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INTRODUCTION

= Nucleophosmin 1 (NPM1) mutation is a critical driver mutation, present in =30% of adults with acute myeloid leukemia (AML) at initial diagnosis!-3
* |n NPM1-mutated (NPM1m) AML, leukemogenesis is driven by the interaction between menin and wild-type lysine methyltransferase 2A (KMT2A)*
= The prognosis for patients with relapsed or refractory (R/R) NPM1Im AML is poor, and there are no approved targeted therapies'>

= Revumenib, a first-in-class, potent, selective menin inhibitor, disrupts menin-KMT2A interactions (Figure 1) and has demonstrated activity in patients
with NPM1Im AML in the:
— Phase 1 portion of AUGMENT-101 (NCT04065399)3°
— Phase 2 primary efficacy population of AUGMENT-101 (n=64)’

METHODS

STUDY DESIGN

= The study design is shown in Figure 2; the methods have been previously published”’

Revumenib at the RP2D?

160 mg g12h orally or
95 mg/m? if bw <40 kg
+ strong CYP3A4i
in 28-day cycles?

Figure 2. AUGMENT-101 Phase 2 Study Design
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= Here we report updated results for the entire efficacy-evaluable population (n=77) in the phase 2 AUGMENT-101 R/R NPM1Im AML cohort
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AML, acute myeloid leukemia; HOX, homeobox; KMT2A, lysine methyltransferase 2A; MEIS, Meis homeobox; NPM1m, nucleophosmin 1 mutated.

Primary endpoints: CR + CRh and safety
Secondary endpoints: CRc, ORR, TTR, DOR

2

Efficacy-evaluable (efficacy) population: patients with centrally confirmed NPM1Im AML and >5% blasts in bone

- «C

)
o®©
=

Leukemia = = marrow at baseline within 28 days prior to start of study
/OFF,_M/ Differentiation/ Safety population: all patients with NPM1Im AML who received 21 dose of revumenib
apoptosis

aRevumenib administered until unacceptable toxicity, the end of cycle 4 if no response, or progressive disease without clinical benefit as defined by the investigator.

bMaintenance therapy with revumenib after allogeneic HSCT was allowed per protocol amendment for eligible patients, with maintenance treatment continued until disease progression or unacceptable toxicity.

ALL, acute lymphoblastic leukemia; AML, acute myeloid leukemia; bw, body weight; CNS, central nervous system; CR, complete remission; CRc, composite CR (CR + CRh + CRp + Cri); CRh, CR with partial hematologic recovery; CYP3A4i, cytochrome P450 3A4 inhibitor; DOR, duration of response; HSCT, hematopoietic stem cell transplant; KMT2Ar,
lysine methyltransferase 2A rearranged; MPAL, mixed-phenotype acute leukemia; NPM1m, nucleophosmin 1 mutated; ORR, overall response rate (CRc + MLFS + PR); PR, partial remission; q12h, every 12 hours; RP2D, recommended phase 2 dose; R/R, relapsed or refractory; TTR, time to response.

RESULTS

DEMOGRAPHICS AND BASELINE CHARACTERISTICS Figure 4. Duration of Treatment
= Asof September 18, 2024, 84 patients with NPM1Im AML had received >1 recommended phase 2 dose (RP2D) of revumenib and were included 1

in the safety population (Table 1) 3

4 - A

— Of these patients, 77 met the criteria for inclusion in the efficacy population >

= Patients were older, with almost half the population >65 years -
0 -

= Patients were heavily pretreated, with 35% having received >3 prior lines of therapy (Table 2) }(1’: 4
12 - (@)
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Table 1. Demographics and Baseline Characteristics 1 -
Safety population }?: '
(N=84)° 18
Median (range), y 63 (11-84) 63 (11-84) %3
<18y, n (%) 1(1.3) 1(1.2) N

Age 23
>18to <65y, n (%) 38 (49.4) 42 (50.0) 22

Efficacy population
(n=77)?

