In normal cells, each stage of the cell cycle is tightly regulated. In cancer cells, many genes and proteins that influence the progression of the cell cycle are mutated or overexpressed - they become oncogenes. The proteins/
molecules involved in the regulation of the cell cycle, in particular those with a role in DNA replication and DNA damage, are important cancer therapeutic targets.

There are three major regulatory cell cycle checkpoints - G./S, intra-S phase and G,/M phase. A cell can only pass
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Cel | CyC| e @ Enhancing replicative stress by targeting critical DNA replication checkpoints and replication machinery, as well as
depleting nucleotides, encourages fork stalling and fork collapse, which leads to mitotic catastrophe and death in
cancer cells.
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synthesized by Pol € and the lagging strand is synthesized by Pol 6. PCNA is a d e
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