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Key Takeaway
No cardiac safety signal was identified across 334 pts 
enrolled in two Phase 1 trials exploring bleximenib as 
monotherapy or in combination with AML-directed therapies

Conclusions
Administration of bleximenib as monotherapy or in 
combination with AML-directed therapies did not 
prolong QTc, and no cardiac safety signal was identified, 
highlighting that this is not a class effect of menin inhibitors

Lack of QTc prolongation with bleximenib allows for 
combination with anti-leukemic therapies and the use of 
critical supportive care medications

Bleximenib is being further explored in late-stage clinical 
studies in R/R and ND KMT2Ar and NPM1m AML

Figure 1: Study designs of ALE1001 (cAMeLot-1) and ALE1002 
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cAMeLot-1 bleximenib monotherapy
Adults with R/R KMT2A, NPM1, NUP98/214

altered acute leukemia

ALE1002 bleximenib in combination with AML-directed therapies
Adults with R/R or ND KMT2A, NPM1, or NUP98/214 altered AML with KMT2A, 

NPM1, or NUP98/214 gene alterations

RP2D Treatment Dose:
Bleximenib 100 mg BID orally
AML with KMT2Ar and NPM1m
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We report cardiac safety analyses from two Phase 1 trials exploring 
bleximenib as monotherapy (ALE1001; cAMeLot-1 [NCT04811560]) 
or in combination with AML-directed therapies (ALE1002  
[NCT05453903]) 

No evidence of QTc interval 
prolongation with the menin 
inhibitor bleximenib when 
given as monotherapy or in 
combination with  
AML-directed therapies for 
KMT2A or NPM1 altered AML
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Background
• QTc prolongation is a known risk for fatal cardiac arrythmias.1 It has

emerged as a safety signal with currently approved menin inhibitors
(all-grade: 12%–36%; high-grade: 8–17%), and is included as a warning in
US Prescribing Information2,3

• QTc prolongation may limit dose intensity of currently approved menin
inhibitor therapy and complicate management of AML by preventing
combination with AML-directed therapies and use of critical supportive
care medicines

• Menin inhibitors may not all have the same cardiac safety profile. There remains a
need for novel, tolerable, and combinable menin inhibitors

• Bleximenib is being explored in late-stage Phase 2 and Phase 3 clinical
studies in pts with R/R or ND KMT2Ar or NPM1m AML eligible or ineligible for
intensive chemotherapy

Results
Exposure-response analysis
• 139 pts enrolled in cAMeLot-1 had central ECG data analyzed
• cAMeLot-1 exposure-response analysis indicated no clinically relevant effect

of bleximenib on cardiac repolarization following bleximenib monotherapy at
all doses explored (Figure 2)
– Bleximenib had no clinically significant impact on heart rate
– No time delay between bleximenib plasma concentrations and ΔQTcP

was observed
• Similar findings were identified in ALE1002, with no concentration‑dependent

effects on QTc prolongation

Table 1: Maximum Grade of QTc prolongation TEAEs in the 
safety population

Figure 3: ∆QTcF interval across bleximenib dose groups 
and time-points

Figure 2: Exposure-response analysis

TEAE, n (%)
cAMeLot-1 Phase 1 

Monotherapy study 
(N=141)

ALE1002 
Combination study 

(N=193)

Grade 1/2 TEAEs of QTc prolongation 0 (0) 8 (4.1)
Grade 3 TEAEs of QTc prolongation 1 (0.7) 1 (0.5)

QT interval measurements over time
• There was no trend in QTcF prolongation observed across cAMeLot-1 in central

ECG data from the all-treated population (Figure 3; top panel [n=139])
• No QTc prolongation was seen with bleximenib up to the highest dose explored,

which resulted in 2-fold higher exposure vs RP2D
• Time‑matched observed ΔQTcP values show no apparent

concentration‑dependent QTc prolongation across the range of bleximenib
plasma concentrations (Figure 2)

• Observations from the combination therapy study ALE1002 were similar and
indicated no dose‑dependent effects on QTc prolongation (Figure 3; bottom panel)

Treatment-emergent adverse events
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The solid green line and shaded area represent the model-predicted mean ΔQTc and corresponding 90% CI, based on the intercept and 
the concentration-effect slope from the model fit. Red dashed lines indicate the ΔQTc threshold of a 20-msec change. Blue boxes and 
vertical bars represent the observed arithmetic means and corresponding 90% CI for the model adjusted ΔQTc within each bleximenib 
concentration range. Observations were adjusted by removing the effect of centralized baseline for each participant.

