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Drug re-positioning screening by using a novel assessment method

Noguchi, Yuki
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Tumor microenvironment model that has been created using Bispecific T-cell

Engager (BiTE) was used for screening old drugs potentially effective on tumor cells. Of 1300 old
drugs that have been invented for other diseases except for tumor, one tetracycline antibiotics,
demeclocycline (DMC) was found with potential lymphocyte-activation effect. DMC had both
quantitative and qualitative abilities against lymphocytes, which means it can proliferate
Iymphocytes and make them produce much more anti-tumor cytokines, such as interferon gamma. In
addition, when DMC was used with a PD-L1 blocker in in vivo mouse model, tumor expansion was
significantly suppressed and the proportion of tumor-specific lymphocytes also significantly
increased. On top of that, DMC had also an ability to activate tumor infiltrating lymphocytes (TILs)
that were extracted from actual tumors of patients with cancer. These results may indicate that DMC
enhances the effect of immune checkpoint inhibitors.
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