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We have developed an inhibitor, IMDK, that is specific for the cancer
related growth factor Midkine and reported that this small compound can inhibit the PI3Kinase / AKT
pathway and induce an antitumor effect in lung cancer. In the present study, we have synthesized
derivatives of IMDK and investigated the antitumor properties of these small molecule compounds in
malignant mesothelioma.

In MSTO-211H malignant pleural mesothelioma cells, two of the newly synthesized compounds showed
antitumor activity at lower concentrations than iMDK. Furthermore, immunoblot assays revealed that
these two compounds suppressed the phosphorylation of AKT at a lower concentration than iMDK 48
hours after treatment. Moreover, a Bcl-2 inhibitor, ABL263, enhanced the antitumor effect induced by

iMDK in MSTO-211H cells, suggesting that inhibition of PIK3CA and Bcl-2 might be a promising
therapy to treat mesothelioma.
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