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Targeting menin-KMT2A in newly diagnosed AML

Acute leukemia

* Genetic alterations such as KMT2Ar and NUP98r promote PP _ : '
R ) ) L utate . y fusion protein Leukemic gene
leukemogenesis and are associated with poor clinical NPM1 N 77 aupaEio

outcomes in acute leukemial+ ‘ [ ON ]

* Revumenib, a first-in-class, oral, potent, and selective \ ‘“
inhibitor of the menin-KMT2A interaction, is used for the fers @W
Leukemia

treatment of R/R AML harboring an NPM1 mutation or
R/R AL with a KMT2A translocation in adult and pediatric A AL e B A Iy Jueests

patients >1 year>®

Leukemic gene
expression

KMT2A

* Adding revumenib to IC may further decrease leukemic
fusion protein

cell proliferation and enhance differentiation, improving
overall response to treatment

MEIS
Differentiation

Here we report updated findings from the dose level 1 and 2 cohorts of the dose-escalation portion
of the phase 1 study of revumenib + IC in newly diagnosed AML with NPM1m, KMT2Ar, or NUP98r

HOX, homeobox; IC, intensive chemotherapy; KMT2Ar, KMT2A rearranged; MEIS, Meis homeobox; NPM1m, NPM1 mutated; NUP98r, NUP98 rearranged; XPO1, exportin-1.
1. Issa GC, et al. Blood Cancer J. 2021;11(9):162. 2. Hollink IHIM, et al. Blood. 2011;118(13):3645-3656. 3. Nadiminti KVG, et al. / Hematol Oncol. 2024;17(1):113. 4. Yokoyama A, et al. Cell. 2005;123(2):207-218. 5. Issa GC, et al. J Clin Oncol. 2025;43(1):75-84.
6. Arellano ML, et al. Blood. 2025;146(9):1065-1077.



Presenter Notes
Presentation Notes
Sappiamo tutti molto bene oggi che le LAM con riarrangiamento di KMT2A, NUP98 o mutazione di NPM1 sono caratterizzate dalla upregolazione di geni chiave, tra cui HOXA9 e MEIS1, in grado di  promuovere la leucemogenesi e mantenere le cellule in uno stato leucemico, impedendone il differenziamento.”
Menina è una proteina che interagisce con KMT2A e contribuisce a mantenere attivo questo programma trascrizionale. 
Gli inibitori della menina, in sviluppo clinico, interrompono l’interazione menina–KMT2A. 
In questo modo viene soppresso il programma HOXA9–MEIS1, e le cellule leucemiche possono differenziarsi, perdendo progressivamente le caratteristiche leucemiche.

“Revumenib è il primo inibitore orale, potente e selettivo dell’interazione menina–KMT2A appartenente a questa classe farmacologica…….

15/11/2024 → KMT2A�24/10/2025 → NPM1

Condivido con voi oggi i risultati aggiornati delle coorti relative ai livelli di dose 1 e 2 della fase di incremento della dose dello studio di fase 1 di revumenib in combinazione con la chemioterapia intensiva (IC), in pazienti con LAM di nuova diagnosi e mutazione di NPM1, riarrangiamento di KMT2A o riarrangiamento di NUP98.











We all know that r-KMT2A leukemias are characterized by the overexpression of gene like HOXA9 and MEIS1, RESPONSIBLE FOR the maintenance of the leukemic state. 
Menin is a cofactor, stricly linked to KMT2A. 
When we add a menin inhibitor, we are able to disrupt the interaction between menin and KMT2A, and to suppress the HOXA9 MEIS1 transcriptional factor, so inducing cell differentiation.
 
This slide illustrates the fundamental biological dependency that we are trying to exploit.
In KMT2A-rearranged leukemia, menin acts as a critical scaffold within the oncogenic transcriptional complex.
By disrupting the interaction between menin and KMT2A, menin inhibitors suppress the HOXA9–MEIS1 transcriptional program that is required to maintain the leukemic state.
So, the therapeutic concept is not simply to kill the leukemic cell, but to disrupt the transcriptional program that maintains its identity.



