REVUMENIB AS MAINTENANCE FOR AML FOLLOWING ALLOGENEIC STEM CELL TRANSPLANTATION
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INTRODUCTION

AIM AND METHODS

Single-center pooled analysis: NPM1mt, KMTZ2Ar, or NUP98r AML undergoing allogeneic HSCT

« Relapse after allogeneic hematopoietic stem cell  Patients with NPM71-mutated, KMTZ2A-rearranged, or
transplantation (allo-HSCT) remains common in acute NUP98-rearranged AML were eligible to continue post allo- PRE-ASCT THERAPY TRANSPLANT FOST-HSCT
myeloid leukemia (AML) HSCT maintenance therapy with revumenib following a p N
« Revumenib is approved for relapsed and/or refractory response to pre allo-SCT revumenib monotherapy orf Revumenib monotherapy
NPM1-mutated or KMTZ2A-rearranged acute leukemia®2, combination on clinical trial | AUGMENT-101 (NCT04065399) I any line g N
however its safety and efficacy as post allo-SCT + Following allo-SCT, revumenib was resumed at the pre allo- Revumenib- EAP (NCT05918913) of remission
maintenance therapy is unknown SCT dose with adjustment for concomitant azole baseg;’l&e{apy b g Re_VLt'me“'b
* Here, we report the outcomes of revumenib as maintenance pc:l(ier-\ical tri::] p - | Resumr;i'tTh:;:ﬂggT ose
therapy pqst .aIIo—SCT In adult and pediatric patients treated Revumenib combination . )
at our institution + decitabine/cedazuridine + venetoclax
SAVE (NCT05360160)
1. Issa, GC. et al., JCO 2025 g y

2. Arellano, M. et al., Blood 2025

RESULTS

Baseline characteristics

Response and MRD status

All Patients
(N = 24)

Transplant characteristics
All Patients

Treatment-emergent adverse events

AE with Dose
Interruption/Reduction

AE with
Discontinuation

All Patients Pediatric

(N = 24)

Pediatric
(N =11)

Pediatric
(N =11)

