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Table 2. Most frequent grade 2 3
adverse events.

0

Results (continued)

Table 1. Baseline characteristics.
Patients (n=7)

Menin inhibitors disrupt the interaction between menin and KMT2A,
Ieadlng to downregulation of HOXA/MEIS1 target genes and subsequent
differentiation of leukemic blasts

Characteristic

Grade 2 3 AEs n (%), (n=7)

« Revumenib is a menin inhibitor approved for the treatment of R/R acute Age, median (range), y o7 (40-71) Febrile neutropenia 4 (57.1%) No response » Median duration of treatment: 111 days
. . . 29%
leukemias with KMT2A translocation and NPM1-mutated (NPM1m) AML Male, n (%) 3 (42.9%) (range: 72-262) |
based on the AUGMENT-101 study’?2 - = 5 (98,6 « 1 patient (14.3%) on active treatment
Prior lines of therapy, 1(1-5) ysphea (28.6%) 1 patient (14.3%) proceeded to allo-SCT

» Gilteritinib is a FLT3 inhibitor approved for the treatment of R/R AML median (range) « 3(42.9%) alive

based on the ADMIRAL trial3 Prior allogeneic stem cell 2 (28.6%) Hypotension 2 (28.6%)

| | | ; | transplant, n (%) =0

« NPM1 mutations are present in approximately 30% of AML of which ITD: 5 (71.4%), TKD: 2 QTCF prolongation 2 (28.6%)

FLT3 mutation type, n (%)

approximately half will have a concurrent FLT3 mutation® (28.6%)

NPM1m: 5 (71.4%),
KMT2A-PTD: 1 (14.3%),

_ L Figure 2. Response rates of enrolled patients.
Genomic abnormality with

* Preclinical models have shown synergy of menin and FLT3 inhibition®
HOXA/MEIS1

Other AEs of special interest:

« Thus, there has been significant interest in co-targeting FLT3 and menin overexpression, n (%) NUPI8r 1 (14.3%) » Ditterentiation syndrome: 1 (14.3%), Conclusions
with concurrent FLT3 mutations and genomic abnormalities leading to . L 3 (42.9%) grade 2 in setting of multifactorial
HOXA/MEIS1 overexpression Prior menin inhibitor, n (%) (2 of 3 with prior revumenib) shock L
P « REV + GILT combination appears well tolerated, demonstrated early

2 (28.6%) * No arrhythmias seen

Prior FLT3 inhibitor, n (%) 10 mricr gitontinib)

signs of efficacy, and supports continued evaluation

* QTc prolongation identified as DLT in presence of strong CYP3A4

Table 3. Dose limiting toxicities (DLTs) seen at treated dose levels to date. inhibitors

Patients Treated, n (%) Event(s)

 Phase 1, multi-center, dose-escalation study of concurrent REV + GILT

* One patient successfully re-escalated after discontinuing posaconazole

* |nclusion: _adults with R/R AML with FLTB mutationg and KM_T?A | 3 (42.9%) without recurrent QTc prolongation
translocation, NPM1m, or other genomic abnormality sensitivity to menin 0O 1 saf P . £ with k tocts of REV and GILT
iInhibition. Strong CYP3A4 inhibitor for antifungal prophylaxis was required 1 4 (57.1%) 2 Grade 3 QTc prolongation, both able to resume at verall salety proiiie consisient with known effects o an
for 224 hours prior to initiation. dose reduction. One patient able to re-escalate « DLO expansion ongoing following two DLTs at DL1. Further dose
_ _ _ _ _ dose after posaconazole discontinuation. Thos ' ' '
» Exclusion: active CNS involvement, isolated extramedullary disease or optimization required to establish recommended phase 2 dose.
baseline QTcF > 450ms oL o o * Planned cohort without concurrent azoles to refine dosing strategy
« Bayesian optimal interval design guided dose-escalation
Up to 30 participants with R/R AML SMBx at screening DL O . <> .
Enroll the next 3 participants at dose level dictated Enroll 3 participlants per cohort Refe re n C e s
by toxicity analysis for the previous cohort — starting at dose level 0 DL 0 . <>.
Dose level | Revumenid (me). BID£28 days | Gilteritinib (mg), daily x 28 days E 1.Issa GC, Aldoss |, Thirman MJ, et al. Menin Inhibition With Revumenib for KMT2A-Rearranged Relapsed or Refractory Acute
1 50 40 o DL 1 O Leukemia (AUGMENT-101). J Clin Oncol. 2025;43(1):75-84. doi:10.1200/JC0O.24.00826
. - o © 2. Arellano ML, Thirman MJ, DiPersio JF, et al. Menin inhibition with revumenib for NPM1-mutated relapsed or refractory acute
2 163 120 o 0 Follow-up myeloid leukemia: the AUGMENT-101 study. Blood. 2025;146(9):1065-1077. doi:10.1182/blood.2025028357
l DL 1 o <* ® CR 3. Gilteritinib or Chemotherapy for Relapsed or Refractory FLT3-Mutated AML | New England Journal of Medicine. Accessed
DLT observation period is up to 28 days from end of cycle 1 Stop treatment if progressive disease A CRp October 30, 2025. httpS//WWWﬂGjmOFg/dOl/fU||/101056/NEJ Moa1902688
_' or unacceptable toxicity B MLFS 4.Yao Y, Zhou Y, Zhuo N, et al. Co-mutation landscape and its prognostic impact on newly diagnosed adult patients with NPM1-
l DL 1 . mutated de novo acute myeloid leukemia. Blood Cancer J. 2024;14(1):118. doi:10.1038/s41408-024-01103-w
CR, CRh, CRp, CRi/MLFS or clinical benefit PD 5. Dzama MM, Steiner M, Rausch J, et al. Synergistic targeting of FLT3 mutations in AML via combined menin-MLL and FLT3
(Response Assessment: Cycle 1 Day 22, +/- 7 days)? W Allo-SCT inhibition. Blood. 2020;136(21):2442-2456. doi:10.1182/blood.2020005037
DL 1 [ ] > Off Tx
Yes: Continue Cycle 2 at No: Follow-up up to 24 monthsv . Deat h A k I d t
assigned dose following end of treatment
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l

Treatment to continue with cycle 3+ at discretion

of investigator if participant has experienced CR,

|

Stop treatment if progressive

CRh, CRp, CRi, MLFS, or clinical benefit.
BMBx every 4 cycles for disease assessment

disease or unacceptable toxicity

Months

Figure 1. Swimmer plot with enrolled patients.

Syndax Pharmaceuticals, Inc.: Study funder, Revumenib supplier
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