“What this schematic illustrates is the fundamental biological dependency we are trying to exploit. In KMT2A-rearranged leukemia, menin acts as a critical scaffold within the oncogenic transcriptional complex. By disrupting the menin–KMT2A interaction, menin inhibitors suppress the HOXA9–MEIS1 transcriptional program that is required to maintain the leukemic state.”
E poi aggiungerei una frase molto importante:
“So, the therapeutic concept is not simply to kill the leukemic cell, but to disrupt the transcriptional program that maintains its identity.”



High relapse rates, persistent measurable residual disease (MRD), and short overall survival remain challenges in AL harboring these genetic alterations
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Study design (NCT06226571)

* Multicenter, open-label, nonrandomized, dose-escalation and -expansion study of revumenib + IC

Phase 1: Revumenib + IC induction, IC and/or HSCT consolidation, and post-consolidation maintenance

* 18-75y of age Dose escalation® HIDAC consolidation Primary )
* Newly diagnosed Revumenib g12h (up to 4 cycles) * Occurrence of DLTs
NPM1m, KMT2Ar, DL2¢ 160 mg/270 mg Revumenib (D6-D26) + HiDAC' * Frequency and
or NUP98r2 AML by + strong CYP3A4i T severity of TEAEs,
WHO 2022 criteria 1 TRAEs, and SAEs!
« ECOG PS score of 0—2 Revumenib q12h Eligibles patients who Secondary
(0 or 1if >65y of age) L 110 mg/220 mg Induction achieve remission may Revumenib « PK parameters
. : + strong CYP3A4i (up to 2 cycles) initiate HSCT at any R
* Candidate for IC . — . ) . > maintenance m
: Revumenib point after induction N Exploratory
* <3%FLT3-ITD or H Revumenib g12h (D8-D28) + 7 + 3¢ and before completing (p1-D28) * CRrate
FLT3-TKDmor no 75 mg/160 mg 4 cycles of HIDAC * CRcrate
plan to receive FLT3i + strong CYP3A4i . Until disease « ORR®
Dose expansion 4 progre.ss.io? * TIR
20 patients each at RP2D or toxicity * MRD-negativity rate?

HR NPM1 KMT2, HCT

2While NUP98r patients were eligible, none had enrolled at time of analysis. *Study uses a “rolling 6” design with a backfill of approximately 6 patients at tolerated doses for a total of 12 evaluable patients per DL. Alternate dosing schedules (eg, 14 days) may be explored. cHighest dose not to exceed the RP2D from AUGMENT-101. “For dose de-
escalation only. €5 + 2 schedule used in Cycle 2. Chemotherapy doses: cytarabine 100-200 mg/m?, idarubicin 12 mg/m2, or daunorubicin 60 mg/m2. f{Chemotherapy doses: cytarabine 1.5 g/m? (260 years of age; Days 1, 3, and 5) or 3.0 g/m? (<60 years of age; Days 1-3 or 1, 3, and 5). 8Patient must have achieved CR or CRi. "Patient must have
achieved CR or CRi after >3 cycles. Treatment can continue for up to 2 years. iRelevant to the current analysis. “DLTs were predefined in the protocol and assessed by investigator per NCI CTCAE v5.0%; all were reviewed and confirmed by the safety review committee. 'AESIs (differentiation syndrome, grade >2 QTcF prolongation, and potential
Hy’s Law cases) will also be assessed, though not as a per-protocol primary endpoint. ™For response and MRD assessments, bone marrow aspirate was collected following evidence of progressive disease in peripheral blood. "CRc = CR + CRi. °ORR = CRc + MLFS. PAssessed locally.

AESI, adverse event of special interest; CR, complete remission; CRc, composite CR; CRi, CR with incomplete hematologic recovery; CTCAE v5.0, Common Terminology Criteria for Adverse Events v5.0; CYP3A4i, cytochrome P450 3A4 inhibitor; D, day; DL, dose level; DLT, dose-limiting toxicity; ECOG PS, Eastern Cooperative Oncology Group
performance status; FLT3i, FLT3 inhibitor; HiDAC, high-dose cytarabine; HR, high-risk; IC, intensive chemotherapy; ITD, internal tandem duplication; MLFS, morphologic leukemia-free state; MRD, measurable residual disease; NCI, National Cancer Institute; ORR, overall response rate; SAE, serious adverse event; TEAE, treatment-emergent
adverse event; TKDm, tyrosine kinase domain mutation; TRAE, treatment-related adverse event; TTR, time to response; WHO, World Health Organization.

