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Abstract:

The prognosis for relapsed or refractory (R/R) nucleophosmin l-mutated (NPMIm) acute myeloid
leukemia (AML) is poor and represents an urgent unmet medical need. Revumenib, a potent, selective
menin inhibitor, was recently approved for the treatment of R/R acute leukemia with a KMT2A
translocation in patients aged 21 year based on results from the phase 1/2 AUGMENT-101 study. Here
we present results from patients with R/R NPMlIm AML enrolled in the phase 2 portion of AUGMENT-101.
Enrolled patients received revumenib with or without a strong CYP3A4 inhibitor every 12 hours in
28-day cycles. Primary endpoints were rate of complete remission (CR) or CR with partial
hematologic recovery (CRh; CR+CRh), and safety and tolerability. Secondary endpoints included
overall response rate (ORR) and duration of response. As of September 18, 2024, 84 patients
received 21 dose of revumenib. Median age was 63 years; 1 patient was aged <18 years. The protocol-
defined efficacy-evaluable population for the primary analysis included 64 adult patients (23 prior
lines of therapy, 35.9%; prior venetoclax, 75.0%). The CR+CRh rate was 23.4% (l-sided P=.0014); the
ORR was 46.9%. Median duration of CR+CRh was 4.7 months. Five of 30 responders (16.7%) proceeded to
hematopoietic stem cell transplant (HSCT); 3 resumed revumenib after HSCT. Treatment-related
adverse events led to treatment discontinuation in 4 patients (4.8%). Revumenib demonstrated
clinically meaningful responses in this heavily pretreated, older population with NPMlm AML,
including remissions that enabled HSCT. The safety profile of revumenib was consistent with
previously reported results. This trial was registered at www.clinicaltrials.gov as NCT04065399.

520z AN 80 uo 3sanb Aq ypd° 2G€8205202 PO0IA/LYIELET/LSE820SZ0Z POOIA/Z8 | L 0L /10P/3pd-8jo1e/poo|q/Bi10° suonealigndyse/:dny woly papeojumod

Conflict of interest: COI declared - see note

COI notes: M.L.A. reports advisory board participation for Syndax Pharmaceuticals, Inc; M.J.T.
reports institutional funding from Syndax Pharmaceuticals, Inc, AbbVie, Merck, and Nurix; and
honoraria from AbbVie; J.F.D. reports funding from MacroGenics, Wugen, BioLineRx, and Incyte;
royalties/licenses from Magenta Therapeutics and Wugen; and consulting fees from RiverVest, Vertex


https://crossmark.crossref.org/dialog/?doi=10.1182/blood.2025028357&domain=pdf&date_stamp=2025-05-07

Pharmaceuticals, and BioLineRx; E.M.S. reports consulting fees from AbbVie, Agios, Astellas,
AstraZeneca, Celgene, Daiichi Sankyo, Genentech, Gilead, Jazz, and Servier; A.C.S. reports research
funding from AbbVie, Amgen, Astellas, Bristol Myers Squibb, GlycoMimetics, Kite/Gilead, Loxo,
Novartis, Pfizer, Servier, and Syndax Pharmaceuticals, Inc; and advisory board participation for
AbbVie, Amgen, Astellas, Bristol Myers Squibb, Jazz, Kite/Gilead, Novartis, Paladin, Pfizer,
Servier, and Teva; A.Z. reports consultancy fees from AbbVie, Astellas, Pfizer, Novartis, and
Johnson & Johnson; honoraria from AbbVie, Astellas, Novartis, and Johnson & Johnson; and travel
expenses from AbbVie, Novartis, Johnson & Johnson, and Takeda; S.d.B. reports research funding from
Auron; consultancy for Servier, BMS, GSK, Syndax Pharmaceuticals, Inc., Remix, Auron, and Rigel;
honoraria from Bristol Myers Squibb, AbbVie, Servier, Jazz Pharmaceuticals, Astellas, and Loxo; and
travel fees from AbbVie, Servier, Johnson & Johnson, Daiichi Sankyo, and Rigel; C.B. reports
honoraria from AbbVie, Astellas Pharma, Bristol Myers Squibb, Jazz Pharmaceuticals, and Servier;
consultancy or serving as an advisor to Bristol Myers Squibb, GlaxoSmithKline, Servier, and Syndax
Pharmaceuticals, Inc.; speakers bureau participation for AbbVie, Astellas Pharma, Bristol Myers
Squibb, Jazz Pharmaceuticals, and Servier; institutional research funding from Auron Therapeutics
and Forma Therapeutics; and travel expenses from AbbVie and Servier; C.S.G. reports consultancy
fees from Otsuka Australia Pharmaceutical, Astellas, and AbbVie; G.N.M. reports consultancy fees
from AbbVie, Agios, MacroGenics, Pfizer, Servier, and Stemline; scientific advisory committee
participation for AbbVie, Agios, Astellas, Bristol Myers Squibb/Celgene, Forty Seven, Genentech,
ImmunoGen, Orbital Therapeutics, Rigel, Servier, Stemline, and Wugen; and research funding from
Aptose, GlycoMimetics, Forty Seven, Gilead, Jazz, Astex, Syndax Pharmaceuticals, Inc, Immune-0Onc,
and Bristol Myers Squibb/Celgene; C.P. reports honoraria from AbbVie, Astellas, Servier,
Menarini/Stemline, Bristol Myers Squibb, Pfizer, Amgen, Janssen, Incyte, and Novartis; and advisory
board participation for Pfizer, Astellas, Janssen, GSK, Blueprint, Jazz, AbbVie, Novartis, and
Laboratoires Delbert; A.E.P. reports research funding from Syndax Pharmaceuticals, Inc; grants from
Daiichi Sankyo, Astellas, AbbVie, and Syndax Pharmaceuticals, Inc; advisory board participation for
AbbVie, Astellas, Daiichi Sankyo, Genentech, ImmunoGen, Bristol Myers Squibb, Aptose, Rigel, Curis,
and Schrodinger; consultancy fees from AbbVie, Astellas, Daiichi Sankyo, Foghorn Therapeutics, and
Beat AML; and honoraria from Astellas and Daiichi Sankyo; G.C.I. reports research funding from
Celgene, Merck, Kura Oncology, Syndax Pharmaceuticals, Inc, Astex, NuProbe, and Novartis; and
consultancy or advisory board fees from NuProbe, AbbVie, Novartis, Sanofi, AstraZeneca, Syndax
Pharmaceuticals, Inc, and Kura Oncology; I.Aldoss reports consultancy fees from Amgen, Syndax
Pharmaceuticals, Inc, Pfizer, Kite Pharma, Takeda, Jazz, and Sobi; honoraria from Pfizer and Amgen;
and research support from AbbVie and MacroGenics; A.B. reports advisory board participation for
AbbVie, Amgen, Novartis, Pfizer, Takeda, Astellas, and Senti Bio; speaker fees from Amgen, Bristol
Myers Squibb, and Pfizer; and consultancy fees from Shoreline Biosciences; D.S.D. reports advisory
board participation for Tempus and Amgen; unpaid advocacy roles for the American Academy of
Pediatrics, American Society of Pediatric Hematology/Oncology, and Iowa Cancer Consortium; and
consultancy fees from Amgen and Y-mAbs; M.W.M.K. reports honoraria and consultancy fees from
AbbVie, Bristol Myers Squibb/Celgene, Gilead, Johnson & Johnson, Jazz, Pfizer, and Servier; and
research support from Kura Oncology and Syndax Pharmaceuticals, Inc; I.M. reports advisory board
participation with Syndax Pharmaceuticals, Inc.; E.T. reports research funding from Prelude
Therapeutics, Schrodinger, Incyte Corporation, and AstraZeneca; consultancy fees from Astellas and
AbbVie; and advisory board participation for AbbVie, Astellas, Daiichi Sankyo, Servier
Laboratories, and Rigel; I.Amitai reports honoraria from Novartis and AbbVie; and advisory board
participation for Stemline and Alexion; H.D. reports advisory board participation with honoraria
for AbbVie, AstraZeneca, Gilead, Janssen, Jazz, Pfizer, Servier, Stemline, and Syndax
Pharmaceuticals, Inc; institutional research support from AbbVie, Astellas, Bristol Myers Squibb,
Celgene, Jazz, Kronos Bio, and Servier; and travel expenses from AbbVie and Servier; C.G. reports
honoraria from Jazz Pharmaceuticals; T.K. reports institutional research support from AbbVie,
Amgen, Gilead Sciences, GlycoMimetics, and Syndax Pharmaceuticals, Inc; honoraria from Rigel and
Servier; and advisory board participation for Rigel, Astellas, Takeda, and NeoGenomics; C.M.M.
reports research funding from Syndax Pharmaceuticals, Inc, and Syros Pharmaceuticals, Inc; and
advisory board participation for Kura Oncology; P.M. reports advisory board participation for
AbbVie, Astellas, Daiichi Sankyo, Janssen, Servier, and Syndax Pharmaceuticals, Inc; speakers
bureau participation for AbbVie, Astellas, Daiichi Sankyo, Janssen, and Servier; research support
from AbbVie, Astellas, Daiichi Sankyo, Janssen, and Servier; and consultancy fees from Astellas and
Daiichi Sankyo; P.J.S. reports research support from Chimerix, Inc, Amgen, and Abcuro, Inc;
advisory board participation for Bristol Myers Squibb, Daiichi Sankyo, Gilead Sciences, Takeda, and
RJH BioSciences; serving as Chief Medical Officer and on the Board of Directors for JSK
Therapeutics; serving in a leadership role for the National Comprehensive Cancer Network; and
holding a US patent (8,404,665; 9,005,656); R.M.S. reports consultancy fees from AbbVie, Actinium
Pharmaceuticals, Inc, Amgen, Aptevo Therapeutics, Arog Pharmaceuticals, AvenCell, BerGenBio,
Bristol Myers Squibb, Boston Scientific, Cellularity, CTI BioPharma, DAVA Oncology, Epizyme, Inc,
GSK, Hemavant Sciences, Janssen, Jazz, Kura Oncology, LAVA Therapeutics, Ligand Pharmaceuticals,
Novartis, Rigel, Syros Pharmaceuticals, Syntrix Pharmaceuticals, and Takeda; and advisory board
participation for Aptevo Therapeutics, Syntrix Pharmaceuticals, and Takeda; O.W. reports research
support from AbbVie, honoraria from Astellas and Novartis; and serving in an advisory role for
AbbVie, Astellas, Novartis, Pfizer, Medison, and Teva; J.G.H. reports employment with ICON plc,
which received research funding from Syndax Pharmaceuticals, Inc.; Y.C., L.Y., R.G.B., and A.R.S.
report employment with Syndax Pharmaceuticals, Inc and stock ownership in that company; J.S.B.
reports consultancy fees from Astellas, AstraZeneca, AbbVie, and Syndax Pharmaceuticals, Inc;

