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Analysis of DNA damage response to FTD in colorectal cancer and its development
to enhance therapeutic effect.
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In this study, we used AZD6738 as a G2/M checkpoint inhibitor. We confirmed
that cell cycle arrest was observed at the G2/M checkpoint in both 5-FU and FTD in colorectal cancer
lines, and that it was abolished by AZD6738. We investigated the therapeutic enhancement effect of
AZD6738 using 5-FU, a key drug for colorectal cancer. The results showed that AZD6738 potentiated
the anti-tumor effect in both cultured cells and mouse subcutaneously implanted models. Based on the

keynote experiment, we conducted the same study with FTD, which also showed enhancement of
anti-tumor effect in both cultured cells and mouse subcutaneously implanted models.
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AZD6738 increases the sens

itivity of

colorectal cancer cells to 5- fluorouracil by inhibiting repair of DNA damage. ONCOLOGY

REPORTS 47: 78, 2022
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Cleaved caspase-3/B-actin  0.103 0.070 0.501 0.804
Cleaved PARP/B-actin  0.039 0.007 0.099 0.385
Control AZD6738 FTD FTD+AZD6738
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Cleaved caspase-3/B-actin  0.011 0.011 0.112 0.356
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Harata S, Suzuki T, Hirokawa T et al. AZD6738 promotes the tumor suppressive effects
of trifluridine in colorectal cancer cells. ONCOLOGY REPORTS 49: 52, 2023
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