1. National Cancer Institute, Cancer Therapy Evaluation Program. Common Terminology Criteria for Adverse Events (CTCAE), Version 5.0. National Institutes of Health, U.S. Department of Health and Human Services; November 27, 2017. Accessed [September 2, 2026].

https://ctep.cancer.gov/protocoldevelopment/electronic_applications/docs/CTCAE_v5_Quick_Reference_8.5x11.pdf



Presenter Notes
Presentation Notes
The safety population included all patients who received ≥1 dose of revumenib, and patients in the response-evaluable population received ≥1 dose of revumenib and had ≥1 post-baseline response assessment
CRc= CR+ Cri
ORR= CRc+ MLFS
TTR= tempo alla risposta 
Mantenumento per 2 anni



“Il posaconazolo è un potente inibitore del CYP3A4 e aumenta l’esposizione al revumenib; per questo, quando viene somministrato concomitantemente, è necessario ridurre la dose di revumenib.”


NAZIONALE SIFE For use only by Syndax Medical Affairs for scientific exchange purposes. Do not copy or distribute

Demographics
Characteristic Characteristic
ECOG P! 9
Age, median (range) 43.0 57.5 50.0 COOG S score, n (%) — — —
8% ek y (20.0-73.0) (19.0-68.0) (19.0-73.0) (53) (40) (46)
1 4.(27) 12 (60) 16 (46)
Female, n (%) 10 (67) 16 (80) 26 (74) 2 3(20) 0 3(9)
Race, n (%) Genetic aberration, n (%)
White 10 (67) 17 (85) 27 (77) NPM1m 2 (13) 12 (60) 14 (40)
Black or | KMT2Ar 13 (87) 8 (40) 21 (60) |
African American 1(7) 0 1(3) Co-occurring mutations, n (%)?
Asian 2 (13) 1(5) 3(9) (FLIT3I"TD 3o 15) o)
allelic ratio of <3% 0 3 (15 3(9
Not reported 2 (13) 1(5) 3(9) FLT3-ITD/total FLT3)
Other 0 1(5) 1(3) FIT3-TKDm
Ethnlc.:lty, . . 11 (73) 19 (95) 30 (86) (no plan for FLT3-targeted 1(7) 0 1(3)
not Hispanic, n (%) therapy)

e As of 30 November 2025, 15 patients were dosed at DL1 and 20 were dosed at DL2

*No NUP98r patients were enrolled. No other co-occurring mutations were planned for detection. ROMA, 21-23 Settembre 2026

DL, dose level; ECOG PS, Eastern Cooperative Oncology Group performance status; ITD, internal tandem duplication; KMT2Ar, KMT2A rearranged; NPM1m, NPM1 mutated; TKDm, tyrosine kinase domain mutation.


Presenter Notes
Presentation Notes
During induction, patients received either cytarabine 100 or 200 mg/m2
Patients in DL1 were younger than those in DL2 (median age, 43.0 and 57.5 years, respectively), with a better baseline ECOG PS score (0: 53% vs 40%; 1–2: 47% vs 60%)
More patients had a KMT2Ar in DL1 than in DL2 (87% vs 40%); patients with NUP98r were eligible; however, none had enrolled at the time of analysis

NESSUNO CON NUP 98
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Safety: treatment-emergent AEs

Parameter, n (%) Any grade Grade 23 Grade 23 Grade 23

Any TEAE? 14 (93) 13 (87) 20 (100) 19 (95) 34 (97) 32 (91)
Thrombocytopenia/platelet count
decreased® 8 (53) 7 (47) 13 (65) 13 (65) 21 (60) 20 (57)
Febrile neutropenia 8 (53) 8 (53) 13 (65) 11 (55) 21 (60) 19 (54)
Diarrhea 6 (40) 0 13 (65) 1(5) 19 (54) 1(3)
Neutropenia/neutrophil count decreased® 8 (53) 7 (47) 9 (45) 9 (45) 17 (49) 16 (46)
Nausea 6 (40) 0 (35) 0 13 (37) 0
Anemia 4(27) 4(27) 7 (35) 7 (35) 11 (31) 11 (31)
Hypokalemia 3(20) 0 8 (40) 4 (20) 11 (31) 4 (11)
Vomiting 4(27) 1(7) 6 (30) 0 10 (29) 1(3)
Hypophosphatemia 4 (27) 0 5(25) 0 9 (26) 0
White blood cell count decreased 4 (27) 4 (27) 4(20) 4 (20) 8 (23) 8 (23)