520z AN 80 uo 3sanb Aq ypd° 2G€8205202 PO0IA/LYIELET/LSE820SZ0Z POOIA/Z8 | L 0L /10P/3pd-8jo1e/poo|q/Bi10° suonealigndyse/:dny woly papeojumod



advisory board participation for Astellas, AstraZeneca, AbbVie, and Syndax Pharmaceuticals, Inc;
honoraria from the 2023 Ohio Academy of Family Physicians; and holding US patents on a leukemia
diagnostic device (in prosecution) and for the epigenetic classification of leukemia (Patent
Cooperation Treaty filed); M.H., E.R., and A.P. have nothing to disclose.

Preprint server: No;

Author contributions and disclosures: G.C.I., M.J.T., J.F.D., R.M.S., E.M.S., J.S.B., A.R.S., L.
and R.G.B. contributed to the conception, design, or planning of the study; M.L.A., G.C.I., E.M.
R.M.S., T.K., E.T., J.S.B., A.R.S., L.Y., Y.C., and R.G.B. contributed to data analysis and
interpretation; M.L.A., A.C.S., A.Z., C.S5.G., C.P., A.E.P., G.C.I., A.B., D.S.D., M.W.M.K., I.M.,
H.D., Y.C., L.Y., R.G.B., and A.R.S. contributed to drafting the manuscript; all authors
contributed to the critical review of the manuscript, contributed to the provision of study
materials or data acquisition, approved the final manuscript for submission, and agree to be
accountable for all aspects of the work in ensuring that questions related to the accuracy or
integrity of any part of the work are appropriately investigated and resolved.

Y.,
S.,

Non-author contributions and disclosures: Yes; Yu Gu, Sharda Jha, and Timothy O'Toole (employees of
Syndax Pharmaceuticals, Inc.); significant contributions to the statistical planning and analysis,
data collection, and study operations, respectively. JoAnna Anderson, PhD, CMPP, and Apurva Davé,
PhD (Nucleus Global, an Inizio Company): provided writing and editorial support under the direction
of the authors, funded by Syndax Pharmaceuticals, Inc.

Agreement to Share Publication-Related Data and Data Sharing Statement: Syndax Pharmaceuticals,
Inc, (New York, NY) is committed to data sharing that advances science and medicine while
protecting patient privacy. The data supporting the findings of this study, including the study
protocol and statistical analysis plan, are available within the article and its Data Supplement.
Any additional data requests from qualified scientific researchers are available upon reasonable
request. Deidentified participant data are available to request after all trial prespecified
analyses have been completed and after the indication studied has been approved in the United
States and European Union, whichever is later. Access 1is provided after a research proposal has
been approved by an appropriate review committee and after receipt of a signed data sharing
agreement. Additional details may be requested at: https://syndax.com/contact-us/.

Clinical trial registration information (if any): NCT04065399; clinicaltrials.gov

520z AN 80 uo 3sanb Aq ypd° 2G€8205202 PO0IA/LYIELET/LSE820SZ0Z POOIA/Z8 | L 0L /10P/3pd-8jo1e/poo|q/Bi10° suonealigndyse/:dny woly papeojumod



TITLE (limit: 115/120 characters, including spaces)

Menin inhibition with revumenib for NPM1-mutated (NPM1m) relapsed or
refractory acute myeloid leukemia: AUGMENT-101

RUNNING HEAD (limit: 46/50 characters, including spaces)

Revumenib for NPM1m relapsed or refractory AML

Authors

Martha L. Arellano,* Michael J. Thirman,? John F. DiPersio,® Maél Heiblig,* Eytan M.
Stein,® Andre C. Schuh,® Andrius Zugenka,’ Stephane de Botton,® Carolyn S. Grove,’
Gabriel N. Mannis,™ Cristina Papayannidis,'* Alexander E. Perl,*? Ghayas C. Issa,™
Ibrahim Aldoss,** Ashish Bajel,'® David S. Dickens,*® Michael W. M. Kiihn,*” loannis
Mantzaris,*® Emmanuel Raffoux,'® Elie Traer,? Irina Amitai,?*?> Hartmut Dohner,*
Corinna Greco,?* Tibor Kovacsovics,? Christine M. McMahon,?® Pau Montesinos,?’
Arnaud Pigneux,?® Paul J. Shami,?® Richard M. Stone,*® Ofir Wolach,?**! John G.
Harpel,® Yakov Chudnovsky,* Li Yu,*® Rebecca G. Bagley,* Angela R. Smith,*® and
James S. Blachly®*

