TEAE, n (%) N=15

Any grade Grade 23 ) ) ) ) ) )
Relative bleximenib dose intensity, median (range), % —&

Participants who had 21 TEAE 15 (100.0) 15 (100.0) 56 84
- Cycle 1(n=15) 100.0 (76.0-100.0) Days
Hematologic TEAEs

i Cycle 2 (n=12) 100.0 (500—1000) Response SD CRi CR ASCT
Thrombocytopenia

Blood count
BM blast percentage

CYCle 3 (n=9) 78.3 (292_1000) —@—— PB blasts (10°/L) —@— Hemoglobin (g/L) —@—— Neutrophils (10"/L)
Duration of VEN treatment, median (range), days —@— Platelets (10°/L) —@— BM blasts (%)

Cycle 1 (n=15) 28.0 (22.0-28.0)

Cycle 2 (n=12) 230 (5.0—28.0) “This participant was alive as of October 3, 2025
N Cycle duration, median (range), days 36-year-old female

QR codes are intended to provide scientific information for individual reference, and the information should not be altered or reproduced in any way. auSea : Cycle 1 (n=12) 350 (27_71) KMT2Ar AML with mutated FLT3

Asthenia :
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