Parameter

>65Yy, n (%)

38 (49.4)

41 (48.8)

Female, n (%)

45 (58.4)

50 (59.5)

Race, n (%)

White
Non-White

Unknown¢

43 (55.8)
15 (19.5)
19 (24.7)

48 (57.1)
16 (19.0)
20 (23.8)

Disease status at baseline, n (%)

Primary refractory
Relapsed refractory
Early untreated relapse?
Late untreated relapse®

5 (6.5)
38 (49.4)
22 (28.6)
12 (15.6)

7 (8.3)
41 (48.8)
23 (27.4)
13 (15.5)

2All patients who received 21 dose of revumenib and had centrally confirmed NPM1m AML and 25% blasts in bone marrow at baseline within 28 days prior to start of study. PAll patients with NPM1m AML who received 21 dose of revumenib. ‘Includes missing. 9Early untreated relapse defined as relapse <1 year from prior remission.

€Late untreated relapse defined as relapse >1 year from prior remission.

AML, acute myeloid leukemia; NPM1m, nucleophosmin 1 mutated; R/R, relapsed or refractory.

Table 2. Baseline Mutation Status and Treatment History

Parameter, n (%)

(n=77)?

Efficacy population

Safety population

(N=84)P

Co-mutations®

FLT3-ITD
FLT3-TKD
RAS

TP53
IDH1
IDH2

23 (29.9)
6(7.8)
3(3.9)
4(5.2)

11 (14.3)

10 (13.0)

26 (31.0)
6(7.1)
3(3.6)
4 (4.8)

11 (13.1)

10 (11.9)

No. of prior lines of therapy

Median (range)
>3
>4

2 (1-7)
27 (35.1
15 (19.5

2 (1-7)
29 (34.5)
16 (19.0)

Prior therapies

Venetoclax
HSCT

>1 prior HSCT
FLT3 inhibitor
IDH1 inhibitor
IDH2 inhibitor

57 (74.0
18 (23.4
6(7.8)
31 (40.3)
5 (6.5)
5 (6.5)

e

62 (73.8)
20 (23.8)
8(9.5)
32 (38.1)
5 (6.0)
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Adult

Pediatric

CR/CRh

CRp/CRi

MLFS
PD

> Ongoing treatment at data cutoff

>|< Patient achieved CRc, PR, or MLFS and underwent HSCT

A Patient withdrew consent for treatment

V¥V Investigator decision

-+ AE

Other

[J =PRnot achieved after 4 cycles

5(6.0) | I I I

aAll patients who received 21 dose of revumenib and had centrally confirmed NPMIm AML and >5% blasts in bone marrow at baseline within 28 days prior to start of study. PAll patients with NPM1m AML who received 21 dose of revumenib. cCo-mutation testing was conducted locally at the discretion of the investigator. O 6 12 18
AML, acute myeloid leukemia; FLT3, fms related receptor tyrosine kinase 3; HSCT, hematopoietic stem cell transplant; IDH, isocitrate dehydrogenase; ITD, internal tandem duplication; NPM1m, nucleophosmin 1 mutated; R/R, relapsed or refractory; TKD, tyrosine kinase domain; TP53, tumor protein p53. T| me’ months

Data cutoff: 18 September 2024.
aFive patients proceeded to HSCT while in remission during the study, including this 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.
AE, adverse event; CR, complete remission; CRc, composite CR (CR + CRh + CRp + CRi); CRh, CR with partial hematologic recovery; CRi, CR with incomplete hematologic recovery; CRp, CR with incomplete platelet recovery; HSCT, hematopoietic stem cell transplant; MLFS, morphologic leukemia-free state; PD, progressive disease; PR, partial remission.

EFFICACY

= Within the efficacy population, a complete remission (CR) + CR with partial hematologic recovery (CRh) response (primary outcome) was achieved in

26.0% of patients (Table 3) Table 4. Time to Events

Figure 5. Overall Survival

— Almost half of patients experienced a morphological response, with an overall response rate (ORR) of 48.1% Parameter Months . 100"
= Rates of CR + CRh were similar across subgroups, including those based on prior treatment experience, although the study was not powered to make °
: . Time to first ORR (n=37), median (range) 1.8 (0.8-4.6) V' 207
comparisons between subgroups (Figure 3) @
S
= Median time to first CR/CRh was 2.8 months (range, 0.9-8.8 months) (Figure 4, Table 4) . . . g 60 Median OS in the efficacy population?
— Median duration of CR/CRh was 4.7 months (95% Cl, 2.1-8.2 months) Time to first CR/CRh (n=20), median (range) 28(0.5-8.8) = _ . 4.8 months (95% Cl, 3.4-8.4 months)
= Median overall survival (OS) was 4.8 months (95% Cl, 3.4-8.4 months) (Figure 5) ® 40 o P At P—
_ _ _ _ Duration of CR/CRh, median (95% Cl) 4.7 (2.1-8.2) o PN A
" |nasubpopulation analysis, median OS in: O 20
a
— CR + CRh responders (n=20) was 23.3 months (95% Cl, 7.2 months-not reached [NR]) Time to MRD negativity for patients with 2.8 (1.84.7) 1, censored
— ORRresponders (n=37) was 23.3 months (95% Cl, 8.4 months-NR) CR + CRh (n=12), median (range)’ S Time, monthsO 0 3 6 9 12 15 18 21 24 27 30
No. at risk: 77 48 24 14 10 8 8 6 3 1 0

