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615.ACUTE MYELOID LEUKEMIAS: COMMERCIALLY AVAILABLE THERAPIES, EXCLUDING TRANSPLANTATION

AND CELLULAR IMMUNOTHERAPIES
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Background: Mutations in FLT3 (FLT3m), either internal tandem duplication (ITD) or tyrosine kinase domain (TKD) are found
in approximately 25% of AML patients. The current standard of care for eligible patients is induction chemotherapy with 7 +
3 regimen with the addition of multikinase inhibitor midostaurin, based on CALGB 10603 which enrolled patients up to 59
years of age (Stone et al; NEJM 2017). Quizartinib recently demonstrated improved overall survival (OS) compared to placebo
when combined with standard 7+3 induction in patients up to 75 years of age, although the bene�t in patients 60 and above
was less clear (Erba et al; Lancet Oncol 2023). We sought to review the clinical outcomes among patients 60 years of age or
greater at our institution for who received midostaurin with 7+3 for newly diagnosed (ND) FLT3m AML.
Methods:We retrospectively reviewed 20 patients, 60 years of age or older who receivedmidostaurin in combination with 7+3
(7+3+Mido) for the treatment of ND-FLT3m AML. Response criteria of CR (complete remission) and CR without hematological
recovery (CRi) were de�ned per standard InternationalWorkingGroup (IWG) AML response criteria. The primary endpoint was
de�ned as composite CR rate (cCR: de�ned as patients achieving CR +CRi). Minimal residual disease (MRD) assessment was
done on post-induction bone marrow aspirate using multiparametric �ow cytometric assessment. The secondary endpoints
were OS, leukemia-free survival (LFS) among patients with CR/Cri and proportion of patients who underwent subsequent
allogeneic hematopoietic cell transplant (alloHCT).
Results: Patients’ demographic, cytogenetic andmolecular features are summarized in Table 1, brie�y, themedian age was 64
(range 61-75), males (n=12, 60%), de novo AML (n=19, 95%), FLT3 ITD (n=13, 65%), FLT3 TKD (n=7, 35%). The most common
consolidation regimen was high dose cytarabine (HiDAC) in combination with midostaurin (n=5, 25%). Grade 3 or higher
hematologic toxicity was uniformly seen and themost commongrade 3 or higher non-hematologic toxicities were neutropenic
fever (19/20; 95%), cardiac disorders (3/20; 15%), and diarrhea (3/20; 15%). Dose reductions/interruption of midostaurin was
required in 35% patients (n=7) and one patient died due to induction related mortality.
7+3+Mido yielded an overall response rate of 90% (18/20), with cCR noted in 75% (15/20) and MLFS seen in 15% (3/20) pa-
tients. MRD negative remission was documented in 40% (6/15) patients treated (table 2). The median follow up for the entire
cohort was 9.3 months and overall survival at 6 months was 70% (14/20). The majority of patients, 70% (14/20) subsequently
underwent alloHCT from matched or haploidentical donor. Reduced intensity conditioning (n=12/14; 86%) and GVHD pro-
phylaxis with tacrolimus/ sirolimus prophylaxis (n=8; 57%) was commonly used in patients undergoing alloHCT. Six patients
did not proceed to alloHCT due to death (n=4, one each due to sepsis, disease progression, infection, or intracranial bleed),
comorbid conditions (n=1) or short follow up. The median OS for non HCT group was 2.3 months (range: 0.6-6.5). Detailed

© 2023 by The American Society of Hematology 2 NOVEMBER 2023 | VOLUME 142, NUMBER Supplement 1 5937

D
ow

nloaded from
 http://ashpublications.net/blood/article-pdf/142/Supplem

ent 1/5937/2184319/blood-2536-m
ain.pdf by guest on 16 M

ay 2024

https://doi.org/10.1182/blood-2023-173978
https://crossmark.crossref.org/dialog/?doi=10.1182/blood-2023-173978&domain=pdf&date_stamp=2023-11-02


ONLINE PUBLICATION ONLY Session 615

HCT outcomes data was available subset of patients at last data cut off (9/14; 65%). The Median age of patients undergoing
HCT was 65 years (range: 62-76). The median KPS and HCT-CI for these patients was 90% (range :80-90%) and 1.5(range: 0-5)
respectively. The majority of patients underwent alloHCT in CR-1(90%), all using PBSC graft from donor. The median duration
of follow-up from transplant to last contact or death in the nine evaluable patients was 12.1 months. Median OS and leukemia
free survival was not reached and 1-year GRFS was 50% (range:14-79%). Five patients (36%) patients received post-transplant
FLT3 maintenance with the most common agents being midostaurin (n=2) and gilteritinib (n=2).
Conclusion: The addition of midostaurin to intensive 7+3 chemotherapy induction for ND FLT3m AML is feasible and well
tolerated in older AML patients. The combination results in high remission rates and the majority of patients are able to
proceed to alloHCT.
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