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Menin inhibitors: timeline

Issa GC et al, Leukemia 2021



Growth arrest and differentiation
Modified from Issa GC et al, Leukemia 2021

MLL
chromosomal
translocation

NPM1+

Menin is an essential oncogenic cofactor for leukemogenesis driven by NPM1 
mut or r-KMT2A



• For which patients today?

• How many menin inhibitors do we have today?

• What about safety with menin inhibitors as single agents?

• Which results can we achieve with menin inhibitors?

  -R/R single agents

• What about resistance?

• How can we overcome these mechanisms?

• For which patients, tomorrow?

Agenda



Dohner H et al., Blood 2017

Background (I)



Dohner H et al., Blood 2022 Issa GC  et al., Blood Adv 2023

R/R NPM1-mut OVERALL SURVIVAL

Background (II)



r-KMT2A ALL outcome

Paietta E et al, Blood 2021

OVERALL SURVIVAL
OVERALL SURVIVAL

r-KMT2A AML outcome

Issa G C et al, Blood Cancer Jour 2021
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www.clinicaltrials.gov

r-KMT2A

Menin inhibitors in clinical development

NPM1 mut FDA 
approved in 2025



Revumenib Ziftomenib Bleximenib Enzomenib

Structure*

Tertiary amine bond Tertiary amine bond Tertiary amine bond Amide bond

• Each menin inhibitor has a different chemical structure 

and different physiochemical properties such as polar 

surface area, lipophilicity, and basicity that may impact 

safety and efficacy1,2

Chemical Property* Polar Surface Area1,2,3 Lipophilicity1,2 Basicity1,2

Target Value PSA > 75 ClogP <3.0 Pka <7.4

Enzomenib 89.8 2.9 6.68

Revumenib 106.9 3.13 9.27

Bleximenib 85.6 3.63 9.48

Ziftomenib 119.7 5.88 8.85
*Numeric values derived from 

ChemDraw based on NIH CID
Hughes, J., et. Al (2008) Biorg Med. Chem. Lett., 18, 17, 4872-48Yukawa T., Naven R. (2020) ACS Med. Chem.Lett., 11, 203-209

*National Center for Biotechnology Information (2024). PubChem Compound Summary for CID 132212657, 138497449, 156498110, 146430058 

Daver N et al, ASH 2025

Menin inhibitors are not the same with differencies in chemical 
structure and physiochemical properties
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Safety profile 



Differentiation Syndrome

Issa GC et al, Nature 2023



Wang E, ASH 2025

How to manage Differentiation Syndrome



Safety profile 
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Menin inhibitors in R/R setting (single agents)



Response Category*

NPM1m

200 mg BID
(n = 10)

300 mg BID
(n = 7)

400 mg BID
(n = 8)

Overall Response rate
(CR/CRh/CRi/MLFS)

60% (6/10) 57.1% (4/7) 37.5% (3/8)

Composite CR rate
(CR/CRh/CRi)

50% (5/10) 42.9% (3/7) 37.5% (3/8)

CR/CRh rate 50% (5/10) 42.9% (3/7) 37.5% (3/8)

* Pts who achieved CRh and CRi

or MLFS were counted as CRh

KMT2Ar AL (n = 39)
• Optimal RP2D as monotherapy is 300 mg po bid (n=15)
• At RP2D

• Overall Response rate (CR/CRh/CRi/MLFS) 73.3%
• Composite CR rate (CR/CRh/CRi) 60%
• CR + CRh rate 40%

NPM1m AML (n = 25)
• Dose optimization is ongoing at 200, 300 and 400 mg po bid and initial activity is similar across dose levels

Study ongoing, data cutoff 04 OCT 2025

Daver N et al, ASH 2025       

Enzomenib response rates
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Perner F et al, Nature 2023

MEN1 mutations generate structural perturbations that impact small-molecule 
binding

Loss of hydrogen bond interactions 
between revumenib in the 
M327I mutant and the menin 
protein 

 

• Binding affinities of all compounds reduced by I/V mutations at M327
• T349M reduces binding for most chemotypes
• G331R change has variable effects across chemotypes

Perner F et al, AACR2023



Other resistance mechanisms



• For which patients today?

• How many menin inhibitors do we have today?

• What about safety with menin inhibitors as single agents?

• Which results can we achieve with menin inhibitors?

  -R/R single agents

• What about resistance?

• How can we overcome these mechanisms?

• For which patients, tomorrow?

Agenda



Rausch J et al, Haematologica 2023

Preclinical data support menin inhibitors combinations in r-KMT2A leukemia

Chul Kwon M et al, ASH 2023

Ziftomenib JNJ-75276617



Menin inhibitors partners 



Menin inhibitors in triplets for R/R AML patients



Let’s move Menin inhibitors to the first line



Menin inhibitors in triplets for ND unfit AML patients



Zeidner J et al, JCO 2025

SCT 23%

Acacitidine+Venetoclax+Revumenib: Survival



Menin inhibitors in clinical development in 1L AML fit patients

Revumenib Ziftomenib Bleximenib

Trial
Ph 3 REVEAL-ND 

NPM1
NCT07211958

Ph 2 RAVEN ISS
(planned in H2’26)

Ph 3 KOMET-017
NCT07007312

Ph 3 HOVON-181
NCT07223814

Mutation mNPM1 KMT2Ar
mNPM1, KMT2Ar 

(one arm)
mNPM1, KMT2Ar  

(one arm)

Regimen REV + ‘7+3’ REV + VEN/AZA ZIF + ‘7+3’ BLE + ‘7+3’

Enrolment 468 n/a 1300 875

www.clinicaltrials.gov
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Targeting menin-dependent transcription

Spencer DH et al, Leukemia 2015



Targeting menin-dependent transcription

Issa GC et al, Leukemia 2021; Wang E et al, Blood 2020; Barajas JM et al, Blood 2024



Menin inhibitors: take home messages (I)

• At least 4 agents in development, 2 FDA approved (Revumenib, Ziftomenib)

• Clinical activity as single agent in R/R AML with NPM1mut and r-KMT2A:

✓ 30-60% ORR

✓ Duration of response: 5-7 months

✓ Overall survival: 6-8 months 

• On target drug effect: Differentiation syndrome 

• Are there differencies between agents? Yes, due to:

✓ Drug: Half-lives, tissue penetration, azole interactions, QTc prolongation



• Triplets are promising

• Reduced DS compared to monotherapy

• R/R: 60-80% ORR

• ND: 80-90% ORR

• Phase 3 randomized trials ongoing (Ava-Ven/3+7)

• Combination with other targeted agents?

• Efficacy in other leukemia subtypes?

• Sequential menin inhibitors treatment? Role of MRD? 

Menin inhibitors: take home messages (II)
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Thank you!
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