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Abstract: Metabolic reprogramming of tumor cells is an important feature of cancer development and progression. By regulating
metabolic pathways, tumor cells are able to meet the demands of rapid proliferation, of which glycolysis and the pentose phosphate
pathway (PPP) are two key metabolic pathways. Recent studies have revealed a complex metabolic crosstalk between glycolysis and
PPP. Tumor cells flexibly adjust their metabolic fluxes to adapt to the changes in the tumor microenvironment by regulating the
intersection of the two pathways, such as glucose-6-phosphate (G6P) and fructose-6-phosphate (FOP). These metabolic crossroads not
only reveal the complexity of tumor cell metabolism, but also provide new directions for targeted drug development. Currently, the
research on targeted drugs against these metabolic crossroads has made positive progress, and drugs inhibiting G6P dehydrogenase
(G6PD) and transketolase (TKT) have shown good anti-tumor effects. In addition, some active ingredients of traditional Chinese
medicine have been shown to modulate glycolysis and PPP to enhance the efficacy of chemotherapeutic drugs, which provides a new
idea for the combination of drugs. Therefore, in-depth exploration of the crosstalk mechanism between glycolysis and PPP and its

application in cancer therapy will provide an important theoretical basis and practical guidance for the development of targeted drugs
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and the optimization of existing therapeutic strategies. In this paper, we will focus on the biological significance of these metabolic

crossovers and the current status of drug development targeting these metabolic pathway crossovers to explore their potential and

challenges in cancer therapy.
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Fig.1 Crosstalk between glycolysis and PPP
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