* Rates of thrombocytopenia were not unexpected for a population receiving IC

2Any grade TEAES occur! g 225% of patients and grade 3 TEAESs occur 15% of patients. ®Platelet count decreased” and “neutrophil count decreased” were likely laboratory-defined and graded per CTCAE v5.0 criteria, whereas thrombocytopeniais R(_) \[ \_ '_: l ) 5 Sf“ttf“l’ﬂ]’)rl’ 202 h
vesti r-r i hough gr: m i i S e bl



Presenter Notes
Presentation Notes
Primo obiettivo, la safety
Sicurezza: eventi avversi insorti durante il trattamento (TEAE)
As of 30 November 2025, 14/15 patients dosed at DL1 and 14/20 dosed at DL2 were evaluable for dose-limiting toxicities (DLTs) per protocol criteria (received ≥75% of planned dosing or experienced a DLT, assessed from first revumenib dose [Cycle 1 Day 8] through Day 42 of last induction cycle or start of consolidation, whichever occurred first)
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Safety: revumenib-related treatment-emergent AEs

Total
(N =35)

Parameter, n (%) Any grade Grade 23 Any grade Grade 23 Any grade Grade 23
Revumenib-related TEAEs? 10 (67) 5(33) 13 (65) 12 (60) 23 (66) 17 (49)
Anemia 3(20) 3(20) 3 (15) 3(15) 6(17) 6(17)
Thrombocytopenia® 2 (13) 1(7) 3 (15) 3 (15) 5(14) 4 (11)
Platelet count decreased® 2 (13) 2(13) 2 (10) 1(5) 4 (11) 3(9)
Neutropenia® 1(7) 1(7) 3(15) 2 (10) 4 (11) 3(9)
Neutrophil count decreased® 4(27) 3(20) 2 (10) 2 (10) 6(17) 5(14)
E> QTcF prolongation® 3(20) 1(7) 5 (25) 2 (10) 8(23) 3(9)

* 1 DLT of grade 3 QTcF prolongation was reported in DL1; the patient discontinued revumenib during Cycle 1
and achieved MRD—negative CR at the end of Cycle 1 and proceeded to HSCT

2Any grade TRAES occurring in 215% of patients and grade >3 TRAES occurring in 210% of patients. ®”Platelet count decreased” and “neutrophil count decreased” were likely laboratory-defined and graded per CTCAE v5.0 criteria, whereas thrombocytopenias typically R(‘) \[ \ 2123 Sﬂttern]‘)rﬁ 2026

investigator-reported as a clinical adverse event though graded similarly. As a result, some events may have been captured in both categories. °In DL1, events were grade 1, grade 2, and grade 3 (n = 1 each); in DL2, events were grade 1 (n = 3) and grade 3 (n = 2).
CR, complete remission; CTCAE mmon Terminology Criteria for Adverse Evel DL, dose level; DLT, dose-limiting toxicity; HSCT, hematopoietic stem cell transplant; MRD, measurable residual disease; TEAE, treatment-emergent adverse event.


Presenter Notes
Presentation Notes
Sempre in termini di sicurezza: eventi avversi correlati a revumenib insorti durante il trattamento (TEAE). I piu comuni sono anemia e piastrinopenia
• Un caso di DLT (tossicità dose-limitante) di grado 3, rappresentato da un prolungamento dell’intervallo QTcF, è stato riportato al livello di dose 1 (DL1); il paziente ha interrotto il trattamento con revumenib durante il Ciclo 1, ha ottenuto una remissione completa (CR) MRD-negativa al termine del Ciclo 1 ed è stato successivamente sottoposto a trapianto allogenico di cellule staminali ematopoietiche (HSCT).

