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This educational activity contains discussion of 
non-FDA-approved uses of agents and regimens. Please 
refer to official prescribing information for each product 
for approved indications. 



We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.



Clinicians in the Audience, Please Complete 
the Pre- and Postmeeting Surveys

Quick Survey Quick Poll
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Year in Review: 
Menin Inhibitors in Acute Myeloid Leukemia

INTRODUCTION: Overview τ Biopharmacologic Considerations
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Thank you for joining us!

Please take a moment to complete the 
survey currently up on Zoom. 

Your feedback is very important to us.

Information on how to obtain CME and ABIM MOC 
credit will be provided in the Zoom chat room. 

Attendees will also receive an email in 
1 to 3 business days with these instructions.
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Key Datasets
Eunice S Wang, MD

Å Navarro-Vicente I et al. Real world outcomes in a series of 417 adult patients with KMT2A (MLL) gene 
rearranged acute myeloid leukemia. EHA 2025;Abstract S147.

Å Huether R et al. Detection of KMT2A partial tandem duplication (PTD) in AML by whole genome sequencing 
(WGS): Addressing limitations of traditional techniques in the era of revumenib approval. ASCO 2025;Abstract 
6532.

ÅWang E at al. Ziftomenib in relapsed or refractory NPM1-mutated AML. J Clin Oncol 2025;43(31):3381-90.

Å Aldoss I et al. Updated results and longer follow-up from the AUGMENT-101 phase 2 study of revumenib in 
patients with relapsed or refractory (R/R) KMT2Ar acute leukemia. EHA 2025;Abstract PS1473.

Å Arellano ML et al. Patients with relapsed or refractory R/R) nucleophosmin 1-mutated (NPM1m) acute 
myeloid leukemia (AML): Updated results from the phase 2 AUGMENT-101 study. EHA 2025;Abstract PS1467.

Å Issa G et al. Revumenib activity in patients with acute leukemia with NUP98r: Results from the AUGMENT-101 
phase 1 study. EHA 2025;Abstract PS1501.

Å Daver N et al. Monotherapy update from phase 1 portion in phase1/2 trial of the menin-MLL inhibitor 
enzomenib (DSP-5336) in patients with relapsed or refractory acute leukemia. ASH 2025;Abstract 763. 

Å Shukla N et al. Detection of MEN1 resistance mutations in cell-free DNA from acute leukemia patients treated 
with menin inhibitors. ASH 2025;Abstract 938.



Key Datasets

Amir Fathi, MD

Å Issa G et al. Ziftomenib in combination with venetoclax and azacitidine in relapsed/refractory NPM1-m or 
KMT2A-r acute myeloid leukemia: Updated phase 1a/b safety and clinical activity results from KOMET-007. 
ASH 2025;Abstract 764.

Å Roboz G et al. Ziftomenib in combination with venetoclax and azacitidine in newly diagnosed NPM1-m acute 
myeloid leukemia: Phase 1b results from KOMET-007. ASH 2025;Abstract 766.

Å Erba H et al. Ziftomenib combined with intensive induction chemotherapy (7+3) in newly diagnosed NPM1-M 
or KMT2A-R acute myeloid leukemia (AML): Updated phase 1a/b results from KOMET-007. EHA 2025;Abstract 
S136.

Å Zeidner JF et al. Azacitidine, venetoclax, and revumenib for newly diagnosed NPM1-mutated or KMT2A-
rearranged AML. J Clin Oncol 2025;43(23):2606-15.

Å Jen W-Y et al. Phase II study of the all-oral combination of revumenib (SNDX-5613) with 
decitabine/cedazuridine (ASTX727) and venetoclax (SAVE) in newly diagnosed AML. ASH 2025;Abstract 47. 

ÅWei AH et al. RP2D determination of bleximenib in combination with VEN + AZA: phase 1b study in ND & R/R 
AML with KMT2A/NPM1 alterations. EHA 2025;Abstract S137.
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Å Döhner H et al. Bleximenib in combination with intensive chemotherapy: A Phase 1b study in newly 
diagnosed acute myeloid leukemia with KMT2A or NPM1 alterations. ASH 2025;Abstract 5199. 