Affiliations

SWinship Cancer Institute of Emory University School of Medicine, Atlanta, GA; *The
University of Chicago Medicine, Chicago, IL; *Washington University School of
Medicine, St Louis, MO; “Hematology, Centre Hospitalier Lyon Sud, Lyon, France;
®Memorial Sloan Kettering Cancer Center, New York, NY; °Princess Margaret Cancer
Centre and University of Toronto, Toronto, ON, Canada; "Hematology and Oncology
Department, Institute of Clinical Medicine, Faculty of Medicine, Vilnius University,
Vilnius, Lithuania; 8Institut Gustave Roussy, Villejuif, France; °Sir Charles Gairdner
Hospital, PathWest, and the University of Western Australia, Nedlands, WA, Australia;
Ostanford University School of Medicine, Stanford, CA; *'IRCCS Azienda Ospedaliero-
Universitaria di Bologna, Istituto di Ematologia “Seragnoli,” Bologna, ltaly; *?Division of
Hematology-Oncology, University of Pennsylvania, Philadelphia, PA; **The University of
Texas MD Anderson Cancer Center, Houston, TX; **City of Hope National Medical
Center, Duarte, CA; *°Peter MacCallum Cancer Centre and The Royal Melbourne
Hospital, University of Melbourne, Melbourne, VIC, Australia; *°*University of lowa Stead
Family Children’s Hospital, lowa City, IA; ’University Medical Center, Johannes
Gutenberg-University, Mainz, Germany; **Montefiore Einstein Comprehensive Cancer
Center, Bronx, NY; °Hospital Saint Louis, Université Paris Diderot, Paris, France;
20Oregon Health & Science University, Knight Cancer Institute, Portland, OR; ?*Chaim
Sheba Medical Center, Tel Hashomer, Israel; *’Tel Aviv University, Tel Aviv, Israel;
23UIm University Hospital, Ulm, Germany; >*Ospedale San Bortolo, Aulss Berica,
Vicenzo, Italy; *°City of Hope Phoenix, Goodyear, AZ; University of Colorado School

520z AN 80 uo 3sanb Aq ypd° 2G€8205202 PO0IA/LYIELET/LSE820SZ0Z POOIA/Z8 | L 0L /10P/3pd-8jo1e/poo|q/Bi10° suonealigndyse/:dny woly papeojumod



of Medicine, Aurora, CO; ?’Hospital Universitari i Politécnic La Fe, Valencia, Spain;
8Centre Hospitalier Universitaire Bordeaux, Bordeaux, France; **University of Utah
Huntsman Cancer Institute, Salt Lake City, UT; *°Dana-Farber Cancer Institute, Boston,
MA; *'Davidoff Cancer Center, Rabin Medical Center, Petach Tikva, Israel; 3ICON plc,
New York, NY; **Syndax Pharmaceuticals, Inc, Waltham, MA; and **The Ohio State
University, Columbus, OH

Corresponding author

Martha L. Arellano, MD

Professor of Hematology and Oncology

Associate Director, Hematology Division

Program Director, Hematology and Medical Oncology Fellowship Program
Winship Cancer Institute of Emory University School of Medicine
1365 Clifton Rd, Suite B4129

Atlanta, GA 30322

Email: marella@emory.edu

Phone: (404) 778-5871

Fax: (404) 251-1899 (administrative assistant)

Word count: 4033/4000 words
Tables: 3

Figures: 4

References: 41

Scientific Category Clinical Trials and Observations: Myeloid Neoplasia

Data sharing statement

Syndax Pharmaceuticals, Inc, is committed to data sharing that advances science and
medicine while protecting patient privacy. The data supporting the findings of this study,
including the study protocol and statistical analysis plan, are available within the article
and its Data Supplement. Any additional data requests from qualified scientific
researchers are available upon reasonable request. Deidentified participant data are
available to request after all trial prespecified analyses have been completed and after
the indication studied has been approved in the United States or European Union,
whichever is later. Access is provided after a research proposal has been approved by
an appropriate review committee and after receipt of a signed data sharing agreement.
Additional details may be requested at https://syndax.com/contact-us/.

520z AN 80 uo 3sanb Aq ypd° 2G€8205202 PO0IA/LYIELET/LSE820SZ0Z POOIA/Z8 | L 0L /10P/3pd-8jo1e/poo|q/Bi10° suonealigndyse/:dny woly papeojumod


https://syndax.com/contact-us/

Downloaded from http://ashpublications.org/blood/article-pdf/doi/10.1182/blood.2025028357/2373647/blood.2025028357..pdf by guest on 08 May 2025



KEY POINTS (1 to 2 required; limit: 140 characters, including spaces)

¢ Revumenib exhibited a promising complete response rate and manageable
safety profile in patients with NPM1-mutated relapsed/refractory AML (140/140
characters)

e Responses were seen across subgroups regardless of co-mutations, prior HSCT,
or number of prior lines of therapy (115/140 characters)

ABSTRACT (current: 244 words; limit: 250 words)

The prognosis for relapsed or refractory (R/R) nucleophosmin 1-mutated (NPM1m)
acute myeloid leukemia (AML) is poor and represents an urgent unmet medical need.
Revumenib, a potent, selective menin inhibitor, was recently approved for the treatment
of R/R acute leukemia with a KMT2A translocation in patients aged =1 year based on
results from the phase 1/2 AUGMENT-101 study. Here we present results from patients
with R/R NPM1m AML enrolled in the phase 2 portion of AUGMENT-101. Enrolled
patients received revumenib with or without a strong CYP3A4 inhibitor every 12 hours in
28-day cycles. Primary endpoints were rate of complete remission (CR) or CR with
partial hematologic recovery (CRh; CR+CRh), and safety and tolerability. Secondary
endpoints included overall response rate (ORR) and duration of response. As of
September 18, 2024, 84 patients received =1 dose of revumenib. Median age was 63
years; 1 patient was aged <18 years. The protocol-defined efficacy-evaluable population
for the primary analysis included 64 adult patients (=3 prior lines of therapy, 35.9%; prior
venetoclax, 75.0%). The CR+CRh rate was 23.4% (1-sided P=.0014); the ORR was
46.9%. Median duration of CR+CRh was 4.7 months. Five of 30 responders (16.7%)
proceeded to hematopoietic stem cell transplant (HSCT); 3 resumed revumenib after
HSCT. Treatment-related adverse events led to treatment discontinuation in 4 patients
(4.8%). Revumenib demonstrated clinically meaningful responses in this heavily
pretreated, older population with NPM1m AML, including remissions that enabled HSCT.
The safety profile of revumenib was consistent with previously reported results. This trial
was registered at www.clinicaltrials.gov as NCT04065399.
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INTRODUCTION

Acute myeloid leukemia (AML) is a clonal hematopoietic malignancy, characterized by
the rapid growth of myeloid stem cells that fail to differentiate into functional cells.
Nucleophosmin 1 (NPM1) mutations, the most common genetic aberrations in adult
AML, are found in about 28% of new cases.? NPML1 is an intracellular chaperone protein
predominantly found in the nucleolus with roles vital for cellular processes, such as
genetic stability.>* Mutations in NPM1 lead to cytoplasmic translocation of the protein;
however, a fraction of mutant NPM1 remaining in the nucleolus interacts with the lysine
methyltransferase 2A (KMT2A)—-menin complex and influences oncogenic gene
transcription.*® In NPM1-mutated (NPM1m) AML, as in KMT2A-rearranged (KMT2Ar)
acute leukemias, the KMT2A-menin interaction leads to aberrant homeobox (HOX)-
mediated and Meis homeobox 1 (MEIS1) oncogenic expression that blocks stem cell
differentiation.*® Selectively blocking the interactions between KMT2A and menin
reverses the aberrant expression of these critical leukemogenic targets (ie, MEIS1 and
HOX)."®

Currently, no therapies are approved for patients with NPM1m AML. While NPM1m AML
displays favorable response rates with intensive chemotherapy or venetoclax plus
hypomethylating agents in frontline settings,?**° there is no standard of care or targeted
therapies in case of relapse or refractory disease.™* Upon recurrence, the disease
becomes difficult to treat, especially if the disease-free interval is short.*? After first-line
therapy, patients with NPM1m AML often have improved outcomes compared with those
without NPM1m®*% however, approximately 50% of adult patients with NPM1m AML
experience progressive disease or death.**'* Responses to salvage therapy can be
achieved after first relapse,™*° but time to second relapse, response to subsequent
salvage therapies, and overall survival (OS) shorten with each subsequent line of
therapy—similar to patients with NPM1 wild-type AML.*” Outcomes after venetoclax
failure are poor, with overall response rates (ORRs) ranging from 6% to 23%.%2! Co-
mutations are also very common in NPM1m AML, including at relapse; fms-related
receptor tyrosine kinase 3 internal tandem duplication (FLT3-ITD), DNA
methyltransferase 3 alpha (DNMT3A), and WT1 transcription factor (WT1) co-mutations
are associated with poorer outcomes and an increased incidence of relapse after
achieving measurable residual disease (MRD) negativity.”? The poor outcomes
associated with relapsed or refractory (R/R) NPM1m AML, combined with limited
treatment options and high relapse rates, highlight the need for new therapies to
improve patient outcomes.