1. Piastrinopenia: il meccanismo è abbastanza diretto
Per capire il fenomeno bisogna partire dalla megacariopoiesi:
cellula staminale/progenitrice CD34+ → progenitore megacariocitario → megacariocita maturo → piastrine
Recenti dati sperimentali mostrano che menin è importante anche per la normale produzione dei megacariociti. Quando si inibisce menin con revumenib:
inibizione di menin�↓�riduzione dell'espressione di alcuni geni regolatori, tra cui MEF2C/PBX3
MSCC Agosto 2026 lavoro di justin Wheat Cancer Cell�↓�riduzione dei progenitori megacariocitari�↓�meno megacariociti maturi�↓�meno produzione di piastrine�↓�piastrinopenia
Studi su cellule CD34+ umane hanno infatti mostrato una riduzione dei progenitori megacariocitari e della formazione di megacariociti maturi dopo trattamento con revumenib. Dati genetici che eliminano MEN1 producono un effetto simile, supportando l'idea che sia un effetto on-target dell'inibizione di menin. 
“La piastrinopenia associata ai menin inhibitor sembra essere almeno in parte un effetto on-target: menin è coinvolta nella megacariopoiesi e la sua inibizione riduce i progenitori megacariocitari e la maturazione dei megacariociti, con conseguente riduzione della produzione piastrinica. La neutropenia è invece probabilmente più multifattoriale, considerando sia l'effetto della modulazione trascrizionale sulla normale ematopoiesi sia il contesto clinico dei pazienti, spesso già sottoposti a precedenti terapie e/o a chemioterapia concomitante.”
Neutropenia e febrile neutropenia sono eventi avversi frequentemente osservati negli studi clinici con revumenib. Tuttavia, il meccanismo della neutropenia non è definito come un effetto diretto on-target sulla granulopoiesi e la sua attribuzione è confondibile dal contesto della leucemia e dai trattamenti concomitanti."
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Safety: serious TEAEs and TEAEs of special interest

e DL1 DL2 Total e Rate of patients who experienced QTcF

’ (] = H H . . .

Serious TEAE ( (4 0 () 7 () prolongation was similar across both DLs; these

erious s? .
Febrile neutropenia 3(20) 2 (10) 5 (1) AEs were manageable per protocol guidance
sepsis 1(7) 2(10) 3(9)  Rate of patients who experienced differentiation
SaStroe”t_e”t'sv'ral 21((173)) 1 és) ; EZ; syndrome was low, occurring only in 1 patient
neumonia .

TEAEs of special interest 3 (20) 5 (25) 8(23) n ,Dsz' and was manageable per protocol
QTcF prolongation® 2 (13) 4 (20) 6(17) guidance
Diffe_re”tiati‘;” syndrome 0 1(5) 1(3) e Rate of patients who experienced ALT increased
2Ll e 1(7) g 1(3) was low, occurring only in DL1

TEAEs leading to dose

modifications * No discontinuations were due to
Interruption 7 (47) 12 (60) 19 (54) thrombocytopenia
Reduction 2 (13) 0 2 (6)

TEAEs leading to 3(20) 1(5) 4 (11)

discontinuation®

TEAEs leading to death® 0 1(5) 1(3)

3Any serious TEAE reported by >2 patients from the total population. ®Classified as grade >2 based on average of triplicate electrocardiograms. “Due to QTcF prolongation, neutropenia/neutrophil count decreased, and pneumonitis (n = 1 each) in DL1 and . 2123 SBttembre 2|__)26

intracranial hemorrhage (n = 1) in DL2. “Due to intracranial hemorrhage (n = 1) in DL2; deemed not related to revumenib.
ALT, alanine aminotransferase; DL, dose level; TEAE, treatment-emergent adverse event.


Presenter Notes
Presentation Notes
Relativamente agli Eventi avversi gravi ed eventi avversi di particolare interesse insorti durante il trattamento.
Median (range) time to initial onset of QTcF prolongation was 3 days (1–38) for DL1 and 21 days (8–58) for DL2
Initial onset of differentiation syndrome occurred on Day 5, lasting 2 days and manageable with steroid treatment per protocol guidance 


No cases of Hy’s law were reported
One TEAE leading to death was reported in DL2, due to intracranial hemorrhage and deemed not related to revumenib 
4 pz hanno dovuto sospendere la terapia per evento avverso emerso in Corso di terpia: 1qtc, 2 infezioni e 1 emorragia , nessuno relati
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Exposure and pharmacokinetics

Summary of revumenib exposure

Parameter, median (range)

Duration of follow-up, mo 4.8 (1.5-16.0) 2.9(0.7-6.2)

