Efficacy and Safety of Triplet Targeted Therapy for FLT3-Mutated
Relapsed/Refractory AML: A Systematic Review and Proportion Meta-Analysis
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e FLT3 mutations occur in ~30% of AML cases and e 5 studies comprised of 104 patients with median
are associated with increased relapse rate and CRc 390.6 24 .0-69.1 0.0116 69.10% age of 42 to 68 years were included. Around 43/104
reduced survival. Outcomes remain poor in (40%) patients had prior exposure to FLT3
relapsed/refractory (R/R) AML, particularly after allo-HSCT 36.9 23.0-53.4 0.0163 67.10% inhibitors.
prior FLT3-directed therapy. FLT3 inhibitors and " e Pooled estimates demonstrated substantial
venetoclax-based regimens have expanded MRD 70.6 48.4-86.0 0.0387 0% variability across endpoints, with I? ranging from 0%
therapeutic options, but durable responses remain . 5 to 69.1%. No heterogeneity was observed for ORR
litnitad. Infections 45.1 39.2-95.3 0.3137 15.60% or MRD negativity (2=0%). whereas greater

e We performed a systematic review and meta- S . 0 heterogeneity was observed for CRc and bridge to

. . . . epsis 120 5.3-26.7 0.2552 22.80%

analysis assessing triplet therapy with a P ° allo-HSCT (1?>=69.1% and 67.1%, respectively).
hypomethylating agent (HMA), venetoclax, and an > 30-day Mortality 19.1 12.0-28.98 0.3571 8.70% Heterogeneity was low for infections, sepsis, and
FLT3 inhibitor in FLT3-mutated R/R AML. =>30-day mortality (1°=15.6%, 22.8%, and 8.7%,

respectively).
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e To evaluate the efficacy and safety of HMA +
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. s ' Short et al., 2024 6 14 4286 [17.66; 71.14 = '- MRD negativity of 70.6%.
otal (95% ClI 49 62 79.03 [67.16; 87.42 y ; ;
Methodology Hetefo[:enmty] Tau® = 0: Chi® = 1.54_df = 2'“: 04535,].W Yotal B0% C1 33 49 8632 [00.48; 7.07) — o Approximately 37% of patients were bridged to allo-
o Heterogeneity: Tau® = 1.8764; Chi’ = 8.38, df = 3 (P = 0.0387), " =682% ' 1 | HSCT, supporting the potential role of triplet therapy as a
ponse Rate 20 40 60 80 100 . : : .
i Conducted according to PRISMA 2020 MRDNegativity (PCR) remission-induction strategy before transplantation.

guidelines. PROSPERO ID: CRD420261329046 » However, infections and early mortality remained
clinically relevant.
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2026 outcomes, larger prospective studies are needed to
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