Revumenib is a first-in-class, potent, oral menin inhibitor that selectively blocks the
KMT2A-menin interaction,®? resulting in downregulation of MEIS1 and HOX expression
and consequently enabling terminal differentiation of leukemic to normal hematopoietic
cells.®#*2°> Revumenib was recently approved for the treatment of R/R KMT2A-
translocated acute leukemia in patients 21 year of age based on data from AUGMENT-
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101 (NCT04065399), an ongoing phase 1/2 study in patients with R/R KMT2Ar acute
leukemia or R/R NPM1m AML.?® Here we report the primary efficacy analysis of
revumenib in patients with R/R NPM1m AML from the phase 2 portion of the
AUGMENT-101 study.

METHODS
Study design and patients

AUGMENT-101 is a phase 1/2, open-label, dose-escalation and -expansion study of
revumenib in adult and pediatric (>30 days old) patients with documented R/R NPM1m
or KMT2Ar acute leukemias. NPM1 mutation status was determined by local testing for
eligibility; all treated patients with NPM1m AML were in the safety analysis population.
Patients with centrally confirmed NPM1 mutation (using Focus Myeloid panel, Flagship
Biosciences, Inc, or NPM1 Mutation assay, Invivoscribe, Inc) and 25% blasts in bone
marrow at baseline within 28 days prior to the start of study treatment were considered
efficacy evaluable. As prespecified in the statistical analysis plan and protocol, the first
64 adult patients in the study who met these criteria were included in the adult efficacy-
evaluable population. There was no restriction on the number or types of prior
therapies. Co-mutation testing was performed locally but was not required. Patients with
central nervous system (CNS) disease at the most recent relapse were eligible if no
active CNS disease remained present at the start of study therapy. Ongoing intrathecal
therapy or prophylaxis was allowed concurrent with revumenib. See the Protocol for full
inclusion and exclusion criteria.

Treatment

Revumenib was administered orally in capsule, tablet, or liquid formulation every 12
hours (q12h) in 28-day continuous cycles. The recommended phase 2 dose of
revumenib was 270 mg (160 mg/m? if body weight <40 kg) q12h or, given that
revumenib is a cytochrome P450 3A4 (CYP3A4) substrate, 160 mg (95 mg/m? if body
weight <40 kg) q12h if patients were also receiving a strong CYP3A4 inhibitor.”
Revumenib treatment was continued until lack of response after up to 4 cycles, disease
progression, unacceptable adverse events (AEs), withdrawal of consent, investigator
decision, or loss to follow-up (see Protocol for further details).

Patients who achieved composite complete remission (CRc; complete remission [CR] +
CR with partial hematologic recovery [CRh] + CR with incomplete hematologic recovery
[CRIi] + CR with incomplete platelet recovery [CRp]), morphological leukemia-free state
(MLFS), or partial remission (PR) were allowed to undergo allogeneic hematopoietic
stem cell transplant (HSCT) without leaving the study. Revumenib was stopped before
the HSCT conditioning regimen but, per a protocol amendment (approved on
September 24, 2021, prior to enrollment of all patients in this analysis), could be
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resumed as maintenance therapy after allogeneic HSCT if the patient was between 30
and 180 days post HSCT, had successful engraftment, did not have acute or chronic
graft-vs-host disease that required systemic immunosuppression, and remained in CRc.

Study endpoints and assessments

The primary endpoints were the rate of CR+CRh and the evaluation of safety and
tolerability of revumenib. Secondary endpoints included rate of CRc, ORR
(CRc+MLFS+PR), time to response (defined as the number of months from the date of
first dose to the date of initial response [CR+CRh or CRc]), duration of response (DOR),
event-free survival (EFS; defined as the number of months from the date of first dose to
the date of first documented relapse/progression or death, whichever occurred first;
Table S1), and OS. Responses were assessed by the investigators according to the
European LeukemiaNet 2017 response criteria.’’ CRp was defined as all CR criteria
except for platelet count <100x10%L).. Details on secondary endpoints and response
definitions are available in the Protocol.

AEs were collected from the time of the first revumenib dose until 30 days after the last
dose, including maintenance therapy, and were graded using the National Cancer
Institute Common Terminology Criteria for Adverse Events version 5.0. AEs of special
interest included differentiation syndrome (an expected on-target effect of inducing
differentiation of leukemia cells into normal hematopoietic cells), prolongation of the
corrected QT interval by Fridericia (QTcF) interval of grade =2, and peripheral
neuropathy. Study investigators received guidelines for managing AEs of special
interest (see Supplemental Methods). Hydroxyurea for cytoreduction, intrathecal
chemotherapy for CNS prophylaxis, and steroids for differentiation syndrome were
allowed during the study.

Gene transcription analysis

Transcriptional changes following 1 cycle of revumenib were evaluated for target genes
of interest. Samples from bone marrow aspirates (RNA) were isolated using the
Maxwell RSC simplyRNA kit (Promega Corporation) and quantified using the NanoDrop
2000 (Thermo Fisher Scientific Inc). Total RNA quality and molecular weight distribution
were evaluated using the Agilent 2100 Bioanalyzer (Agilent Technologies, Inc). Multiplex
gene analysis was performed using a custom-designed QuantiGene assay (Thermo
Fisher Scientific Inc). Seven genes of interest (MEIS1, HOXA9, PBX3, FLT3, CD11b,
CD14, and CD13) and 5 housekeeping genes (PGK1, B2M, RPL13A, POLR2A, and
HPRT1) were included in the custom assay. PGK1 and HPRT1 were selected as
housekeeping genes for analysis because of variability seen in the other housekeeper
genes. The raw data were analyzed using QuantiGene Plex Data Analysis software
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(Thermo Fisher Scientific Inc) to generalize normalized expression data. All steps were
performed by Flagship Biosciences.

Co-mutations by next-generation sequencing (NGS) and response

Baseline genetic alterations were evaluated to determine if a particular co-mutation was
associated with response. Bone marrow—derived DNA from adult patients in the
protocol-defined efficacy-evaluable population, collected before the start of revumenib
treatment, was genomically profiled using the Focus Myeloid panel conducted by
Flagship Biosciences. The gene coordinates used were part of the standard TruSight™
Myeloid Sequencing Panel (lllumina, Inc., San Diego, CA, USA) (Table S2) , which is
commercially available.?® The analytical sensitivity of this assay is 5% at >500x read
depth, with 100% accuracy demonstrated during validation.?® Somatic short variants
were identified and analyzed according to the manufacturer’s instructions.

Statistical analysis

The sample size was driven by the primary analysis in the adult efficacy-evaluable
population. The number of adult efficacy-evaluable patients in the R/R NPM1m AML
population evaluated in each stage, as well as the minimum number of responders
needed to continue to the next stage, were determined based on the minimax version of
Simon’s 2-stage design,?® with 90% power and a 1-sided significance level of 2.5%.
Sixty-four adult efficacy-evaluable patients were included in the R/R NPM1m AML
population for this primary analysis. The primary hypothesis test used a null hypothesis
of a 10% CR+CRh rate. A CR+CRh rate >10% was considered the lower threshold for
antileukemic activity.

Safety was summarized for all patients with R/R NPM1m AML who received 21 dose of
revumenib (safety population). No formal statistical hypothesis testing for safety
analyses was conducted. Time-to-event endpoints were estimated using the Kaplan-
Meier method, and descriptive statistics were used for other clinical or laboratory
variables, with subgroup analyses performed for efficacy.