Bleximenib was received at dose levels 50–100 mg QD, or 15–150 mg BID, with various step-up dosing, as a monotherapy and at 15–150 mg BID in combination with VEN/AZA, and 30–100 mg BID in combination with ‘7+3’

Data cut off: May 2026

• Across both studies, Grade 3 QTc prolongation was reported in one pt (0.7%) in
cAMeLot-1 and one pt (0.5%) in ALE1002 (Table 1)
– In cAMeLot-1, the only G3 QT prolongation event was observed at a

non‑RP2D dose level (100 mg QD without step-up dosing) as a DLT.
This event occurred in a pt with clinically relevant baseline ongoing
cardiovascular comorbidities and in the setting of rapid clinical progression.
Bleximenib was discontinued; the event resolved in 7 days

– In ALE1002, one G3 QT prolongation event occurred at bleximenib 50 mg
BID in combination with VEN + AZA on study D15, resolving within 2 days;
confounded by QT-prolonging medications. The patient developed G3
DS on D17, discontinued bleximenib, and died on D18. Two additional QTc
prolongation events were identified by central ECG review, meeting G3 CTCAE
criteria based on >60 ms from baseline without an absolute QTcF >500 ms.
Both events occurred in the context of electrolyte imbalances (including
hypokalemia) with concomitant QTc-prolongation medications . All events
resolved following electrolyte correction

• No dose modifications due to QTc prolongation occurred in either study in the
BID dosing cohorts, including at the RP2D dose level

• No deaths or treatment discontinuations due to QTc prolongation occurred in
either study

Methods
• Pts received oral bleximenib continuously on 28-day cycles, either as

monotherapy or in combination with AML-directed therapies (Figure 1)
• As of May 2026, the safety population included 334 pts (141 pts in cAMeLot-1

and 193 pts in ALE1002)
• Cardiac safety monitoring included collection of 12-lead triplicate ECGs

with central cardiology review at baseline and during treatment, including
serial ECGs on C1D1 and C2D1 (pre-dose to 8 hrs post-dose) and weekly
ECGs during the first cycle of therapy

• AEs were evaluated according to CTCAE v5.0. QTc prolongation
was defined as Grade 1 if QTc 450–480 ms, Grade 2 if 480–500 ms,
and Grade 3 if >500 ms or >60 ms increase from baseline

• Coupled with intensive PK sampling and central ECGs, an exposure-response
analysis using ΔQTcP as the dependent variable, and time-matched
concentration of bleximenib as the explanatory variable, was performed in
pts with central ECG data available

• In both studies, pts were excluded from enrollment based on QTcF
≥450 ms for males or ≥470 ms for females, or with family history of long
QT syndrome

ALE1002 combination study: Data across doses and time points

cAMeLot-1 monotherapy study: Combined dose data across time points*

*Cycle 1a was limited to a subset of pts in a single dose escalation cohort exploring an alternative step-up dosing regimen.
Data cut off: May 2026

M
ea

n 
(+

/- 
SE

) C
ha

ng
e 

in
 Q

Tc
F 

In
te

rv
al

 (m
se

c)
M

ea
n 

(+
/- 

SE
) C

ha
ng

e 
in

 Q
Tc

F 
In

te
rv

al
 (m

se
c)

This
 m

ate
ria

l is
dis

trib
ute

d f
or 

sc
ien

tifi
c p

urp
os

es
 by

 Jo
hn

so
n &

Jo
hn

so
n I

nn
ov

ati
ve

 M
ed

ici
ne

 an
d i

s no
t fo

r p
rom

oti
on

al 
us

e.




