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Tumor blood vessel normalization by prolyl hydroxylase inhibitor repaired
sensitivity to chemotherapy in a tumor mouse model
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In tumor tissue, abnormal blood vessels, which are hyper-permeable and
immature, are often formed; these tissues also have irregular vascularization and intravasation.
This environment induces resistance to anticancer drugs, which causes an increase in anticancer drug

doses, leading to increased side effects. We hypothesized that normalized tumor blood vessels would

improve tumor tissue perfusion, resupply nutrition and re-oxygenate the tumor tissue. Chemotherapy
would then be more effective and cause a decrease in anticancer drug doses. We report a
neovascuIarization-inducin? drug that improved tumor vascular abnormalities, such as low blood flow,

blood leakage and abnormal vessel structure. These results could lead to not only an increased
chemo-sensitivity and tissue-drug distribution but also an up-regulated efficiency for cancer
chemotherapy. This suggests that tumor blood vessel normalization therapy accompanied by
angiogenesis may be a novel strategy for cancer therapy.
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