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Introduction Results (cont’d)

* Approximately 30% of patients with acute myeloid Table 2. DLT summary
leukemia (AML) have FLT3 mutations DL | Patients,N (%) | DLT, N Event(s)
« Standard treatment for newly diagnosed FLT3- 1 3 (14%) 0
mutated (FLT3-m) AML in fit patients consists of 2 9 (43%) 2 One patient without count recovery by
7+3+FLT3 inhibitor!-2 day 42; another patient with grade 3
_ bilirubin increase and EF decrease
« FLT3-m AML appears to have a higher CD33 3 6 (29%) 2 | Gl toxicity resulting in <50% of
expression midostaurin administration (2 patients)
+  Gemtuzumab ozogamicin (GO) is an anti-CD33 4 3 (14%) 0

antibody drug conjugate |
Most frequent adverse events: diarrhea (76%), nausea (76%)

- - Most frequent grade 3+ AEs:
ObjeCtlveS - Hematologic: WBC decrease (62%), plt count decrease (57%)

- Non-hematologic: sepsis (38%), dyspnea (19%)

 Primary outcome: determine the maximum

tolerated dose (MTD), guided by a Bayesian Count recovery (of the 18 completing induction):
toxicity probability interval “*keyboard” design - Median time to plt recovery: 26 days (range, 19-54)
. . - Median time to ANC recovery: 27 days (range, 19-68
« Secondary outcome: preliminary efficacy y ys (rang )
analysis Table 3. Treatment best response and transplant utilization
Best response N (%)
Stable disease 2 (10%)
0
Patients with newly diagnosed FLT3-m AML MO EEREESMEL = (157
Transplant N (%)
| Yes 13 (62%)
Dose levels (DL) No 8 (38%)
IV Cytarabine IV Daunorubicin IVGO PO Midostaurin
DL1 100mg/m2, days 1-7  60mg/m2, days 1-3  3mg/m2, day 1 50mg bid, days 8-21 Overall Survival
DL2 100mg/m2, days 1-7 60mg/m?, days 1-3  3mg/m?, days 1,4 50mg bid, days 8-21 1007
DL3 100mg/m2, days 1-7 60mg/m?, days 1-3 3mg/m?, days 1, 4,7 50mg bid, days 8-21
DL4 100mg/m2, days 1-7 90mg/m2, days 1-3  3mg/m2, days 1,4, 7 50mg bid, days 8-21 0.75
E | | | |
; ; 8 050
Day 14 (+7) Bone Marrow Biopsy 8
o
l 0.25
Residual blasts <5% Residual blasts 25%
0.00
| 0 5 1' 1.5 2
y Re-induction with 7+3 (+/_ Years From Start of Treatment
Reassessment at count recovery [« - . : Number at risk
midostaurin) 21 13 9 4 2
l Figure 1. Overall survival

CR or CRi

|

Consolidation
(up to 2 cycles)

« DL2 was identified as the MTD, with two doses of
GO (3mg/m? on days 1, 4)

GO 3mg/m? day 1 * Prospective study by Rollig et al. also supported the

Age < 60 years:
HIDAC 3g/m?g12h days 1,3,5

Midostaurin 50mg BID days 8-21

use of two doses of GO3
Age 260 years:

| MIDAC 1.5:2g/m2q12n days 1,35 | . MIDO.TARG clinical trial found hlgher rates of
' GO 3mg/m? day 1 negative measurable residual disease in NPM1 -
Midostaurin 50mg BID days 8-21 mutated patients with two doses of GO*

 Response rates appear promising in this dose-

Table 1. Baseline Characteristics

No (%

Age Group el Refe re n Ces
Mean (range) 51 (20-73)

Sex
Male 11 (52.38) 1.Stone RM, Mandrekar SJ, Sanford BL, et al. Midostaurin plus chemotherapy for acute

Ra“,’veh_t 11100 myeloid leukemia with a FLT3 mutation. N Engl J Med. 2017;377(5):454—464. doi:

Eihrisity — 10.1056/NEJMoa1614359.

Non-Hispanic 21 (100) 2.Erba HP, Montesinos P, Kim H, et al. Quizartinib plus chemotherapy in newly diagnosed

ECOG at screening patients with FLT3-internal-tandem-duplication-positive acute myeloid leukaemia
0 10 (48) (QUANTUM-first): A randomised, double-blind, placebo-controlled, phase 3 trial. Lancet.
; g ﬁi; 2023:401(10388):1571—1583. doi: 10.1016/S0140-6736(23)00464-6.

FLT3 Status 3.Rollig C, Schliemann C, Ruhnke L, et al. Gemtuzumab ozogamicin plus midostaurin in
FLT3- ITD+ 15 (71) combination with standard '7 + 3' induction therapy in newly diagnosed AML: Results
FLT3- TKD+ 4 (19) from the SAL-MODULE phase | study. Br J Haematol. 2024;204(6):2254—-2258. doi:
FLT3- ITD+, FLT3-TKD+ 2 (10) 10.1111/bjh.19436.

EL,E‘a\Z,gf:ble 2 (10) 4.Russell N, Wilhelm-Benartzi C, Othman J, et al. S126: Gemtuzumab-based induction
Intermediate 15 (71) chemotherapy combined with midostaurin for FLT3 mutated AML. Results from the NCRI
Adverse 4 (19) AML19 “MIDOTARG?” pilot trial. HemaSphere. 2022;6. doi:

10.1097/01.HS9.0000843396.14484.b9
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