ÅWatts J et al. Preliminary data from the ongoing phase 1 study of the menin-MLL inhibitor enzomenib 
(DSP-5336) in combination with venetoclax and azacitidine in patients with relapsed or refractory acute 
myeloid leukemia. ASH 2025;Abstract 765. 
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Year in Review: 
Menin Inhibitors in Acute Myeloid Leukemia

INTRODUCTION: Overview τ Biopharmacologic Considerations

ÅBiomarker evaluation in first-line therapy

ÅBiology ofKMT2A rearrangements (KMT2Ar) and NPM1 mutations (NPM1m)

ÅMechanism of action of menin inhibitors 

ÅEfficacy indirectly compared to other targetable mutations

ÅOther alterations (NUP98R)

ÅMechanism of resistance



Menin Inhibitor Induced Differentiation: On target effect 

Kühn MW, et al. Cancer Discov. 2016;6(10):1166-1181 | Thorsteinsdottir U, et al. Mol Cell Biol. 2001;21(1):224-234 | Patel 
SS, et al. Curr Hematol Malig Rep. 2020;15(4):350-359 | Brunetti L, et al. Cancer Cell. 2018;34(3):499-512

Targeting the menin-KMT2A(MLL) 

interaction to reverse epigenetic 

dysregulation in MLL-rearranged AML

A central role for menin-KMT2A(MLL) 

interaction in epigenetic dysregulation in 

NPM1-mutant AML

Inhibitor Inhibitor



Issa G et al. REVUMENIB ACTIVITY IN PATIENTS WITH ACUTE 
LEUKEMIA WITH NUP98R: RESULTS FROM THE AUGMENT-101 
PHASE 1 STUDY. EHA 2025;Abstract PS1501.

Three out of five patients 
with R/R NUP98r AML 
achieved morphological 
remission on revumenib 
monotherapy
(113-163 mg BID-TID)

Duration of response 
was  2.8, 2.8 and 15.6 
months (underwent 
HSCT)

Adverse events:
Gr 3 decreased LVEF
Gr 2 paresthesia
Gr 1 dysgeusia, alopecia



Shukla N et al. Detection of MEN1 resistance mutations in cell-free 
DNA from acute leukemia patients treated with menin inhibitors. 
ASH 2025;Abstract 938.

ÅHigh-sensitivity research NGS assay MSK-ACCESS-MEN1 includes probes to 
all MEN1 exons for cell-free DNA interrogation in hematologic cancers
ÅMSK-ACCESS-MEN1 identified:
Åan emergingMEN1M322I mutation in cfDNA from a patient withKMT2A-

rearranged AML who had received 14 cycles of revumenib with an MRD-
negative BM remission. At the time of cfDNA collection, she remained 
transfusion independent without evidence of relapse. She subsequently 
relapsed 3 months later with identification of theMEN1M322I mutation.

ÅIncorporation of cfDNA monitoring for MEN1 resistance mutations into 
clinical protocols for menin inhibitor therapy is warranted



Year in Review: 
Menin Inhibitors in Acute Myeloid Leukemia

MODULE 1: Menin Inhibitor Monotherapy

ÅApproved agents:Revumenib, ziftomenib

ÅAgents in development:Bleximenib, enzomenib 

ÅToxicity:QTc prolongation



Conclusions

The emergence of menin  inhibitors:

ÅEffective, safe agents with activity in multiply R/R NPM1-m, KMT2A-r AML

ÅDifferentiation syndrome as a class effect ï requires close vigilance.

ÅLimited durability of response as monotherapy.

The promise of combinations:

ÅStudies reveal promise in combination with HMA-ven and induction chemotherapy

ÅHigh response rates and promising durability of response, particularly in the frontline setting.

