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cohesion  complex (RAD2I-13%, SMC3-7%), MGA-20%,
KMT2C-27%, SETBPI1-13%, which were absent in AML with
inv(16). In AML-inv(16) aberrations of genes involved in chromatin
modification, related to cohesion complex were rare events. Patients
with activating mutations tended to have an increased risk of
relapse compared to patients without them (p=0.07). Patients with
mutations in the K77 gene had a significantly worse recurrence-
free survival rate than patients without those mutations (p=0.02).
Conclusions: Molecular genetic profile of patients with CBF-AML
is highly heterogeneous. AML with t(8;21) and inv(16) have specific
biological and clinical features. Activating mutations in tyrosine
kinase receptor genes are frequent events in both subgroups of CBF-
AML. Activating mutations increase the risk of relapse in CBF-AML
patients. High-throughput sequencing is a useful instrument in the
prognosis of CBF-AML. Keywords: AML, CBF-AML, mutations,
NGS, prognosis
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Sequential Venetoclax and FLT3
Inhibitors in Combination With
Hypomethylating Agents or Low-Dose
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Context: Targetable mutations such as FL'T3, a receptor tyrosine
kinase, are present in 30% of cases with acute myeloid leukemia
(AML). Direct inhibitors of FLT3 are promising therapeutic agents
such as midostaurin and gilteritinib. The use of FLT3 inhibitors as
single agents remains to be limited with short-lived responses. For
treatment-naive AML patients with FLT3 mutation, the standard
treatment entails induction with intensive chemotherapy in physically
fit or younger patients and in combination with an FLT3 inhibitor.
There is no approved targeted therapy option for treatment-naive
patients with AML harboring an FLT3 mutation ineligible for
intensive therapy. Objective: To assess the efficacy and feasibility
of sequential administration of venetoclax, a selective inhibitor of
Bcl-2, and midostaurin in addition to induction chemotherapy
in unfit newly diagnosed FLT3-mutant AML patients. Methods:
This is a case series reviewing the clinical data of four consecutive
patients with FLT3-mutant AML, ineligible for standard induction
chemotherapy, who received induction treatment consisting of low-
dose chemotherapy or hypomethylating agents (HMA) with the
sequential use of venetoclax for 10 days followed by midostaurin
for 14 days, treated at the American University of Beirut Medical
Center. Results: Between November 2021 and February 2022,
four patients were included in our study. The median age was 68
years (range 66-70). All patients had FLT3 mutation (three with
ITD, one with TKD), and three patients had concomitant NPM1
mutation. One patient had trisomy 8 and another patient had

deletion 7 on cytogenetics. All patients achieved complete remission
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on day 21 and day 28. One patient with underlying myelodysplastic
syndrome remained to have detectable FL'T3 with deletion 7 at day
28 evaluation and had the longest time for absolute neutrophil count
(ANC) and platelet count recovery. The median number of days for
ANC and platelet count recovery was 40 days (range 27-59) and
34 days (24-not reached) respectively. The main toxicity was febrile
neutropenia in 3 out of 4 patients. Conclusions: The sequential use
of venetoclax followed by midostaurin in combination with low dose
chemotherapy or HMA for newly diagnosed AML, FLT3-mutant
patients who are unfit for intensive chemotherapy seems to be a
promising approach with an acceptable toxicity profile. Keywords:
AML, acute myeloid leukemia, sequential therapy, FL'T3 inhibitors,
efficacy, tolerability
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Context: Preliminary stratification into prognostic risk groups
is a mandatory component of the AML patients treatment,
which allows for optimizing the intensity of chemotherapy (CT),
as well as planning and justifying allogeneic hematopoietic stem
cell transplantation (allo-HSCT). Objective: To evaluate the
effects of the FLT3 gene mutational status and the allele burden
(AB) magnitude in FLT3-ITD patients on the course of AML.
Design: Retrospective and prospective study. Patients or Other
Participants: Study of the FL73 gene mutational status effect on the
course of the disease in 280 patients was carried out. The dynamics
of the magnitude of the AB in the FLT3-ITD cases were analyzed in
the context of CT, allo-HSCT, and the impact of the AB on survival
rates in 91 patients. Main Outcome Measures: The adverse effects
of FLT3 gene mutations on patients survival rates were assessed.
Results: In the study group, the frequency of FL73 accounted for
30.5% (FLT3-ITD-24% (48/199), the frequency of FLT3-TKD
was 5.5% (11/199), the combination of FLT3-ITD and FLT3-
TKD was found in 1.0% (2/199)); the rest of the patients, 69.5%
(138/199), had no mutations in the FL73 gene. Mutations in NPMI
gene were detected significantly more frequently in the FLT3-ITD-
in 37 (32.4%) out of 114 patients (p=0.0001). Two groups were
identified according to the magnitude of AB in the FLT3-ITD
mutations: low AB (<0.5)-n=50 (55%) and high AB (20.5)-n=41
(45%). Patients with high AB FLT3 gene, compared with low AB,
had a high level of leukocytes (p<0.001) and bone marrow blast cells
(p=0.04). Patients FLT3-ITDlow/NPM1+ achieved CR (complete
clinical and hematological remission) more often compared with
FLT3-ITDhigh/NPM1+, with CR rate of 71.4% and 16.0%,
respectively (32=11.2; p=0.04). The efficacy of allo-HSCT in FLT3+
was significantly higher only in terms of OS; it was not achieved in
the allo-HSCT(+) (n=24), compared with the median of 8 months