No. of revumenib cycles

. 3 (1-8) 2 (1-5)
received

Relative dose intensity 89.3% (56.3—104.8)92.5% (19.1-160.7)

e Pharmacokinetic profiles of revumenib combination
therapy in this study are consistent with those in
the AUGMENT-101 monotherapy study?

e Drug concentrations exceeded the concentration
resulting in the 1Cy, threshold at both DL1 and DL2,
indicating potential for effective antileukemic
activity through sustained menin inhibition

Summary of steady-state® PK parameters of plasma revumenib

DL1P DL2¢
Parameter, GM (% GCV) (n=8) (n=13)
C,.o NE/ML 2710 (31) 3250 (46)
Caver NE/ML 1690 (55) 2410 (45)
AUC, ng-h/mL 10,100 (55) 14,400 (45)

Revumenib plasma concentration at steady state?
Induction (revumenib): DL1 vs DL2 at C1D15

—_— -e- DL1P
2F 5000 ~ - DL2¢
c & 4000 - -
§ £
E 5 3000 - 1 I
25 I
c © 2000 A
D =
E c £ -
5 8 1000 - T

g T
&, 8 O T T 1

0 2 4 6

Time (h) on C1D15

2C1D15 (induction phase). PRevumenib was given twice daily at 110 or 220 mg with or without a strong CYP3A4i, respectively. Revumenib was given twice daily at 160 or 270 mg with or without a strong CYP3A4i, respectively.

AUC, area under the curve; C, Cycle; C,,,, average concentration; Cy,,,, maximum concentration; CYP3A4i, cytochrome P450 3A4 inhibitor; D, Day; DCO, data cutoff; DL, dose level; GCV, geometric coefficient of variation; GM, geometric mean; ICq, concentration resulting R(_) \[ \_ ‘_: l ) '5 Sﬂttf“ﬁlbrl’ '3' )‘_) h

in 90% of maximum inhibition.

1. Issa GC, et al. Nature. 2023;615(79! 924. DCO: 30 Oct 2025. Horizontal dashed line indicates the ICy, of revumenib against menin-KMT2A interaction.


Presenter Notes
Presentation Notes
revumenib mostra una PK prevedibile: aumentando la dose da DL1 a DL2 aumenta proporzionalmente l'esposizione. Le differenze osservate tra i gruppi vanno però interpretate considerando che i pazienti hanno avuto durate di trattamento diverse. 
Inoltre, daunorubicina e citarabina non sembrano modificare significativamente la PK di revumenib rispetto alla monoterapia
Ad entrambe le dosi si raggiungono concentrazioni superiori alla IC90, cioè alla concentrazione necessaria per ottenere circa il 90% di inibizione del target. Questo indica che l’esposizione raggiunta è farmacologicamente compatibile con un’inibizione sostenuta di menin.




. Infine, entrambe le dosi raggiungono concentrazioni superiori alla IC90, quindi sufficienti, dal punto di vista farmacologico, a sostenere l'inibizione di menin.”

Un altro dato importante è che il profilo farmacocinetico di revumenib in combinazione con daunorubicina e citarabina è risultato coerente con quello osservato precedentemente in monoterapia. Questo suggerisce che i due agenti chemioterapici non determinano un'interazione farmacocinetica clinicamente rilevante e non modificano sostanzialmente l'esposizione a revumenib o al suo metabolita principale M1.
Infine, le concentrazioni di revumenib raggiunte sia a DL1 sia a DL2 superano la soglia IC90. Questo significa che le concentrazioni ottenute nell'organismo sono sufficienti, sulla base del parametro farmacologico IC90, a mantenere un'elevata inibizione del target menin.
Nel complesso, quindi, la slide suggerisce che le dosi studiate raggiungono un'esposizione farmacologicamente rilevante, che la PK di revumenib non sembra essere significativamente alterata dalla chemioterapia concomitante e che le concentrazioni raggiunte sono compatibili con un'inibizione sostenuta di menin. Questo ultimo dato supporta il potenziale meccanismo antileucemico, ma da solo non dimostra l'efficacia clinica.”**











As of 30 October 2025, dose-exposure proportionality between DL1 and DL2 was demonstrated 
Of note, differences in PK and dosing are likely due to duration, as patients in DL2 did not have the same amount of time on study compared to patients in DL1. 
Pharmacokinetic profiles in this combination study are consistent with those in the monotherapy study,1 indicating that the IC agents used in this study (daunorubicin and cytarabine) have no clinically relevant impact on exposure to revumenib and its primary metabolite, M1
Drug concentrations exceeded the concentration resulting in the IC90 threshold at both DL1 and DL2, indicating potential for effective antileukemic activity through sustained menin inhibition
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Efficacy: response?

