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Abstract Objective: The advent of targeted drug BCL-2 inhibitor venetoclax (VEN) has revolutionized the
treatment pattern of acute myeloid leukemia(AML) , especially for elderly patients or those ineligible for intensive
chemotherapy. Its combination regimens with hypomethylating agents(HMAs) have been widely used in clinical
practice. We conducted a single-center, retrospective study on the real-world application of VEN-based first-line
treatment in newly diagnosed AML patients over the past four years in aim of providing reference for clinical prac-
tice. Methods: The clinical data of 110 newly diagnosed AML patients who received VEN first-line combination
treatment for the first time from August 2019 to February 2024 were retrospectively analyzed. Results: The medi-

an follow-up time was 14. 8(0. 2-37. 1) months., with a median of 1(1-8) courses of first-line VEN combination
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therapy and a median of 3(1-10) courses of total treatment courses applied(clinical trials excluded). Application

population: The VEN first-line combination therapy has been widely used in newly diagnosed AML patients with

different patient-related and AML disease-related characteristics. The application population was often accompa-

nied by underlying comorbidities(74.5%), and the vast majority had = grade 3 blood routine tests abnormalities

(98.2%) before initiating VEN combination therapy. Treatment regimens: VEN + azacitidine (AZA) was the

main choice of induction therapy(78.2%). 29.1% of patients were lost to follow-up or died after only receiving

induction therapy. Among patients who continued treatment after induction therapy, 44. 9% underwent treatment

strategy adjustments, and only 23. 6% continued to receive == 4 courses of VEN-+HMAs=®FLT3 inhibitor treat-

ment. Treatment response: The composite complete response rate(cCR) induced by VEN first-line combination

therapy was 80. 2% , and the rate of achieving negative minimal residual disease(MRD) was 69.2%. The median

overall survival(OS) and median event-free survival (EFS) of patients who achieved ¢cCR or MRD negative in the o-

verall cohort were significantly better than those without cCR or MRD negative (the median OS of ¢cCR vs non-
cCR: 37.1 vs 3.5 months[ P<C0. 001 |, the median EFS of ¢cCR vs non-cCR: 14. 8 vs 0.9 months[ P<C0.001];
the median OS of MRD™ vs non-MRD ™ : 37.1 vs 3.5 months[ P<C0.001], the median EFS of MRD™ vs non-
MRD™ : 14. 8 vs 1.3 months[ P <C0.001]). The overall recurrence rate was 30. 8%. Safety: Overall toxicities

were tolerable, and hematological toxicities of continuous treatment with VEN-+ HMAs were mainly observed in

the first course. The incidence of grade 3-4 hematological toxicities and infection in the VEN+ AZA group was

generally lower than that in the VEN+ decitabine group, and the VEN+ AZA group showed a decreasing trend

with the increase of treatment courses. Conclusion: VEN first-line combination therapy can achieve quick and high

response in newly diagnosed AML patients, overall adverse events are tolerable, with the first course being the

most notable. In real-world settings, it is common to adjust treatment strategies after first-line VEN induction

therapy, patients who achieve remission or MRD negative can benefit from significant survival advantage. Howev-

er, there is still a considerable proportion of patients who could not benefit from VEN-based first-line therapy or

experienced relapse, optimized solutions are urgently needed.
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