Data cutoff: September 18, 2024.

3MRD assessment was not required as part of the study. MRD determined by flow cytometry (n=6) or PCR (n=6).

CR, complete remission; CRc, composite CR (CR + CRh + CRp + CRi); CRh, CR with partial hematologic recovery;

CRi, CR with incomplete hematologic recovery; CRp, CR with incomplete platelet recovery; MLFS, morphological leukemia-
free state; MRD, measurable residual disease; ORR, overall response rate (CRc + MLFS + PR); PCR, polymerase chain
reaction; PR, partial remission.

SAFETY

= |nthe safety population, discontinuation due to treatment-related adverse events (TRAE) occurred in <5% of patients (Table 5)

= The safety profile was consistent with prior reports (Table 5)7/3

= Differentiation syndrome (a class effect of menin inhibitors) and corrected QT interval (QTc) prolongation were manageable, with few associated
discontinuations and no deaths (Table 6)

PATIENTS WHO PROCEEDED TO HSCT

= Fjve patients underwent hematopoietic stem cell transplant (HSCT)

In a subpopulation analysis, median OS in CR + CRh responders (n=20) was 23.3 months (95% Cl, 7.2 months-NR)

Data cutoff: September 18, 2024.
aAll patients who received 21 dose of revumenib and had centrally confirmed NPM1Im AML and >5% blasts in bone marrow at baseline within 28 days prior to start of study.
AML, acute myeloid leukemia; NPM1m, nucleophosmin 1 mutated; OS; overall survival; R/R, relapsed or refractory.

— Of these, 4 patients were in CR or CRh and 1 was in morphological leukemia-free state
=  Of the patients who underwent HSCT, 3 resumed revumenib as maintenance treatment
— Median time from HSCT to resuming revumenib was 42 days (range, 41-72 days) (Figure 4)

Table 3. Efficacy of Revumenib

Efficacy population Efficacy population

Parameter (n=77)2 Best overall response, n (%) (n=77)? Table 5 Safety of Revumenib
ORR, n (%) 37 (48.1) CR 16 (20.8) f | ( )
Safety population (N=84)2
CR + CRhrate, n (%) 20(26.0) CR'h 4(52) Overall incidence, n (%) TEAEs TRAEs
95% Cl 16.6-37.2 CRi 2(2.6) Any grade 83 (98.8) 66 (78.6)
) CRp 3(3.9) Grade >3 77 (91.7) 50 (59.5)
CRcrate, n (%) 25(32.5) ILES 10(13.0 Serious AE 64 (76.2) 31 (36.9)
95% Cl 22.2-44.1 | AEs leading to:
PR 2 (2.6) Dose reduction 10 (11.9) 10 (11.9)
MRD-negative status, n/n (%)°® PD 5 (6.5) Dose interruption 56 (66.7) 42 (50.0)
Treatment discontinuation 25(29.8 4 (4.8)b
CR + CRh¢ 12/19 (632) No response 22 (286) Death 21 225 O; 1 21 Z;C
CRcA 13/23 (56.5) Othere 13 (16.9)

Any-grade TEAEs in Safety population Grade 23 TEAEs in Safety population

Data cutoff: September 18, 2024.