Parameter, n (%)

For use only by Syndax Medical Affairs for scientific exchange purposes. Do not copy or distrib

MRD-negative status,¢

HSCT and maintenance

ORR,* n (%) 15 (100) 19 (95.0) 34 (97.1) e 9/15(60.0%) patients in DL1 and 2/20 (10.0%)
95% Cl 78.2-100.0 75.1-99.9 85.1-99.9 in DL2 had proceeded to HSCT
CRc rate, n (%) 15 (100) 19 (95.0) 34 (97.1)
95% CI 78.2—-100.0 75.1-99.9 85.1-99.9 ° A” patients WhO proceeded to HSCT had
CR rate, n (%) 12 (80.0) 15 (75.0) 27 (77.1) KMT2Ar AML; of these:
95% Cl 51.9-95.7 50.9-91.3 59.9-89.6 o . .
Time to CR, median 21.0 26.0 23.0 6/9 (66'7,/;) patients in DL1 resu:‘ed
(range), d (18.0-35.0) (18.0-70.0) (18.0-70.0) revumenib maintenance monotherapy

following HSCT at the last tolerated

n/N (%) dose
CRe 10/12 (83.3) 15/17(88.2) 25/29 (86.2) e 3/6(50.0%) were continuing treatment
| CR _ 9/9 (100) 11/14 (78.6) 20/23 (87.0) 25 of the data cutoff
Time to MRD—-negative status,
median (range), d ¢ One patient in DL2 received revumenib as
CRc 31.0 46.0 33.0 post-consolidation maintenance therapy
(28.0-65.0) (28.0-77.0) (28.0-77.0) without undergoing HSCT
CR 31.0 34.0 31.5
(28.0-65.0) (28.0-77.0) (28.0-77.0)

2Among the response-evaluable population. PORR = CRc + MLFS. “CRc = CR + CRi. ¢For patients who had available MRD-negativity results in the response-evaluable population. ®MRD-negative status determined locally: DL1 (flow cytometry: n = 10; PCR: n = 1; NGS: n = 1); DL2 (flow cytometry: n = 13; PCR: n = 3; other: n = 1).

CR, complete remission; CRc, composite CR; CRi, CR with incomplete hematologic recovery; CRp, CR with incomplete platelet recovery; DL, dose level; KMT2Ar, KMT2A rearranged; MLFS, morphologic leukemia-free state; MRD, measurable residual disease; R() _\L\... 2 ]. = : -j bﬂttf‘.‘ﬁlbrﬁ 2”2 6

ORR, overall response rate.


Presenter Notes
Presentation Notes
The difference in the number of patients proceeding to HSCT may be due to a higher proportion of patients with KMT2Ar in DL1 and shorter follow-up in DL
Among those in the response-evaluable population, overall response rate, composite CR (CRc) rate, and CR rate were high and similar across both DLs (Table 4)
In patients with CRc and MRD results available, 10/12 (83.3%) patients in DL1 and 15/17 (88.2%) in DL2 achieved MRD-negative CRc by local assessment
In patients with CR and MRD results available, all (9/9) patients in DL1 and 11/14 (78.6%) in DL2 achieved MRD-negative CR by local assessment
Of note, MRD status was determined locally and based on local standards of care 
CRc= CR+ CRi
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Efficacy: neutrophil and platelet recovery

Neutrophil and platelet recovery among CRc responders during induction Cycle 1

DL1 DL2 Total
(n=15) (n=19) (N =34)
Neutrophil recovery (21000 cells/uL),? n (%) 13 (86.7) 15 (78.9) 28 (82.4)
Time to count recovery, median (range), d 29.0 (8.0-42.0) 29.0 (22.0-55.0) 29.0 (8.0-55.0)
Platelet recovery (2100,000 cells/uL),? n (%) 13 (86.7) 17 (89.5) 30 (88.2)
Time to count recovery, median (range), d 28.0(22.0-43.0) 29.0 (22.0-47.0) 29.0 (22.0-47.0)

e Time to neutrophil and platelet count recovery was comparable across DLs and consistent with time to
count recovery with IC alonel?2

From induction Cycle 1 Day 1. 2 l © '5 Sﬂttf“ﬁlbrl’ -)' ):_)h

CRc, composite complete remission; DL, dose level; IC, intensive chemotherapy.
1. Stone RM, et al. N EnglJ Med. 2017;377(5):454—464. 2. Lancet JE, et al. J Clin Oncol. 2018;36(26):2684—2692.