Co-mutations by NGS and response

Statistical analysis of co-mutation data was performed by Fios Genomics Ltd. to identify
associations between clinical outcomes and gene mutations. In all analyses, an applied
threshold of unadjusted P<.05 defined an association as statistically significant.

Mutation data provided the input for statistical hypothesis testing, in which features that
were significantly different between sample groups were identified. Statistical
comparisons were performed using Fisher exact test. Significance values (P values)
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were adjusted for multiple testing by controlling the false discovery rate. For each binary
comparison (eg, responders vs nonresponders), a positive log2 odds ratio indicated a
positive association between responders and the presence of a mutation relative to
nonresponders, while a negative log2 odds ratio indicated a positive association
between nonresponders and the presence of a mutation relative to responders.

Ethics statement

The study was conducted in accordance with principles outlined in the Declaration of
Helsinki and the Good Clinical Practice guidelines of the International Council for
Harmonisation. The protocol and amendments were approved by the relevant
authorities and institutional review board or ethics committee at participating centers,
and all patients or their legal guardians provided written informed consent. Important
changes to the methods to expand eligibility were to adjust the design to include
children and to allow patients to resume revumenib treatment post transplant.
Throughout the study, an independent data monitoring committee monitored safety and
efficacy according to predefined parameters detailed in the protocol and provided
recommendations for continuing or terminating the study. MLA, GCI, EMS, RMS, TK,
ET, JSB, ARS, LY, YC, and RGB analyzed the data; all authors had access to the
clinical trial data. The details of the study design are provided in the study protocol.

RESULTS
Patient baseline demographics and characteristics

From October 1, 2021, to September 18, 2024, 84 patients with R/R NPM1m AML in 9
countries received 21 dose of revumenib and comprised the safety population (Figure
1). At baseline, the median age was 63 years (range, 11-84); 83 patients (98.8%) were
adults (Table 1). FLT3-ITD and -tyrosine kinase domain (TKD) co-mutations were
identified in 31.0% and 7.1% of patients, respectively; other co-mutations included
isocitrate dehydrogenase 1 (IDH1; 13.1%), isocitrate dehydrogenase 2 (IDH2; 11.9%),
tumor protein 53 (TP53; 4.8%), and RAS (3.6%). Patients were heavily pretreated, with
34.5% having received 23 prior lines of therapy (median, 2 [range, 1-7]); 73.8%
received prior venetoclax, 38.1% received prior FLT3 inhibitor therapy, 6.0% received
prior IDH1 inhibitor therapy, and 6.0% received prior IDH2 inhibitor therapy. AlImost one-
fourth of patients (23.8%) had undergone a prior HSCT, 8.3% had extramedullary
disease at enroliment, and 2.4% had active CNS disease at their most recent relapse.
The primary efficacy analysis included 64 efficacy-evaluable adults with centrally
confirmed NPM1m AML and 25% blasts in bone marrow at baseline (Figure 1).

Safety
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Treatment-emergent AEs (TEAES) were experienced by 83 patients (98.8%; grade 23,
77 [91.7%]; Table S3). A total of 66 of 84 patients (78.6%) experienced =1 treatment-
related AE (TRAE) with revumenib (Table 2); 50 patients (59.5%) experienced a grade
>3 TRAE. Dose modifications occurred in 64 patients (76.2%), with 56 patients (66.7%)
requiring dose interruptions (Table S4). TRAEs leading to dose reduction occurred in 10
patients (11.9%) (Table 2). Four patients (4.8%) discontinued revumenib due to a TRAE
(cardiac arrest, differentiation syndrome, osteomyelitis [n=1 patient each], and 1 patient
experienced QTcF prolongation and syncope). One patient (1.2%) died because of a
treatment-related event (cardiac arrest); the investigator reported 2 possible causes
(intracranial hemorrhage or arrythmia), and an autopsy was not performed (Table 2).

Treatment-emergent differentiation syndrome (any grade) occurred in 16 patients
(19.0%), of whom 9 (10.7%) had a grade 3 event, 2 (2.4%) had a grade 4 event, and
none had a grade 5 event. All 16 patients were treated with corticosteroids, with the
addition of hydroxyurea for associated leukocytosis in 5 patients. Differentiation
syndrome led to interruption of revumenib in 7 patients and discontinuation in 1 patient
with a grade 3 event. The median time to initial onset was 10 days (range, 4-34), and
median duration of the initial event of differentiation syndrome was 14.5 days (range, 3-
57).

Treatment-emergent QTcF prolongation (any grade) occurred in 36 patients (42.9%), of
whom 17 (20.2%) had a grade 3 event, 2 (2.4%) had a grade 4 event, and none had a
grade 5 event. QTcF prolongation was managed per treatment guidelines as described
in the Supplement; the median times to initial onset and median duration of the initial
event were 8 days (range, 1-84) and 4 days (range, 1-14), respectively. QTcF
prolongation resulted in dose interruption in 18 patients, dose reduction in 8, and
discontinuation in 1.

Grade 23 treatment-related cytopenias and electrolyte imbalances, which occurred in
25% of patients, included anemia (12 [14.3%]) and thrombocytopenia (8 [9.5%)]).
Revumenib dose reductions due to cytopenias were infrequent (thrombocytopenia, 1
[1.2%]; neutropenia, 1 [1.2%]; white blood cell count decreased, 1 [1.2%]), and no
patient discontinued due to grade =3 cytopenias or electrolyte imbalances.

Efficacy
Primary efficacy: adults

The study met the primary efficacy endpoint for patients with R/R NPM1m AML, with 15
of 64 adult patients achieving CR or CRh (CR+CRh, 23.4%; 95% CI, 13.8-35.7; 1-sided
P=.0014; Table 3). The rate of CRc was 29.7% (95% ClI, 18.9-42.4).The ORR was
46.9% (95% CI, 34.3-59.8).
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The median time to first response was 1.84 months (range, 0.9-4.6), and the median
time to first CR or CRh was 2.76 months (range, 1.8-8.8; Figure 2). The median time to
MRD negativity for those achieving CR+CRh was 2.79 months (range, 1.8-4.7; Table 3).
Changes in neutrophil and platelet counts in patients achieving CR or CRh are shown in
Figure S1.

While the study was not powered to evaluate differences among subgroups, responses
were observed across the various subgroups assessed. Notably, responses were seen
regardless of prior HSCT (CR+CRh rate [yes vs no], 21.4% [3/14; 95% ClI, 4.7-50.8] vs
24.0% [12/50; 95% ClI, 13.1-38.2]) and number of prior lines of therapy (CR+CRh rate [1
vs 2 vs 23 prior lines of therapy], 25.0% [4/16; 95% CI, 7.3-52.4] vs 20.0% [5/25; 95%
Cl, 6.8-40.7] vs 26.1% [6/23; 95% ClI, 10.2-48.4]; Figure 3). CR+CRh rates were
numerically similar in adults <65 years of age (7/31; 22.6%; 95% ClI, 9.6-41.1) and =65
years of age (8/33; 24.2%; 95% Cl, 11.1-42.3). The CR+CRh rate was 16.7% (8/48;
95% ClI, 7.5-30.2) and 43.8% (7/16; 95% ClI, 19.8-70.1) in patients with and without prior
venetoclax exposure, respectively (Figure 3). In patients with prior FLT3 inhibitor use,
the CR+CRh rate was 13.3% (4/30; 95% CI, 3.8-30.7), the CRc rate was 20.0% (95%
Cl, 7.7-38.6; CR, n=4; CRp, n=1; and CRIi, n=1), and the ORR was 40.0% (95% ClI,
22.7-59.4%). Patients with IDH1 or IDH2 co-mutations with NPM1 mutation at baseline
achieved CR+CRh at higher rates than the overall population (75.0% [6/8] and 50.0%
[4/8], respectively).

Across all responders, the median duration of CR+CRh was 4.7 months (95% ClI, 1.2-
8.2; Figure 4A), and the median duration of CRc was 4.7 months (95% CI, 1.9-8.2).
Across all 64 adult efficacy-evaluable patients, the median EFS was 3.0 months (95%
Cl, 2.0-3.8; Figure 4B) and the median OS was 4.0 months (95% Cl, 2.5-7.2; Figure
4C); the median OS in the 15 CR+CRh responders was 23.3 months (95% ClI, 7.2-NR).