Characteristic* Characteristic* Characteristic All Grades

Median age, years 22 [1 — 74] 58 [21 — 74] 13 [1 - 17] Type o HSCT 0 38 5 (62 . MFC' MRD Pre-HSCT Thrombocytopenia 21 (83) 11 (46) 12 (50) 3 (13)
Female 14 (58) 10 (77) 4 (36) Haplo 5 (21) 2 (15) 3 (27) Negative 19 (79) 12 (92) 7 (64) Neutropenia 5 (21) 1(4) 1(4) 1(4)
Genotype MSD 4.(17) 2 (15) 2 (18) Positive 2(8) 1(8) 109 Infection* 4 (17) 2 (8) 2 (8) 1(4)
NPM1mt 6 (25) 6 (46) 0 (0) Cord 4 (17) 0 (0) 4 (36) . Iu;‘g‘gvggt_H scr 3(13) 0(0) 3(27) GVHD! 3 (13) 1(4) 0 (0) 0 (0)
NUP98r 1(4) 0 (0) 1(9) Cond:;':;ljgg d Intenit 9 (38) 8 (62) 109) Positive 0 (0) 0 (0) 0 (0) Elevated LFTs 1(4) 0 (0) 0 (0) 0 (0)
Prior HSCT 13 (54) 5 (38) 8 (73) Myeloablative Y 15 (63) 5 (39) 10 (91) Unknown 3 (13) 2 (15) 1(9) Diarrhea 1(4) 1(4) 0 (0) 0 (0)
Lines of Therapy 3[1-11] 3[1-11] 3[1-6] GVHD Prophylaxis :"IP!V': NGS' MRD Pre- Prolonged QTc 0 (0) 0 (0) 0 (0) 0 (0)
: aintenance Differentiation
CR Status at HSCT rocrolimus 2 Egji 190((6797)) " gg?) Negative 2/5 (40) 2/5 (40) syndrome 0(0) 0(0) 0(0) 0(0)
gg; 168(2755) g (gg) 1(1) (gz Tims to Rovumenib Maintenance Below Level of Detection 3/5 (60) 3/5 (60)
_ (75) (62) (91) davs 82 [42 — 174] 62 [42 — 133] 116 [57 — 174] NPM1 NGS MRD Post- TEAESs: treatment-emergent adverse events. Adverse events leading to revumenib post-HSCT dose interruption, reduction or discontinuation are shown.
(days)
Regimen Pre-HSCT Baseline P ters bef . Reported as N (%).
4 10 (42) 4 (31) 6 (55) aseline Parameters before Malntenancfe
Revumenib Maintenance Negative 5/5 (100) 5/5 (100) *Infection: n = 1 BK cystitis, n = 1 UTI, n = 1 septic shock, n = 1 CMV gastritis
SAVE# 14 (58) 9 (69) 5 (45) WBC (x109/L) 5[2 — 14] 62— 10] 5[3 — 14] tGVHD: n = 1 G1 chronic skin GHVD, n = 1 G4 acute GI GVHD, n = 1 unknown grade
“N (%), dian [ ] Hgb (g/dL) 11 [8 — 14] 11 [8 — 14] 12[9—14] *MFC, Multiparame?erflow cytometw, se.n.si_tivity of1x_150'4 Atotal of 1 . 63% ired eith dose i . duction of ib mai ime during their follow-up.
;116 or e renge o a4t 40173 0 196 (114 - 411 FNGS, nextgeneration sequencing, sensiy of 51 ALt f 15 patiens (637) equred st a doso nierupton o redcton ofronmenio mainerancs atany o g e ol
*Frontline n = 6, relapsed/refractory n = 8 _
* N (%), or median [range]
Overall survival Event-free survival Cumulative incidence of relapse vs death Overall survival Event-free survival Cumulative incidence of relapse vs death
Whole cohort Whole cohort Whole cohort Adults vs. pediatrics Adults vs. pediatrics Adults vs. pediatrics
Median follow-up time: 26 months (0.95% Cl 21.6 — 47.2)
Overall Sunvival =~ Aduits = Pedlatrics Event=Free Survival == Adufts == Pediarcs Cumulative Incidence of Relapse and Death
Cumulative Incidence of Relapse and Death
crvarall Survival == All Patisnts Event-Free Survival = All Patiants 100% — 100% 1.0 -
|_|_| | t ) —  Adults: Relapse Relapse 2-year
o ay 1.0 — R [ —— Peds: Relapse
100% T e " LI 100% _I'I_Lr — ggl;tﬂse 759, | - 75% = ﬂE}ﬂE— — Adults: D:;f'l Pediatrics 9%
' T - @ Event 2-year —_ ' ~—— Peds: Death
o | -  L— Q 0.8 - — # Fa Adults 35%
75% 1 — et #—t 7% o 2 =~ eoen )
3 E " % 0.6 - Relapse e g 0% Overall Survival 2-year E Event-Free Survival 2-year E 0.6 -
u‘T}' 50% E'I'_'-'r S0% Event-Free Survival 2-year £ Death 4% Pediatrics 100% 259, 4 Pediatrics 91% E Death 2year
o] Overall Survival 2-year L Al Pationte - ‘g 25% p =0.21 p =041 E 0.4 Pediatrics 0%
25%1 Al Patients 91% 25%1 0 = 047 oo e o 0% heue o E 0o Adults 7%
£ - ~ . - . : r - - 0 & 12 18 24 30 36 42 48 £ 7]
0% 1 0% f.='} 0.2 - — 0 6 12 18 an::ms 30 36 42 48 Months © [I—H=r Relapse p-value 0.7
r T T r ' T r r T T T T T v T p T y Death p-value 0.4
0 [ 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48 ; .
Months Months 00 —T C Number at risk (number censored) Number at risk (number censored) 0.0 . | . | . 1 T
, T . . . 0 10 20 30 40 50 60
Number at risk (number censored) Number at risk (number censored) 0 1|[} 20 BI[} 40 5|D 60 w—l3(0) 12(0) 10(1) 6(5) 5(68) 4(7) 3(7) 37 1(9) RO e em s m o se 2l 22 06 Months
Months m—1(0) 11(0) 11(0) 10(1) 7(4) 6(5 4(6) 2(8 1(9) ===11(0) 11(0) 10(0) 9(1) 7(3) 6(4) 4(5 2(6 1(7)
== (D) 23(0) 21(1) 16(8) 12(10) 10(12) 7(13) 5(15) 2(18) m——C4(0) 22(0) 19(1) 14(6) 10(9) 8(11) 6(12) 4(13) 1(16)
CONCLUSIONS
Median duration of menin maintenance: 13 months (2.5 — 38) NPM1 mutated cohort KMT2A rearranged cohort
e & & | urvia
SO D NEM1 Survial == EFS == OS5 KMT2A Survial == EFS == OS5
_ . . . . .
R ——— aroup 100%: . ool ——  Revumenib as maintenance therapy post allo-SCT was feasible with no unexpected safety signals
: it —r— I o —
Qoo S Fods —t : o, | . - - 0 . o)
S ——— 75 5 7 —  Thrombocytopenia was common, occurring in 83% of patients (grade >3 46%) and was the most common reason for dose
QrD— Cytomaolecular B — . . . . . iy . . . .
O —— = ™ o |
S —— o 1w S o g s (MTASuival  Zyear reduction and/or interruption, however this was manageable with dose modification, and most patients could maintain
A — @  KknmT2a 2 NPM1 Survival 1-year = ) .
o oo o e a B oo 0s ous maintenance therapy
o o 25% 1 0S 80%
(O I
S o o@m Events . EFS 80% . . . - .
- m— A , EFS 63% 0% * In our heavily pre-treated cohort (CR2+ 74%, prior allo-SCT >50%), survival outcomes appear encouraging with 2-year event-
X m— O aensnce sio T - - - - - : 5 & 12 18 24 a0 @ 42 48 : : :
OO mm— p V- f | and | | rat f77% and 91% tivel
e A e 2 Months ree survival and overall survival rates o o an o, respectively
CmCm— X Death : Number at risk (number censored)
O — Number at risk (number censored : : : : : : : : : : : :
o ‘ )  Limitations include the single-center, single-arm design with heterogeneity in disease biology
Qomx(_ _ | | | | — (0] 5 (0) 3 (1) 1 @ 0 (4) 0 (4) 0 (4) w—7(0) 16(0) 15(0) 12(3) 9(5) 7(7) 5(8 4@ 1(12)
0 10 20 30 40 &0 &0 . . . - . . . - N .
Monihs from HSCT (ime 0 = ransplant —c0 60  4() 23 1@ 1@ 0@ ==17(0) 16(0) 16(0) 13(3) 10(6) 8@ 6() 5010 2(13)  These findings support further prospective evaluation of menin inhibition as maintenance therapy post allo-SCT

CONTACT: Ghayas Issa, MD: gcissa@mdanderson.org
Hannah Goulart, MD: hegoulart@mdanderson.org

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



	Slide 1