ÅWill likely mitigate risk of DS.

ÅPotential for all-oral regimens

Multiple phase 3 studies under way:

ÅKOMET-017

ÅREVEAL / EVOLVE-2

ÅcAMeLOt

Courtesy of Amir Fathi, MD



Menin Inhibitor Structures

Issa G et al. Blood Cancer Discov 2025;6(6):547-60.



Aldoss I et al. UPDATED RESULTS AND LONGER FOLLOW-UP FROM 
THE AUGMENT-101 PHASE 2 STUDY OF REVUMENIB IN PATIENTS 
WITH RELAPSED OR REFRACTORY (R/R) KMT2AR ACUTE 
LEUKEMIA. EHA 2025; Abstract PS1473.

Median duration of CR/CRh = 6.4 mos 1.9-NR)
Time to first response = 1 month (0.9-3.1 mos)
Time to CR/CRh= 2 months (0.9-4.6 mos)

Out of 62 responders, 21 (34%) proceeded to HSCT
Decreased responses associated with prior lines
of therapy and prior venetoclax



Aldoss I et al. UPDATED RESULTS AND LONGER FOLLOW-UP FROM 
THE AUGMENT-101 PHASE 2 STUDY OF REVUMENIB IN PATIENTS 
WITH RELAPSED OR REFRACTORY (R/R) KMT2AR ACUTE 
LEUKEMIA. EHA 2025; Abstract PS1473.



Arellano ML et al. PATIENTS WITH RELAPSED OR REFRACTORY 
(R/R) NUCLEOPHOSMIN 1-MUTATED (NPM1M) ACUTE MYELOID 
LEUKEMIA (AML): UPDATED RESULTS FROM THE PHASE 2 
AUGMENT-101 STUDY. EHA 2025;Abstract PS1467.

Median time to first CR/CRh = 2.8 (0.9-8.8) months
Median duration of CR/CRh  = 4.7 (2.1-8.2) months
Median OS= 4.8 (3.4-8.4) months

Five patients out of 77 proceeded to HSCT



Arellano ML et al. PATIENTS WITH RELAPSED OR REFRACTORY 
(R/R) NUCLEOPHOSMIN 1-MUTATED (NPM1M) ACUTE MYELOID 
LEUKEMIA (AML): UPDATED RESULTS FROM THE PHASE 2 
AUGMENT-101 STUDY. EHA 2025;Abstract PS1467.



Wang E at al. Ziftomenib in Relapsed or Refractory NPM1-Mutated 
AML. J Clin Oncol 2025;43(31):3381-90.

Response Ziftomenib  600 mg 
QD
 (N=92)

ORR 30 (33%)

CR/CRh 20 (22%)

CR 13 (14%)

CRh 7 (8%)

Med Time to ORR 1.9 (0.8-3.7 mos)

Med DOR 4.6 (2.8-7.4 mos)

MRD negativity 14/25 (56%)

Response Rate     Adverse events/Safety 



Wang E at al. Ziftomenib in Relapsed or Refractory NPM1-Mutated 
AML. J Clin Oncol 2025;43(31):3381-90.

Overall survival      Duration of Response 



Daver N et al. Monotherapy update from Phase 1 portion in Phase1/2 
trial of the menin-MLL inhibitor enzomenib (DSP-5336) in patients 
with relapsed or refractory acute leukemia. ASH 2025;Abstract 763. 

