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It is important to develop DDS which efficiently and specificallK delivers
anti-cancer agents to cancer cells. The purpose of this research is to develop basic technology to
measure accurately drug distribution at cellular and organellar levels using GIST-imatinib as a
model. We have studied using xenograft model and GIST cell lines. Imatinib distribution in tumor
tissues was measured with mass-microscopes whose sensitivity was enhanced nearly 10-hold.

Although tumor vascular density greatly decreased after imatinib therapy, there was no change in
tumor tissue distribution of imatinib in xenograft models. Intracellular imatinib distribution was
measured by fluorescent-tagged imatinib, Turn-ON method, and using anti-imatinib antibody. When
imatinib entered into tumor cells, it rapidly accumulated mainly in the secondary lysosome, and
partly distributed ER-like structures. Taken together, imatinib was accumulated mainly in lysosome
and partly in ER-like structures of tumor cells.
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