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Abstract: Objective To promote the precise treatment of hematologic malignancies with venetoclax. Methods
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home and abroad was searched to summarize the mechanism of venetoclax, pharmacological and drug — resistance characteristics of
venetoclax in different hematologic malignancies, drug — resistance molecular mechanisms of venetoclaxand and response strategies,
and the biomarkers and evaluation methods for predicting the efficacy of venetoclax. Results As a highly selective B - cell
lymphoma 2 (Bcl — 2) inhibitor, venetoclax exerts anti — tumor effects mainly by activating the mitochondrial apoptosis signaling
pathway. It has achieved good therapeutic effects in the treatment of various hematologic malignancies, such as chronic lymphocytic
leukemia, acute myeloid leukemia, multiple myeloma, lymphoma, and myelodysplastic syndromes in both clinical and preclinical
studies. The molecular mechanism of drug — resistance to venetoclax is complex, involving changes in Bel — 2 family protein
expression, genetic and epigenetic abnormalities, cross — activation of signaling pathways, metabolic reprogramming, and protective
effects on the tumor microenvironment. Common response strategies include combination targeting of other anti — apoptotic proteins,
epigenetic modulators, signaling pathway inhibitors , immunotherapy, and targeted therapy. Biomarkers and evaluation methods that can
predict the efficacy of venetoclax include genetic features, tumor microenvironment and immune markers, functional assessment
methods, etc. Conclusion Venetoclax has broad prospects in the treatment of malignant hematological diseases, but the issue of
drug - resistance urgently needs to be addressed. It is recommended to conduct in - depth research on drug - resistance

mechanisms, optimize combination therapy, explore biomarkers for predicting therapeutic efficacy, and develop a new generation of

Bel — 2 inhibitors to promote precision therapy in the future.

Key words:venetoclax;B — cell lymphoma 2;drug — resistance;hematologic malignancies; combination therapy
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