Å 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 

Å Enzomenib was specifically and intentionally designed to have low lipophilicity and basicity, which preliminary clinical data 

from the ongoing phase 1 trial has shown results in rapid clearance and minimal to no accumulation3 

1. Hughes J et al. Bioorg Med Chem Lett.2008 Sep 1;18(17):4872-5.  
2. Yukawa T, Naven R. ACS Med Chem Lett. 2020 Jan 29;11(2):203т209.  
3. Zeidner et al. ASH 2024;Abstract 213



Enzomenib Monotherapy: Response Rates in R/R AML 

Å Of 95 total patients with KMT2Ar or NPM1m, the efficacy analysis population (n = 64) did not include those who received < 200 mg BID 

enzomenib (n = 16), had prior menin inhibitor treatment (n = 11), and who had bone marrow blasts < 5% (n = 4)

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)

Å Dose optimization is complete evaluating 200, 300 and 400 mg po bid

Å Optimal RP2D as monotherapy is 300 mg po bid (n=15)

Å At RP2D

Å Overall Response rate (CR/CRh/CRi/MLFS) 73.3%

Å Composite CR rate (CR/CRh/CRi)  60%

Å CR + CRh rate    40%

NPM1m AML (n = 25)

Å 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;Abstract 763



Enzomenib: Responses in R/R AML are Durable

KMT2Ar NPM1m

N = 39 N = 25

Median Time to first response, months 1.0 1.8

Median Time to CR/CRh, months 1.6 3.7 

Duration of CR/CRh, months
12.5

(n=11)

5.7

(n=11)

Patients with allo -HSCT on study, n (%) 13 (33%) 3 (12%)

Transfusion Independence, RBC+PLT, %* 27% 38%

*Proportion of patients with documented transfusion dependence for

RBC or PLT at baseline that had transfusion independence for both 

RBC and PLT on study prior to HSCT

Study ongoing, data cutoff 04 OCT 2025

KMT2Ar:

NPM1m:

Daver N et al. ASH 2025;Abstract 763



Year in Review: 
Menin Inhibitors in Acute Myeloid Leukemia

MODULE 2: Differentiation Syndrome

ÅDistinguishing characteristics

ÅClinical presentation, grading and timing

ÅPrevention and management

ÅCorrelation with tumor burden, type of alteration and type of menin inhibitor



Case: Revumenib induced DS in KMT2Ar AML patient

Å71-year-old with KMT2Ar AML relapsed after an allogeneic stem cell transplant
ÅReceived revumenib at 339 mg PO q12h (Arm A), and achieved CRh, MRD negative remission

Days of Revumenib Treatment

Issa G et al ASH 2022;Abstract 376

Cycle 1
First 10-14 days

WBC >30K Less common in C2



Revumenib: Black Box warning for Differentiation Syndrome 

ÅDifferentiation Syndrome: Revumenib can cause fatal or life-threatening differentiation 
syndrome (DS). Symptoms of DS, including those seen in patients treated with revumenib, 
include fever, dyspnea, hypoxia, peripheral edema, pleuropericardial effusion, acute renal 
failure, rash, and/or hypotension.

ÅIn clinical trials, DS occurred in 60 (25%) of 241 patients treated with revumenib at the 
recommended dosage for relapsed or refractory acute leukemia. Among those with 
a KMT2Atranslocation, DS occurred in 33% of patients with acute myeloid leukemia (AML), 
33% of patients with mixed-phenotype acute leukemia (MPAL), and 9% of patients with acute 
lymphoblastic leukemia (ALL); DS occurred in 18% of patients withNPM1mAML. DS was 
Grade 3 or 4 in 12% of patients and fatal in 2 patients. The median time to initial onset was 9 
days (range 3-41 days). Some patients experienced more than 1 DS event. Treatment 
interruption was required for 7% of patients, and treatment was withdrawn for 1%.

Revumenib product insert (2025)



Event, n (%)

Ziftomenib RP2D 600 mg QD

Phase 2
(N = 92)

Pooled Phase 1b/2
(N = 112)

Any Grade ]ƖċĬĲШӄШΟAny Grade ]ƖċĬĲШӄШΟ

Any ziftomenib-related AE 64 (70) 37 (40) 77 (69) 45 (40)

Hematologic AEs

Anemia 5 (5) 5 (5) 6 (5) 6 (5)

Neutropenia 6 (7) 6 (7) 6 (5) 6 (5)

Nonhematologic AEs

Differentiation syndrome 22 (24) 14 (15)a 26 (23) 15 (13)a

Pruritus 15 (16) 0 16 (14) 0

Nausea 8 (9) 0 13 (12) 0

Diarrhea 8 (9) 0 10 (9) 2 (2)

Alanine aminotransferase 
increased

6 (7) 2 (2) 7 (6) 2 (2)

Decreased appetite 5 (5) 0 6 (5) 0

Ziftomenib -Related AEs in Ó 5% of All Patients

aNo patients had Grade 4ï5 differentiation syndrome.