Z,:JllRpsgisgrsrx:z(;icye;r:x i;tgcr:st;);(r:;/;)rr:inpitc);?s:r:)\.declirglt:zlelz\gcpc;r;;‘;r?jzil;l:oMufr;\o,il\glz;saerlwii:Z‘;/;:;iztzsi;et;;:zrr{r;érrow at bas'eline within 28'days p'rio'rto start of study. bMIﬁD determinedlocally,'att'he discretion of the investigator. “MRD determ'ined by flov'v cytometry (n=6) or PCR (n=6). | | | 220% Of patients, n (%) (N=84)a 210% Of patients, n (%) (N=84)a
gI\RAI:L_: ssg:;Irr:zserl’c;:slsL:l;ferrz?F,{ccE,'\c/lcl)_r[’:nslere;E;eglsflsgl,yil]:{;ac;r:E:isr:treezlzt(ig:;gl?2;J;ZF;;VCEER(;){S;R;;CPRRter)tarlt[i):Ir:z:]riwsesri’r;it;o;c/)5;cr;elzacs;/:(;yc;rC:%rCa]itvc\)/S.w incomplete hematologic recovery; CRp, CR with incomplete platelet recovery; MLFS, morphological leukemia-free state; MRD, measurable residual disease; NPM1m, nucleophosmin 1 mutated; QTC pr0|0ngati0n 36 (429) Febrile neutropenia 28 (333)
Vomiting 31(36.9) Anemia 21 (25.0)
Figure 3. Subgroup Analyses Febrile neutropenia 29 (34.5) QTc prolongation 19 (22.6)
Hypokalemia 27(32.1) Decreased platelet count 14 (16.7)
CR + CRh rate (95% Cl) Patients, n (%) Nausea 24 (28.6) Sepsis 13 (15.5)
Overall 26.0 (16.6-37.2) —— 77 (100.0) [A)'_“e”;'a jg g;j; Pneumonia 12 (14.3)
1 larrnea .
<18y 100.0 (2.5-100.0) : ® 1(1.3) Fatigue 20 (23.8) Thrombocytopenia 12 (14.3)
Age group >18to <65y 23.7 (11.4-40.2) : .: 38 (49.4) Pyrexia 20 (23.8) Differentiation syndrome 11 (13.1)
>65y 26.3 (13.4-43.1) : ? 38 (49.4) Epistaxis 18 (21.4) Decreased WBC count 10 (11.9)
. Female 24.4 (12.9-39.5) : o ' 45 (58.4) Peripheral edema 18 (21.4) Decreased neutrophil count 9 (10.7)
ex
Male 28.1 (137_467) I 1@ | 32 (416) Data cutoff: September 18, 2024.
I 2All patients who received %1 (.105e of re\./umenib. bReasons for treatment discontinuation: ca.rdiac arrest, differentiation syndrome, osteomyelitis, QTc prolonged + syncope (n=1 each). ‘Reason for treatment death classified as cardiac arrest; however, the investigator reported 2 possible causes of death: intracranial hemorrhage (patient had
Whlte 279 (153_437) |. i 43 (558) z:,)i;oduvr:edrst:;?/Z:t??ﬁlfzzljtzrr]liset:zisjIII:jk[epr:fige;Ilt\eli’?\(/l)lljrr:,s:tfjsgpﬁozni?n/1L]n)12::t:;r;rg"lc't,rtljrlraer;taeudt((z?l's?,n\;\gfl:l?’lc?;):,ri::;g;i or refractory; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event; WBC, white blood cell.
Non-White 20.0 (4.3-48.1) *— : 15 (19.5)
| . . . .
Race Unknown 31.3 (11.0-58.7) —® : 16 (20.8) Table 6. Differentiation Syndrome and QTc Prolongation
|
Missing 0.0 (0.0-70.8) ® ! ' 3 (3.9) Safety population Safety population
Wild type 21.7 (10.9-36.4) ' @ = 46 (59.7) Differentiation syndrome (N=84) QTc prolongation (N=84)
|
IDH1 status Mutated 72.7 (39.0-94.0) - ' ® ' 11 (14.3) All grade, n (%) 16 (19.0)° All grade, n (%) 36 (42.9)
. | L, Grade 23, n (%)°¢ 11(13.1) Grade 23, n (%)°¢ 19 (22.6)
Not available 10.0 (1.2-31.7) ® r 20 (26.0) ’ :
Wild 1 26.1 (14.3-41.1) + : 46 (59.7) Time to initial onset, median (range), days 10 (4-34) Time to initial onset, median (range), days 8 (1-84)
I e . D-41. ' .
YP L ° . Duration, median (range), days 14.5 (3-57) Duration, median (range), days 4 (1-14)
IDH2 status Mutated 60.0 (26.2-87.8) o : 10(13.0) Associated treatment changes, n (%) Associated treatment changes, n (%)
