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Resumo Dimeric flavonoids, also called biflavonoids, are bioactive compounds that exhibit 

various activities described in the literature, including antibacterial, antifungal, antiviral, 
anti-inflammatory, analgesic, antioxidant, vasorelaxant, and anticancer properties. This 
work focuses on the anticancer action of naturally occurring dimeric flavonoids against 
prostate and breast cancer, as well as on the mechanisms of action involved in their 
activity and presents the most current information on this subject in the literature. In 
the present review, we summarize the latest findings on the antiproliferative activity of 
33 dimeric flavonoid-based compounds selected from recently published studies. The 
tests conducted were in silico and in vitro and demonstrated the cytotoxic activity 
potential of biflavonoids against prostate and breast tumor cells. Biflavonoids were 
capable of interfering with the migration and replication of cancer cells and their 
mechanism of action is related to cell death pathways, especially apoptosis, necrosis, 
and ferroptosis. These compounds decreased mitochondrial membrane potential and 
significantly increased intracellular levels of reactive oxygen species (ROS). Additionally, 
they significantly upregulated the expression of p21, Bax, and cleaved caspase-3, while 
downregulating Bcl-2 and caspase-3 levels, indicating their cell death mechanism of 
action is through the Bcl-2/Bax/cleaved caspase-3 pathway and cell cycle arrest. The 
biflavonoids here related have shown promising anticancer activity and are considered 
potential drug candidates for prostate and breast cancer treatment. 
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