Ziftomenib -induced DS (23%) in NPM1m R/R AML

*All 3 patients were on additional medications associated with QTc prolongation: 2 patients had electrolyte 
abnormalities and 1 patient had prior diagnosis of atrial fibrillation.

Ziftomenib was well 
tolerated, with a safety 
profile consistent with 
previous studies, including:

ÅDifferentiation 
syndrome: Overall 26 pts 
(23%)

Å15 (13%) Grade 3 DS

ÅNo Grade 4т5 DS events

Å3% pts discontinued due 
to ziftomenib -related AEs

Wang ES et al JCO 2025



Ziftomenib: Black Box Warning for Differentiation Syndrome

Ziftomenib prescribing information, November 2025.

Differentiation syndrome isassociated with rapid proliferation and differentiation of myeloid cells. 
Symptoms of differentiation syndrome, including those seen in patients treated with ziftomenib, may 
include fever, hypoxia, joint pain, hypotension, dyspnea, rapid weight gain or peripheral edema, 
pleural or pericardial effusions, acute kidney injury, and rashes.

In the clinical trial, differentiation syndrome occurred in 29 (26%) of 112 patients with relapsed or 
refractory AML with an NPM1 mutation who were treated with ziftomenib at the recommended 
dosage. Differentiation syndrome was Grade 3 in 13% and fatal in two patients. In broader evaluation 
of all patients with any genetic form of AML treated with ziftomenib monotherapy in clinical trials, 
differentiation syndrome occurred in 25% of patients. Four fatal cases of differentiation syndrome 
occurred out of 39 patients with KMT2A-rearranged AML treated with ziftomenib. ziftomenib is not 
approved for use in patients with KMT2A-rearranged AML.

In the 112 patients with an NPM1 mutation, differentiation syndrome was observed with and without 
concomitant hyperleukocytosis, in as early as 3 days and up to 46 days after ziftomenib initiation. The 
median time to onset was 15 days. Two patients experienced more than one differentiation syndrome 
event. Treatment was interrupted and resumed in 15 (13%) patients, while it was permanently 
discontinued in 2 (2%) patients.



Year in Review: 
Menin Inhibitors in Acute Myeloid Leukemia

MODULE 3: Menin Inhibitor Combination Approaches 

ÅIntensive chemotherapy (7 + 3)

ÅHMA/venetoclax:

-All oral



Erba H, et al. EHA, 2025;Abstract S136.



KOMET-007: Clinical Activity in All Response-Evaluablea 1L Patients (N=71)

aPatients who had Ó1 response assessment or who had died.
bAmong evaluable responders tested for MRD per local assay (NGS, RT-qPCR, FISH, flow cytometry). Preliminary central testing also shows concordance with local MRD-negative rates.

Data cutoff: Mar 21, 2025.
Per ELN 2022: CR / CRh / CRi, complete remission with full / partial / incomplete hematologic recovery; CRc, composite complete remission; FISH, fluorescence in situ hybridization; MLFS, morphologic leukemia-
free state; MRD, measurable residual disease; NE, not evaluable; NGS, next-generation sequencing; NR, no response; ORR, objective response rate; PR, partial remission; RT-qPCR, quantitative reverse 
transcription polymerase chain reaction.

n (%)

NPM1-m KMT2A -r All Patients

600 mg

(n=44)

600 mg

(n=27)

600 mg 

(N=71)

CRc 41 (93) 24 (89) 65 (92)