Not available 9.5(1.2-30.4) ' ‘l 21(27.3) Dose interruptions 7 (8.3) Dose interruptions 18 (21.4)
1 25.0(8.7-49.1) : j ! 20 (26.0) Dose reductions 0 Dose reductions 8 (9.5)
No. of prior lines of therapy 2 20.0 (7.7-38.6) : *— : 30 (39.0) Discontinuations 1(1.2) Discontinuations 1(1.2)
I ! . | ata cutoff: September 18, .
23 333 (165_540) | 27 (35 1) ?AIT patiL:Isivii)l: NPkl)VllrlngAlz\/cl)szvho received >1 dose of revumenib. PSteroids were used to treat differentiation syndrome in 100% of cases, and hydroxyurea was used in 31.3% of those cases. ‘Based on the maximum grade experienced by each patient.
YeS 27 8 (9 7_53 5) I. 18 (23 4) AML, acute myeloid leukemia; NPM1m, nucleophosmin 1 mutated; QTc, corrected QT interval; R/R, relapsed or refractory.
Prior HSCT T ' '
No 25.4 (15.0-38.4 @ 59 (76.6 See the recently published manuscript of the primary efficacy population (n=64):
( ) . ® — ( ) CONCLUSIONS Arellano ML, et al. Menin inhibition with revumenib for NPM1-mutated (NPM1m)
Prior venetoclax Yes 19.3 (10.0-31.9) I 57 (74.0) Revumenib demonstrated clinically meaningful responses in this heavily pretreated, relapsed or refractory acute myeloid leukemia: AUGMENT-101
No 45.0 (23 1-68 5) 1 @ i 20 (26 O) Id lati ith ith h f o Iv half Blood. 2025. doi: 10.1182/blood.2025028357; Published online May 7, 2025.
: : : : - older population with R/R NPM1m AML with a CR + CRh rate of 26%, and nearly ha
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Prior IDH1 inhibitor < : * : 72 (93.5) of the authors by Amos Race, PhD, and Apurva Davé, PhD, of Nucleus Global, an Inizio company, and funded by
0 25.0 (15.5-36.6) ! : These findings support continued investigation of revumenib as a treatment for Syndax Pharmaceuticals, Inc. Data have previously been presented at the 30th EHA Congress; June 12-15, 2025;
Prior IDH2 inhibitor Yes 60.0 (14.7-94.7) ' | ® ! 5(6.5) NPM1m AML in earlier lines of therapy and in combination with standard of care Milan, Italy. The safety data in this presentation have been previously published.”
N 6 (14.4-35. —@ 72 (93.5 - : " o .
0 23.6(14.4-35.1) . — . . . . (93.5) Clinical studies of revumenib in combination with azacitidine + venetoclax (EVOLVE-2 [REAaEICSE
0 20 40 60 S0 100 [HOVON-177' NCT06652438]) or intensive chemotherapy (SNDX-5613-0708 1. Issa GC, et al. Leukemia. 2021;35:2482-2495. 2. Papaemmanuil E, et al. N Engl ] Med. 2016;374:2209-2221.

3. Issa GC, et al. Nature. 2023;615(7954):920-924. 4. Wang XQD, et al. Cancer Discov.2023;13(3):724-745.

5. Issa GC, et al. Blood Adv. 2023;7(6):933-942. 6. Revuforj (revumenib). Prescribing information. Syndax
Pharmaceuticals, Inc; 2024. 7. Arellano ML, et al. Blood. Published online May 7, 2025. 8. Issa GC, et al. J Clin
Oncol. 2025;43(1):75-84.

Proportion of patients, % [NCT06226571; EU-CT 2024-514531-18-00]) are ongoing

Data cutoff: September 18, 2024.
AML, acute myeloid leukemia; CR, complete remission; CRh, CR with partial hematologic recovery; FLT3, fms related receptor tyrosine kinase 3; HSCT, hematopoietic stem cell transplant; IDH, isocitrate dehydrogenase; NPM1m, nucleophosmin 1 mutated; R/R, relapsed or refractory.

Presented at Society of Hematologic Oncology (SOHO) 2025; September 3-6, 2025; George R. Brown Convention Center, Houston, TX




