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613.ACUTE MYELOID LEUKEMIAS: CLINICAL AND EPIDEMIOLOGICAL

Poor Outcome of Patients with Acute Myeloid Leukemia in First Relapse Underscores the Need for Effective Initial
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Introduction: The incorporation of novel targeted agents into combination regimens used in the treatment of patients with
acute myeloid leukemia (AML) has improved their outcomes. However, disease relapse is still challenging and associated
with a poor response rate, limited therapeutic options and poor outcome. Predictors of outcome for patients in �rst relapse
include the duration of �rst remission, cytogenetic risk at diagnosis, age and whether they underwent an allogeneic stem cell
transplantation (alloSCT) in �rst remission. The incorporation of genetic aberrations detectable at diagnosis has been useful
in further stratifying prognosis, but their predictive value at the time of relapse is not well established. Herein we analyze a
large cohort of frontline-treated AML patients, focusing on the outcomes of patients presenting a �rst disease relapse.
Methods: This is a retrospective single-center study including patients diagnosed with AML from April 2017 to October 2022.
Risk assessment and response to treatment were de�ned according to the ELN 2022 guidelines. Mutations were assessed
using an 81-gene NGS panel. Survival analyses were estimated with the Kaplan-Meier method, using the log-rank test for
comparison. Univariate and multivariate analysis were performed using Cox proportional hazards regression.
Results:A total of 875 patients with AMLwere included in the study, with amedian age of 65 years old (range,18-95). According
to the ELN risk category, 171 (20%) patients had favorable disease, 200 (23%) patients intermediate and 473 (54%) adverse.
Patients received intensive treatment (IT; 40% of patients, 41% of whom with the addition of venetoclax) or low intensity
treatments (LIT; 60% of patients, 72% with venetoclax). The overall response rate including complete remission (CR)/CR with
incomplete hematologic recovery (CRi) was 73%. Among responding patients, 201 (32%) underwent alloSCT in �rst remission.
After a median follow-up of 25 months, the median OS was 53 months for patients receiving IT and 11 months for patients
receiving LIT (Figure 1). The median OS for favorable, intermediate and adverse risk patients was not achieved, 24 and 11
months, respectively. During this follow up time, 337 patients were alive and maintaining CR.
197 patients have relapsed after having achieved CR/CRi, 36 of them after undergoing alloSCT. Available data for analysis
was available in 164 of these patients. The median age at relapse was 67 (21-95) and 57 (35%) received prior IT whereas 107
(65%) received LIT. At diagnosis, 15%, 16% and 69% were favorable, intermediate and adverse risk, respectively. The median
time from best response to relapse was 7.5 (range,1-35) and 6.3 (range, 1-49) months for patients treated with IT and LIT,
respectively. At the time of relapse, 36% of patients had a complex karyotype, 4% hadMECOM gene rearrangement and 3%
had KMT2A gene rearrangement. The most common mutations at time of relapse were TP53 (34%), DNMT3A (34%), TET2
(23%) and RUNX1 (19%).
After relapse, 32 (20%) and 132 (80%) received salvage IT and LIT treatment, respectively. The CR/CRi rate for IT and LIT were
31% and 27%, respectively. The mOS from relapse was 3.4 and 5.5 months for patients with salvage IT and LIT, respectively
(p=0.6). Age at relapse (mOS of 6.5 vs 5.1 months for patients age <60 and ≥60, respectively [p=0.1]), type of induction
therapy (mOS of 6.6 vs 4.9 for patients receiving IT and LIT, respectively [p=0.07]), or risk classi�cation at relapse (mOS of
4.9, 6.3 and 5.1 months for favorable, intermediate and adverse risk, respectively [p=0.7]) did not stratify patients. Duration
of �rst remission longer than 12 months was associated with a better OS (mOS 8.1 vs 4.3 months, p=0.008). Univariate and
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multivariate analysis was performed, including clinical and biological variables at diagnosis and relapse (Table 1). Importantly,
high white blood cell count at relapse (HR 2.1), short �rst remission (HR 1.6), complex karyotype at relapse (HR 1.7) and KMT2A
rearrangement at relapse (HR 3.8) were independent predictors of outcome after relapse.
Conclusion: Although outcomes of patients with AML have improved, disease relapse remains a major obstacle with poor
outcomes despite the availability of new salvage strategies. Highly effective induction andmaintenance regimens are needed
to reduce the risk of relapse.
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