Prognostic performance of ELN 2024 and Mayo Clinic 2025 risk classifications in
older patients with acute myeloid leukemia treated with first-line azacitidine and

'ACH venetoclax at a secondary care hospital.
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INTRODUCTION

The European Leukemia Net (ELN) 2017 and 2022 risk classifications for acute myeloid leukemia (AML) were developed in patients receiving intensive
chemotherapy and have limited prognostic value in older patients treated with lower-intensity regimens. Following the VIALE-A trial, azacitidine plus
venetoclax (AZA/VEN) became standard therapy, prompting development of ELN 2024 and Mayo Clinic 2025 classifications for AZA/VEN-treated
patients.

Aim: To assess outcomes and compare prognostic performance of ELN 2024 versus ELN 2017, ELN 2022, and Mayo Clinic 2025 in older AML patients
receiving first-line AZA/VEN.
) RESULTS

Median age was 74 years, and 33% had secondary AML. RUNX1 and IDH2 mutations were most frequent (33% each), followed by DNMT3A (26%) and
NPM1 (20%) (Table 1). ELN 2024 classified 11 patients as favorable risk, whereas Mayo Clinic 2025 assigned nine patients to intermediate risk,
reclassifying eight ELN 2024 favorable-risk cases (Figure 1). After median follow-up of 62 months, median OS and PFS were 40 and 27 months. Median
OS with ELN 2024 was 57, 18, and 24 months for favorable, intermediate, and adverse groups, while Mayo Clinic 2025 provided better survival
discrimination, with median OS not reached in the favorable group (Figure 2). Overall, 66% achieved measurable residual disease-negative complete
remission after median four treatment cycles and became transfusion independent.
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Figure 2. Kaplan—Meier survival analysis of the study cohort.

CONCLUSION

ELN 2024 recognizes favorable prognostic effects of NPM1, IDH1/2, and DDX41 mutations without signaling pathway alterations, classifying many
AZA/VEN-treated patients as favorable risk. Mayo Clinic 2025 additionally incorporates adverse cytogenetics and KMT2A, TP53, and KRAS mutations in
IDH2 wild-type disease, reclassifying many patients as intermediate risk. Despite the small cohort, these findings support AZA/VEN-specific prognostic
models over classifications developed for intensive chemotherapy.
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