ORR

CR

CRh

CRi

MLFS

PR

NR

NE

43 (98)

37 (84)

1 (2)

3 (7)

2 (5)

0

1 (2)

0

24 (89)

20 (74)

0

4 (15)

0

0

2 (7)

1 (4)

67 (94)

57 (80)

1 (1)

7 (10)

2 (3)

0

3 (4)

1 (1)

CR MRD-negativity, n/N (%) b

CRc MRD-negativity, n/N (%) b

24/34 (71)

26/38 (68)

14/16 (88)

15/18 (83)

38/50 (76)

41/56 (73)

Median time to CR MRD -negativity, weeks (range)

Median time to CRc MRD-negativity, weeks (range)

4.7 (2ï17)

4.7 (2ï17)

4.4 (3ï12)

4.1 (3ï12)

4.5 (2ï17)

4.3 (2ï17)

Erba H, et al. EHA, 2025; Abstract S136.



Dohner H, et al. ASH, 2025;Abstract 5199.



All Oral Triplet Regimens

Jen W, et al. ASH, 2025;Abstract 47.



MENi-Triplet (Revumenib)

Zeidner JF, et al. J Clin Oncol, 2025.



MENi-Triplet ( Ziftomenib )

Roboz GJ, et al. ASH, 2025;Abstract 766.



Issa G, et al. ASH, 2025;Abstract 764.



Wei A, et al. EHA, 2025;Abstract S137.



Wei A, et al. EHA, 2025;Abstract S137.



Watts J, et al. ASH, 2025;Abstract 765.



Year in Review: 
Menin Inhibitors in Acute Myeloid Leukemia

MODULE 4: Future Directions

ÅOngoing trials:

-KOMET-017

-REVEAL/EVOLVE-2

-cAMeLot

-HOVON 181



KOMET-017: Ongoing Phase III Trial Designs

Zeidan AM et al. EHA 2025;Abstract PB2573.



EVOLVE-2: Ongoing Phase III Trial Design

Huls G et al. European School of Hematology International Conference on Acute Myeloid Leukemia 2025; Poster.



REVEAL-ND NPM1: Ongoing Phase III Trial Design

https:// revealtrialaml.com

Eligibility: Newly diagnosed, previously untreated NPM1-mutated AML

Primary endpoints: Event-free survival, MRD complete remission rate



cAMeLot-2: Ongoing Phase III Trial Design

Jabbour E et al. ASH 2025;Abstract 3429.

Bleximenib PO + VEN PO + AZA IV/SC 

R

Placebo PO + VEN PO + AZA IV/SC 

Primary Endpoints: % complete remission and OS



HOVON 181 AML/AMLSG 37-25: Ongoing Phase III Trial Design

Raajmakers M et al. ASH 2025;Abstract 1654.

Bleximenib + 7+3

R

Primary endpoint: Event-free survival

Bleximenib + 7+3

Placebo + 7+3

Induction (2 cycles)

Bleximenib + 
IDAC/allo-HSCT

Placebo + 
IDAC/allo-HSCT

Consolidation Maintenance

Bleximenib

Placebo

PlaceboBleximenib + 
IDAC/allo-HSCT



Conclusions

The emergence of menin  inhibitors:

ÅEffective, safe agents with activity in multiply R/R NPM1-m, KMT2A-r AML

ÅDifferentiation syndrome as a class effect ï requires close vigilance.

ÅLimited durability of response as monotherapy.

The promise of combinations:

ÅStudies reveal promise in combination with HMA-ven and induction chemotherapy

ÅHigh response rates and promising durability of response, particularly in the frontline setting.

ÅWill likely mitigate risk of DS.

ÅPotential for all-oral regimens

Multiple phase 3 studies under way:

ÅKOMET-017

ÅREVEAL / EVOLVE-2

ÅcAMeLOt

Courtesy of Amir Fathi, MD
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Wei AL et al. ASH 2025.



Evolution of Approved AML Therapies

Wei AL et al. ASH 2025.