Presenter Notes
Presentation Notes
Time to neutrophil and platelet count recovery was comparable across DLs and consistent with time to count recovery with IC alone,1,2 suggesting that revumenib did not adversely affect recovery
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Efficacy: duration of treatment in NPM1Im and KMT2Ar AML?

DL1 DL2
1 1
2 2
3 ——
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12 16 —
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18 ot
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15 20
I T T T T T T T T T T T T 1 I T T T T T T T T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52 0 4 8 12 16 20 24 28 32 36 40 44 48 52
Duration of treatment (weeks) Duration of treatment (weeks)
Best overall response Treatment disposition
W KMT2Ar ®CR WCRp » Ongoing - Pre/post-HSCT # Discontinued due
B NPMTm CRi ¥ No response % HSCT # Discontinued due to AE  to other reasons

ROMA, 21-23 Settembre 2026

?In the safety population.

CR, complete remission; CRi, CR with incomplete hematologic recovery; CRp, CR with incomplete platelet recovery; DL, dose level; KMT2Ar, KMT2A rearranged; NPM1m, NPM1 mutated.


Presenter Notes
Presentation Notes
Swimmer plot dei pazienti arruolati nei due livelli di dose 
Il trattamento è ancora in Corso, come potete Vedere nel 66 e 85% dei pazienti

Treatment is ongoing in most patients (10/15 [66.7%] in DL1 and 17/20 [85.0%] in DL2) irrespective of their NPM1m or KMT2Ar genetic aberration
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Conclusions

Efficacy

* These updated preliminary efficacy data as of 30 November 2025 build upon
findings showing deep responses across both DLs, with high MRD—negative CR rates

* Revumenib + IC continued to demonstrate a manageable safety profile
that was broadly consistent across both DLs and comparable with IC alone?!

* No new safety signals were detected for revumenib + IC, and no overlapping
toxicity with combination use was observed

* Time to neutrophil and platelet recovery was comparable to that of IC alone?3

Overall, these safety and efficacy findings are consistent in patients with NPM1Im
and KMT2Ar AML and support continued evaluation of revumenib + IC at DL2 in
AOABIL SN the phase 3 REVEAL-ND NPML trial (NCT07211958)

N / ¢ DR e . QA
CR, complete remission; DL, dose level; IC, intensive chemotherapy; KMT2Ar, KMT2A rearranged; MRD, measurable residual disease; NPMIm, NPM1 mutated. ROMA, 21-23 Settembre 2026

N EnglJ Med. 2017;377(5):454-464. 2. Lancet JE, et al. J Clin Oncol. 2018;36(26):2684-2692. 3. Erba HP, Lancet. 2023;401(10388):1571-1583.
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REVEAL-ND NPM1: a phase 3, randomized, double-blind trial in
newly diagnosed AML (open to enroliment)

REVEAL'N D N PM 1 Revumenib + IC in newly diagnosed NPM1m AML

Patient popu|ation Induction (1-2 cycles) Consolidation (1-3 cycles) Monotherapy endpomts
(N = 468)

continuation . o -
“ Revumenib Revumenib HSCT . ” EFS *MRD-CR
*Age>12yearsand 240kg 7 +1C + cytarabine L — e Secondary
* Newly diagnosed, N Patients may Survival )
untreated AML £ (Double-blind treatment) undergo HSCT after S endpoints
« NPM1Im AML -8 initial induction p «0S « DoCRc
c chemo or after [« o o 1 . .
(locally determined, & . ) = consolidation CR DoR
centrally confirmed) +1C + cytarabine o —— - ) *ORR  *Qol
Treatment for up to 2 years (from ° DOCR

Cycle 1, Day 1)

REVEAL-ND NPM1

response rate;

ROMA, 21 Settembre .ilhlh
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