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Augmentation of EPR effect and therapeutic effect of nanomedicine by improving
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In this study, we have investigated approaches to augment EPR effect/tumor
drug delivery of macromolecular nanomedicines, by improving tumor blood flow. For this aim, we
focused on vascular mediators involved in EPR effect, i.e., nitric oxide (NO) and carbon monoxide
(C0), and examined their potentials to enhance the delivery of nanomedicines into tumor, by using
NO/CO generators. The NO/CO generators induced the generation of NO/CO more selectively in tumor,
which 1n turn resulted in the improvement of tumor blood flow and increase of nano-drugs in tumor
(EPR effect). Consequently, by combining with these NO/CO generators, the anticancer effect of
nanomedicines were significantly elevated which were verified in different solid tumor models
including carcinogen-induced cancers. These findings strongly suggested the potentials of these
NO/CO generators as EPR enhancers to improve the therapeutic effects of nanomedicines.
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