REVUMENIB AS MAINTENANCE FOR AML FOLLOWING ALLOGENEIC STEM CELL TRANSPLANTATION
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INTRODUCT'ON AIM AND METHODS Single-center pooled analysis: NPM1mt, KMTZ2Ar, or NUP98r AML undergoing allogeneic HSCT

« Relapse after allogeneic hematopoietic stem cell « Patients with NPM7-mutated, KMTZ2A-rearranged, or

transplantation (allo-HSCT) remains common in acute NUP98-rearranged AML were eligible to continue post allo- PRE-HSCT THERAPY UL LA AUSLERRIEL
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 ort Revumenib monotherapy
NPM1-mutated or KMT2A-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 (NCT05918915) of remission
maintenance therapy is unknown SCT dose with adjustment for concomitant azole baselc_llléfée_lrapy ) g Re_‘”t‘me"'b
| _ - maintenance
 Here, we report the outcomes of revumenib as maintenance pcrl?nical tri(a)r P ” N Seenmie) sl e HRET Cane
therapy post _aIIo-SCT in adult and pediatric patients treated AU 5 ey ol e ey . )
at our Institution + decitabine/cedazuridine + venetoclax
SAVE (NCT05360160)
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RESULTS

Baseline characteristics Transplant characteristics Response and MRD status Treatment-emergent adverse events
L All Patients Pediatric D All Patients Pediatric : C ot AE with Dose AE with

SHSIaCISRSHE (N = 24) (N = 11) S Characteristic AI(INPitIZ‘:;tS F;:dla::l)c AlSraces Interruption/Reduction Discontinuation
Median age, years 22 [1 - 74] 58 [21 — 74] 13 [1 — 17] Type ‘I\’/IfU”DSCT 0 38) 8 (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 (19) 2 (18) Positive 2 (8) 1(8) 1(9) Infection* 4 (17) 2 (8) 2 (8) 1(4)

NPM1mt 6 (25) 6 (46) 0 (0) Cord 4 (17) 0 (0) 4 (36) EC M sCT 3(13) 0.(0) 3(27) GVHD? 3(13) 1(4) 0 (0) 0 (0)

KMT2Ar 17 (71) 7 (54) 10 (91) MMUD 2(8) 1(8) 1(9) Negative 21 (88) 11 (85) 10 (91) Nausea/vomiting 2 (8) 0 (0) 1 (4) 0 (0)

NUP98r 1 (4) 0 (0) 1(9) C°"°"Rt':é‘£gd - 0 38) 5 (62 ') 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) Myelonblative Y 15 (63) 5 (39) 10(o1) 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 NPM1NGST MRD Pre- Prolonged QTc 0 (0) 0 (0) 0 (0) 0 (0)
CR Status at HSCT Tacrolimus 21 (88) 10 (77) 11 (100) Maintenance - Differentiation 0 (0) 0 (0) 0 (0) 0 (0)

PTC 13 (54) 9 (69) 5 (46) Negative | 2/5 (40) 2/5 (40) syndrome

CR1 6 (25) 5 (38) 1(9) Time t Ry ib Maint Below Level of Detection 3/5 (60) 3/5 (60)

CR2+ 18 (75) 8 (62) 10 (91) me te Revumenib Talntenance 82 [42 — 174] 62 [42 — 133] 116 [57 — 174] . - - - - on or discontinuati
Regimen Pre-HSCT (days) NPM1 NGS MRD Post- ;EAE;. c}reatrilneor)t-emergent adverse events. Adverse events leading to revumenib post-HSCT dose interruption, reduction or discontinuation are shown.

. Baseline Parameters before Maintenance - eported as N (%).
Revumenibt 10 (42) 4 (31) 6 (55)
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) 52— 14] 62— 10] 53 — 14] tGVHD: n = 1 G1 chronic skin GHVD, n = 1 G4 acute Gl GVHD, n = 1 unknown grade
*N (%), or median [range] Hgb (g/dL) 11[8 — 14] 118 - 14] 12[9-14] - MFC, Multiparameter flow cytometry, sensitivity of 1x10~ Atotal of 15 patients (63%) required either a dose interrupti duction of ib maint t any time during their follow-up.
 All relapsed/refractory Pt (x109/L) 171 [73 — 411] 146 [73 — 302 186 [114 — 411] "NGS, next-generation sequencing, sensitivity of 5x10° Atotal of 11 patients ((46%)) required dose reduction of revumenib maintenance at ranneyn{imrl:e:::3rienngatnrffirafoﬁgvyv-Lrg.e Hring e IoToNTER

*Frontline n = 6, relapsed/refractory n = 8 *N (%), or median [range]
0),

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)
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R —— Group 100% ; o) —— L,  Revumenib as maintenance therapy post allo-SCT was feasible with no unexpected safety signals
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S ——— o 4[ — - - —  Thrombocytopenia was common, occurring in 83% of patients (grade >3 46%) and was the most common reason for dose
I T Cytomolecular g : - - = . . . . . . . . . .
—— o o 8 5o g sow imaasual 2e0r reduction and/or interruption, however this was manageable with dose modification, and most patients could maintain
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— A o Ers 63% o - o * In our heavily pre-treated cohort (CR2+ 74%, prior allo-SCT >50%), survival outcomes appear encouraging with 2-year event-
CO—— @  Mantenance stop T r T T T r y ] : : ' l 1 r : ; . . .

— o 6§ m® & H A T s T free survival and overall survival rates of 77% and 91%, respectively

S— - Number at sk (number censored) numoeral sk (number censored) . Limitations include the single-center, single-arm design with heterogeneity in disease biolo

o : . . : . ——G(0) 50 3(1) 138 0@ 04 04 7O 150 150 126) 86 7 5@ 4@ 102 Mitations INCIUAe the single-cehtet, sihgie-a J J y JY

" Months fom HSCT (ime 0 = ransplant) —c0) 60 4 20 1@ 1@ 0@ ==70) 16(0) 16(0) 13@) 10(8) 8@ 6() 5010 201  These findings support further prospective evaluation of menin inhibition as maintenance therapy post allo-SCT
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