Cardiac safety profile of bleximenib: Insights from EHA 2026

Cardiac safety analyses of cAMeLot-1 and ALE1002 trial data: treatment-emergent QTc

prolongation; exposure-response analyses; difference in QTcF across time points.

TRIAL DESIGNS

Phase I/l cAMeLot-1 (NCT04811560)

Eligibility: Adults with R/R KMT2Ar, NPM1m, or NUP98/214r acute leukemia.
Six 28-day cycles

Phase | step-up dosing

RP2D -1 Optimal RP2D +1
Dose Dose dose level dose/RP2D dose level
level 1 level 2 45 mg 50-100 mg 50-150 mg
BID BID BID

Phase I/Il ALE1002 (NCT05453903) (N =193

Eligibility: Adults with R/R or ND KMT2Ar, NPM1m, or NUP98/214r AML.

@ C1 VARV TG T L R EUET I Six 28-day cycles

R/R AML (15-150 mg BID) ND AML (30-100 mg BID)
Cohort Al: Cohort B1:

& Bleximenib+ B Ven & Bleximenib+ B Ven+ & Aza
Cohort A2: Cohort C1:

& Bleximenib+ & Aza & Bleximenib + (w 7+3
Cohort A3:

& Bleximenib+ B Ven+ & Aza

Phase | step-up dosing

15 mg 30 mg 50 mg 80 mg 100 mg 150 mg
BID BID BID BID BID BID
R/R only R/Ronly R/R only

Exclusion criteria for both trials included: QTcF =450 ms for males; QTcF =470 ms for females;
or family history of long QT syndrome.

cAMelLot-1 [l ALE1002 CARDIAC SAFETY Data cut-off: May 2026.
Patients with treatment-emergent QTc prolongation
Grade 1/2 J Grade 3 |
0.0 treatment-emergent 4.1 0.7 treatment-emergent 0.5
% \ % % \ %
QTc prolongation QTc prolongation
cAMelLot-1 ALE1002
Grade 3 QTc prolongation
One patient | One event One patient | Three events
Non-RP2D bleximenib dose Non-RP2D bleximenib dose
(100 mg QD without step-up) (50 mg BID + Ven + Aza)
Ongoing cardiovascular comorbidities Concomitant QTc-prolonging therapies
Exposure-response analyses™
No clinically relevant effect of bleximenib No concentration-dependent effects
on cardiac repolarization or heart rate of bleximenib on QTc prolongation
Difference in QTcF across time points”*
No trend in QTcF prolongation observed No dose-dependent effects of
No QTc prolongation with bleximenib bleximenib on QTc prolongation

*139 patients in cAMeLot-1 had central ECG data analyzed.

Bleximenib, as monotherapy or in combination with AML-directed therapies,

did not prolong QTc in patients with ND or R/R NPM1m, KMT2Ar, or
NUP98/214r acute leukemias, and no cardiac safety signal was identified.

T+3, cytarabine + daunorubicin or idarubicin; AE, adverse event; AML, acute myeloid leukemia; Aza, azacitidine; BID, twice daily;
ECG, electrocardiogram; EHA, European Hematology Association; m, mutated; ND, newly diagnosed; QD, once daily;

QTc, corrected QT interval; QTcF, QT interval corrected using Fridericia’s formula; r, rearranged; RP2D, recommended phase Il dose;
R/R, relapsed/refractory; Ven, venetoclax.
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