Pediatric efficacy

One pediatric patient (female, 11 years old) was not included in the protocol-defined
primary efficacy analysis consisting of the adult efficacy-evaluable population but did
otherwise meet the efficacy-evaluable criteria. This patient was diagnosed 98.2 months
(8.2 years) before enrolling in the study, had an IDH2 mutation at baseline, had received
4 prior treatments (including venetoclax), and had undergone a prior HSCT. This patient
was treated for 17.6 weeks and achieved a CRh response. Treatment continued for 2
cycles after CRh was achieved, at which point the patient relapsed and withdrew
consent from the study.

Efficacy and safety in patients undergoing HSCT

Among 64 adult efficacy-evaluable patients who achieved an overall response (n=30), 5
(16.7%) underwent an allogeneic HSCT while in remission. Three of the 5 HSCT
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recipients resumed revumenib after HSCT. The duration of maintenance therapy with
post-transplant revumenib ranged from 2 to 60 weeks, with no patients remaining on
revumenib post HSCT at the time of the data cutoff (discontinued due to AE [fatigue],
progressive disease, or other reason [relapsed disease]; n=1 each; Figure 2). No
instances of differentiation syndrome, grade =2 QTcF prolongation, or grade 5 TEAES
were observed among the patients who resumed revumenib post HSCT.

Translational analysis: co-mutations and prior therapies

Gene transcription analysis: transcriptional changes in responders and nonresponders
and co-mutations by NGS and response

Transcriptional changes were evaluated in 18 adult efficacy-evaluable patients with
available RNA at baseline and after 1 cycle of revumenib treatment. Following 1 cycle of
revumenib, downregulation of most leukemogenic target genes (MEIS1, PBX3, and
FLT3) was observed. HOXA9 expression was upregulated in all 5 nonresponders and
downregulated in 10 of 13 responders. Expression of genes associated with
differentiation (CD11b, CD14, and CD13) was markedly increased regardless of
response (Figure S2).

Co-mutations were evaluated in the 54 adult efficacy-evaluable patients whose NPM1
mutation status was centrally confirmed by Flagship Biosciences on the Focus Myeloid
NGS panel. In the NGS co-mutation vs response analysis, when responders were
compared with nonresponders, no mutations were significantly associated with
response or lack of response. However, IDH1 mutation was significantly associated with
CR+CRh (P=.0084) or CRc (P=.0013) response vs nonresponse, and STAG2 mutation
was significantly associated with nonresponse when compared with patients who
achieved a CRc response (P=.049; Figure S3).

DISCUSSION

No currently approved therapies specifically target the NPM1 mutation in AML, in either
the frontline or relapsed setting. Patients with NPM1m AML that relapses or is refractory
to initial therapies have a poor prognosis.*?*"*° Historical data suggest that only 48%
and 10% of patients achieve CR when receiving high- or low-intensity treatments,
respectively, as first salvage therapy, with CR rates decreasing with each subsequent line
(second salvage CR, 30% and 8%; subsequent salvage CR, 11% and 2%, respectively)."’
These dismal outcomes highlight the urgent need for improved therapies, especially for
patients unable to tolerate intensive chemotherapy and/or patients whose disease
relapses after treatment with venetoclax. Novel therapies, such as those directed at
menin, including revumenib—the first US Food and Drug Administration—approved
menin inhibitor—ziftomenib®"*? and bleximenib*, provide a promising approach to
targeting leukemogenesis driven by the KMT2A-menin interaction. 26323435
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Patients with R/R NPM1m AML who enrolled in the phase 2 part of AUGMENT-101 had
high-risk baseline characteristics. In the safety population, the median age was 63 years
(range, 11-84), and the median number of prior lines of therapy was 2 (range, 1-7), with
34.5% of patients having received =3 prior lines of therapy and 19.0% having received
=4. Importantly, 73.8% of treated patients had previously received a venetoclax-
containing treatment regimen, 38.1% had received a prior FLT3 inhibitor, and 23.8%
had undergone a prior HSCT, with 9.5% having received >1 prior HSCT. At study entry,
approximately 57.1% of patients had disease refractory to the most recent line of
therapy. This clinical trial patient population is representative of the real-world population
of patients with R/R NPM1m AML for whom standard-of-care therapies failed and/or
who relapsed after HSCT, both of which are characteristics that confer poor outcomes
independent of the presence of an NPM1 mutation.

The phase 2 portion of AUGMENT-101 met the primary endpoints in patients with R/R
NPM1m AML. The CR+CRh rate achieved with revumenib in the adult efficacy-
evaluable population was 23.4% (95% CI, 13.8-35.7; 1-sided P=.0014). Almost half of
patients achieved a response (ORR, 46.9%), which allowed a subset of patients to
proceed to HSCT. The 1 pediatric patient treated achieved CRh. Efficacy of revumenib
monotherapy was observed across various subgroups, including by age, prior lines of
therapy, prior venetoclax, and prior FLT3 inhibitor exposure. Notably, the CR+CRh rates
in patients receiving prior venetoclax or a FLT3 inhibitor were 16.7% and 13.3%,
respectively. While these CR+CRh rates are lower than the 23.4% observed in the
overall population with R/R NPM1m AML in this study, they were numerically greater
than historical CR rates with salvage therapies after failure of venetoclax or a FLT3
inhibitor (4.2% and 6%, respectively).'®*® The median time to first CR+CRh was 2.8
months (range, 1.8-8.8), and the median DOR was an additional 4.7 months (95% ClI,
1.2-8.2) thereafter. These clinical data confirm the oncogenic role between menin and
KMT2A in NPM1m AML and demonstrate that disruption of this interaction with
revumenib, an orally administered targeted inhibitor, provides meaningful antileukemic
activity.

The safety profile of revumenib in R/R NPM1m AML was consistent with that seen in
other acute leukemias and was predictable, with AEs primarily related to the underlying
disease, mechanism of action based on preclinical characterization of revumenib, and
characteristics of this population (older aged and heavily pretreated). QTc prolongation
and differentiation syndrome were known possible AEs with revumenib, and both were
manageable. Differentiation syndrome was managed using steroids and hydroxyurea
when necessary and appears to be a class effect of menin inhibition.3®

Gene expression analysis showed that HOXA9 expression increased in all
nonresponders but decreased in most responders over the first cycle of revumenib
treatment. This observation suggests that changes in HOXA9 expression may be an
early biomarker of revumenib response in NPM1m AML.%" The co-mutation analysis
showed that several genes were mutated exclusively or predominantly in responders or
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nonresponders; however, none reached statistical significance when responders were
compared with nonresponders. Notably, IDH1 was significantly associated with both
CR+CRh and CRc responses vs nonresponse; STAG2 expression was significantly
associated with nonresponse vs CRc response. These results should be interpreted
with caution as bulk gene expression analysis is not able to distinguish between
changes in cell composition and changes in gene expression in equivalent cells. Further
studies are warranted to assess these possible relationships.

This single-agent study of revumenib has limitations that should be noted. Co-mutations
were assessed locally at the discretion of the investigator, which may have resulted in
inconsistencies due to variability in reporting. In addition, assessments of genetic
markers of revumenib resistance have not yet been performed. Lastly, the nature of
single-arm clinical trials has inherent limitations compared with studies with control
arms.

