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Indﬁction of EPR effects on microtumors by combretastatin and its microcirculation
mechanism
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Nanoparticles are difficult to extravasate from initial stage tumor vessels.
Therefore, enhanced-permeability and retention (EPR) effects do not occur in such vessels. A
combretastatin derivative, Cderiv, enhances vascular permeability. To elucidate the microcirculation
mechanisms of the EPR effect, we investigated the structure and function of tumor vessels and tumor-host
interface (T-HI) vessels after Cderiv administration. We also assessed the therapeutic enhancement
effects of the combination of doxorubicin micelle with Cderiv. Results show the following. (1) The T-HI
vessel endothelium contained many vesiculo-vacuolar organelles (VV0), which contribute to macromolecule
extravasation, even after the Cderiv administration. (2) Combination therapy (Cderiv + doxorubicin
micelle) markedly inhibited LY80 tumor growth. The presence of VWO and the decline of tumor
microcirculation function involving T-HI are important for the EPR effect.
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