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Anti-angiogenic and lymphangiogenic therapy improves the tumor microenvironment
and enhances the effectiveness of immunotherapy
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In this study, we identified a previously unknown normal anatomy of
lymphatics and blood vessels in the pleura covering the mouse chest wall and diaphragm. We
immuno-stained the chest wall and diaphragm with markers for lymphatics and blood vessels. We
observed and identified and their anatomy using a microscope.

Lymphatics include initial and collecting lymphatics. We identified their distribution in the
pleura. We also confirmed the distribution of blood vessel networks of arteries, veins, and
capillaries in the pleura. Next, we developed a disseminated metastatic mouse tumor model on the
pleura of the chest wall and diaphragm. We immuno-stained this model with lymphatic and blood
vessel markers. We were able to clearly observe the flowing out lymphatics and flowing in blood
vessels of each tumor using a microscope. In this model, each tumor was small, and
lymphangiogenesis and angiogenesis from the surrounding vasculatures to the tumor could be

identified.
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