These results build upon the first evidence from AUGMENT-101 that demonstrated that
a targeted treatment could benefit patients with R/R NPM1m AML.% Treatment with
revumenib, a selective, first-in-class menin inhibitor, continued to provide a meaningful
clinical benefit and manageable safety profile for patients with R/R NPM1m AML.
Additional studies assessing revumenib in combination for R/R NPM1m AML (SAVE
[NCT05360160]) and in the frontline newly diagnosed AML setting for fit (SNDX-5613-
0708 [NCT06226571]) and unfit (Beat AML [NCT03013998]; EVOLVE-2
[NCT06652438)) patients are ongoing.**** In conclusion, these results suggest that
revumenib has the potential to provide substantial improvement over currently available
treatments in patients with R/R NPM1m AML.
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TABLES

Table 1. Baseline demographics and clinical characteristics

Adult efficacy-evaluable
population

Safety population

Parameter (n=64) (N=84)
Age, median (range), years 65 (19-84) 63 (11-84)
<18, n (%) 0 1(1.2)

=18 to <65, n (%) 31 (48.4) 42 (50.0)
265, n (%) 33 (51.6) 41 (48.8)
Sex, n (%)
Female 38 (59.4) 50 (59.5)
Male 26 (40.6) 34 (40.5)
Race, n (%)
Black or African American 6 (9.4) 7 (8.3)
Asian 4 (6.3) 5 (6.0)
White 38 (59.4) 48 (57.1)
Multiple 1(1.6) 1(1.2)
Other 3(4.7) 3 (3.6)
Unknown 9(14.1) 17 (20.2)
Missing 3(4.7) 3 (3.6)
Disease status at baseline, n
(%)
Primary refractory 5 (7.8) 7 (8.3)
Relapsed refractory 35 (54.7) 41 (48.8)
Early untreated relapse* 17 (26.2) 23 (27.4)
Late untreated relapse’ 7 (10.8) 13 (15.5)
Extramedullary disease, n (%) |4 (6.3) 7 (8.3)
Co-occurring mutations, n (%)
FLT3-ITD 22 (34.4) 26 (31.0)
FLT3-TKD 4 (6.3) 6 (7.1)
RAS 2(3.1) 3(3.6)
TP53 4 (6.3) 4 (4.8)
Previous therapies
Median (range) 2 (1-7) 2 (1-7)
23, n (%) 23 (35.9) 29 (34.5)
24, n (%) 14 (21.9) 16 (19.0)
Venetoclax, n (%) 48 (75.0) 62 (73.8)
HSCT, n (%) 14 (21.9) 20 (23.8)
>1 prior HSCT, n (%) 4 (6.3) 8 (9.5)
FLT3 inhibitor, n (%) 30 (46.9) 32 (38.1)
IDH1 inhibitor, n (%) 3(4.7) 5 (6.0)
IDH2 inhibitor, n (%) 4 (6.3) 5 (6.0)
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FLT3, fms-related receptor tyrosine kinase 3; HSCT, hematopoietic stem cell transplant;
IDH1, isocitrate dehydrogenase 1; IDH2, isocitrate dehydrogenase 2; ITD, internal
tandem duplication; TKD, tyrosine kinase domain; TP53, tumor protein p53.

*Early untreated relapse was defined as <1 year from initial complete remission to
relapse.

TLate untreated relapse was defined as =1 year from initial complete remission to
relapse.
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Table 2. Summary of AEs based on treatment-emergent AE incidence 215% and
treatment-emergent SAE incidence 25%

Safety population (N=84)

Treatment-emergent

Treatment-related AE

AE
Any Grade 23 Any Grade 23

All terms, n (%) grade grade

AE 83(98.8) | 77 (91.7) 66 (78.6) |50 (59.5)

AE (treatment emergent), incidence

215%
QTcF prolongation 36 (42.9) |19 (22.6) 34 (40.5) |18(21.4)
Vomiting 31(36.9) |3(3.6) 17 (20.2) |[1(1.2)
Febrile neutropenia 29 (34.5) |28(33.3) 12 (14.3) |11 (13.1)
Hypokalemia 27 (32.1) |8(9.5 7 (8.3) 2(2.4)
Nausea 24 (28.6) |5 (6.0) 14 (16.7) |2 (2.4)
Anemia 23 (27.4) |21 (25.0) 13 (15.5) |12 (14.3)
Diarrhea 23 (27.4) |5(6.0) 6 (7.1) 1(1.2)
Fatigue 20 (23.8) |4 (4.8) 8 (9.5) 1(1.2)
Pyrexia 20(23.8) |1(1.2 3(3.6) 0
Epistaxis 18 (21.4) |4 (4.8) 3 (3.6) 2(2.4)
Peripheral edema 18(21.4) |0 4 (4.8) 0
Differentiation syndrome 16 (19.0) |11 (13.1) 15(17.9) |11 (13.1)
Dyspnea 16 (19.0) |3 (3.6) 4 (4.8) 1(1.2)
Pneumonia 16 (19.0) |12 (14.3) 3(3.6) 1(1.2
Dysgeusia 14 (16.7) 0 10 (11.9) 0
Platelet count decreased 14 (16.7) |14 (16.7) 9 (10.7) 9 (10.7)
Thrombocytopenia 14 (16.7) |12 (14.3) 8 (9.5) 8 (9.5)
Abdominal pain 13 (15.5) |2 (2.9) 3 (3.6) 0
Arthralgia 13(15.5) [1(1.2 1(1.2) 0
Constipation 13(155) |0 1(1.2) 0
Decreased appetite 13(15.5) [1(1.2 5 (6.0) 1(1.2)
Sepsis 13 (15.5) |13 (15.5) 0 0

Serious AE 64 (76.2) | — 31(36.9) |—

Serious AE (treatment emergent),

incidence 25%
Febrile neutropenia 18 (21.4) |— 7 (8.3) —
Differentiation syndrome 11 (13.1) |— 11 (13.1) |—
Sepsis 11 (13.1) |— 0 —
Pneumonia 7 (8.3) — 1(1.2) —
Anemia 6 (7.1) — 3 (3.6) —
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QTcF prolongation 6 (7.1) — 6 (7.1) —
AE leading to dose reduction 10 (11.9) |— 10 (11.9) |—
AE leading to dose interruption* 56 (66.7) | — 42 (50.0) |—
AE leading to treatment discontinuation | 25 (29.8)" | — 4 (4.8) —
AE leading to death 21 (25.0) |— 1 (1.2)* —

AE, adverse event; QTcF, corrected QT interval by Fridericia; TRAE, treatment-related

adverse event.

*This includes patients who had interruptions and restarted treatment on the same day
as directed by protocol for electrolyte management and/or QTcF prolongation.

TPatients may have experienced >1 treatment-emergent AE leading to discontinuation.
Of these 25 patients in the safety population who discontinued treatment due to an AE,
21 were in the efficacy-evaluable population (Figure 1).

*The treatment-related AE leading to death was classified as cardiac arrest; however,
the investigator reported 2 possible causes of death: intracranial hemorrhage (patient

had profound thrombocytopenia since baseline [platelet counts, 6-13 G/L]) or
arrhythmia; an autopsy was not performed.
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Table 3. Efficacy response

Adult efficacy-
evaluable population

Parameter (n=64)
ORR, n (%) 30 (46.9)
95% ClI 34.3-59.8
Time to first response, median (range), months 1.84 (0.9-4.6)
Duration of first response, median (95% CI), months 4.4 (1.2-5.6)
CR+CRh rate, n (%) 15 (23.4)
95% ClI 13.8-35.7
P value, 1-sided .0014
Time to first CR+CRh, median (range), months 2.76 (1.8-8.8)
Duration of CR+CRh, median (95% CI), months 4.7 (1.2-8.2)
CRc, n (%) 19 (29.7)
95% CI 18.9-42.4
Best response, n (%)
CR 12 (18.8)
CRh 3(4.7)
CRi* 2(3.1)
CRp* 2(3.1)
MLFS 9(14.1)
PR 2(3.1)
No response 19 (29.7)
Disease progression 5 (7.8)
Other! 10 (15.6)
)
No. of responders who proceeded to HSCT, n/N (%) 5/30 (16.7)
Resumed treatment after HSCT, n/N (%) 3/5 (60.0)

CR, complete remission; CRc, composite complete remission; CRh, complete remission
with partial hematologic recovery; CRi, complete remission with incomplete hematologic

recovery; CRp, complete remission with incomplete platelet recovery; HSCT,
hematopoietic stem cell transplant; MLFS, morphological leukemia-free state; MRD,
measurable residual disease; ORR, overall response rate; PCR, polymerase chain

reaction; PR, partial remission.

*CRIi per European LeukemiaNet 2017 was defined as all CR criteria except for residual
neutropenia (<1x10°%/L) or thrombocytopenia (<100x10%L). CRp was defined as all CR

criteria except for platelet count <100x10%/L.%’

TIncludes patients not evaluable due to death (n=9, none were treatment-related) or

withdrew consent (n=1) before a postbaseline disease assessment could be obtained.
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FIGURE LEGENDS
Figure 1. Patient flow diagram.

AE, adverse event; HSCT, hematopoietic stem cell transplant; NPM1m, nucleophosmin
1 mutation; PD, progressive disease; PR, partial remission; QTcF, corrected QT interval
by Fridericia.

*These patients started treatment after the 64th adult efficacy-evaluable patient and
thus did not have the opportunity for 26 months of follow-up.

TMutational status was reviewed locally for eligibility in phase 2 and centrally confirmed
for inclusion in the efficacy-evaluable population.

*Twenty-one patients in the adult efficacy-evaluable population experienced treatment-
emergent AEs that led to study drug discontinuation (patients may have experienced >1
treatment-emergent AE leading to discontinuation): sepsis (n=5); septic shock (n=2);
acute respiratory failure, agitation, cardiac arrest, cardiorespiratory arrest, cerebral
hemorrhage, death, febrile neutropenia, intracranial hemorrhage, osteomyelitis,
posterior reversible encephalopathy syndrome, QTcF prolongation, stress
cardiomyopathy, sudden death, syncope, and upper gastrointestinal hemorrhage (each
n=1).

SOther reasons for discontinuation included patient moved to hospice (n=2) and patient
wished to discontinue due to worry over AEs (n=1).

'Five patients proceeded to HSCT while in remission during the study, including 1
patient who was taken off study due to AE but subsequently proceeded to HSCT 6
weeks later while still in remission without any intervening antileukemia therapy.

Figure 2. Swimmer plot of duration of treatment (adult efficacy-evaluable
population).

CR, complete remission; CRc, composite complete remission; CRh, complete remission
with partial hematologic recovery; CRi, complete remission with incomplete hematologic
recovery; CRp, complete remission with incomplete platelet recovery; HSCT,
hematopoietic stem cell transplant; MLFS, morphological leukemia-free state; PR,
partial remission.

Figure 3. Forest plot of CR+CRh rate by subgroup (adult efficacy-evaluable
population).

AML, acute myeloid leukemia; CNS, central nervous system; CR, complete remission;
CRh, complete remission with partial hematologic recovery; CRi, complete remission
with incomplete hematologic recovery; DNMT3A, DNA methyltransferase 3 alpha;
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ECOG, Eastern Cooperative Oncology Group; FLT3, fms-related receptor tyrosine
kinase 3; HSCT, hematopoietic stem cell transplant; IDH1, isocitrate dehydrogenase 1;
IDH2, isocitrate dehydrogenase 2; ITD, internal tandem duplication; PS, performance
status; TKD, tyrosine kinase domain; TP53, tumor protein p53.

*One patient with an ECOG PS of 3 was included. This patient had an ECOG PS of 0-2
at screening per protocol but an ECOG PS of 3 on cycle 1 day 1. The most recent
status prior to the first dose of study treatment was used for baseline characteristics.

TPrimary refractory disease was defined as no CR or CRi after 2 courses of intensive
induction treatment, excluding patients with death during aplasia or death due to
indeterminate cause.?’ Refractory relapse was defined as disease remission (CR or
CRI) in response to prior therapy followed by relapse but without attaining a remission
with reinduction therapy. Early untreated relapse was defined as occurring <1 year after
prior remission. Late untreated relapse was defined as occurring 21 year after
remission.

Figure 4. Kaplan-Meier curves for (A) duration of CR+CRh response (n=15), (B)
event-free survival in the adult efficacy-evaluable population (n=64), and (C)
overall survival in the adult efficacy-evaluable population (n=64).

CR, complete remission; CRh, complete remission with partial hematologic recovery;
EFS, event-free survival; OS, overall survival.

*EFS was defined as the number of months from the date of first dose to the date of first
documented relapse/progression or death, whichever occurred first.

TOS was defined as the percentage of at-risk patients who did not experience an event
of death up to that time point.
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Figure 1
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Figure 3

Subgroup Patients, n (%) CR+CRh rate (95% Cl), %
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Female 38 (59.4) — 21.1(9.6-37.3)
Male 26 (40.6) —_—— 26.9 (11.6-47.8)
Race
White 38 (59.4) —_— 26.3 (13.4-43.1)
Non-white 14 (21.9) —_— 21.4 (4.7-50.8)
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No 16 (25.0) o 43.8 (19.8-70.1) 3
CNS disease at the most recent relapse =
Yes 1(1.6) 0 (0.0-97.5) 2
No 63 (98.4) — 23.8 (14.0-36.2) =
IDH1 status 3
Wild type 40 (62.5) D _— 17.5 (7.3-32.8) 3
Mutant 8 (12.5) 75.0 (34.9-96.8) S
Not available 16 (25.0) — 12.5 (1.6-38.3) Iy
IDH2 status 3
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Mutant 21(32.8) D S——— 28.6 (11.3-52.2) g
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FLT3 status S
Wild type 31 (48.4) —_— 29.0 (14.2-48.0) b
ITD 22 (34.4) —_— 18.2 (5.2-40.3) S
TKD 4(6.3) 25.0 (0.6-80.6) &
Not available 7 (10.9) 14.3 (0.4-57.9) 9
RAS status 3
Wild type 27 (42.2) —_— 14.8 (4.2-33.7) o
Mutant 2(3.1) 0(0.0-84.2) -
Not available 35 (54.7) —_— 31.4 (16.9-49.3) S
TP53 status 2
Wild type 29 (45.3) —— 20.7 (8.0-39.7) S
Mutant 4(6.3) 0 (0.0-60.2) 2
Not available 31(48.4) — 29.0 (14.2-48.0) <
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Figure 4A
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Menin Inhibition With Revumenib for NPM1-Mutated

Relapsed or Refractory Acute Myeloid Leukemia (AML)

Context of Research Main Findings g
 The prognosis for patients with Adult Efficacy Results (n=64) g
NPM1l-mutated (NPM1m) » Almost half of all patients experienced a clinically meaningful response %
relapsed/refractory (R/R) AML is (ORR 47%), with 23% achieving a complete response (CR or CRh) across g
poor, representing an urgent various subgroups. 5
unmet medical need SER Overall 100.0 o :
S . 50 1 Re ﬁ:@ Ses Yes 219 —— =]
* Revumenib is a potent, selective - NAME] N~ o prior”nesg-}herapy —— g
menin inhibitor that targets [[\fgd 1 250 —— 5
leukemogenesis in NPM1m AML 401 NEE] >3 359 —— &
[SERI Prior venetoclax 5
N ORR, < m%s ;gg -— %
Patients and Methods - 30 1 46.9% E@g% IDHL status ' * S
0 NAME] Wild type 62.5 -— >
L. i c Mutant 125 — =
ClinicalTrials.gov ID NCT04065399 || .2 ofavallahSEE25!0 - 8
T 20 A ! =4
7 \ a Wild type 62.5 - g
i Mutant 125 _—— a
84 patients: CR+CRb, e 250 -
+ Aged 230 days diagnosed with 10 1 23.4% i type o P S
R/R NPMlm AML o 1l\—l'gPavailable 2039 —— §
» Treated with revumenib in 0 0 20 40 60 80 100 g
28-day cycles Most Common Grade 23 g
\ / || Safety Results (N=84) Treatment-Related AEs, % %
. LUE!
. i QTc prolongation Y
Endpoints Fewer than 5% of treated patients Anermia [VALUY] §
* Primary: CR+CRh rate, safety discontinued due to a i iati [VALYE] &
' : ’ treatment-related adverse event Differentiation syndrome value 3
* Key secondary: ORR Febrile neutropenia [ e I g
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Conclusions: In patients with NPM1m R/R AML, revumenib demonstrated a favorable ¢
complete response rate and a manageable safety profile. -
L
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