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Development of lead optimization method using novel profile data analysis method
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Our novel profile data analysis method, orthogonal linear separation
analysis (OLSA), can visualize even off-target-derived drug action. We aimed to establish a lead
compound optimization support system using this analysis method. According to the analysis of 293
compounds, we focused on resinnamine (RES) and syrosingopine, which are quite similar in structure.
As suggested, we confirmed their HDAC inhibitory action and mTORC inhibitory action in vitro.
Notably, SREBP activating action, which presumed to be higher in RES, could be also reproduced in
vitro. It was clarified that the similarities and differences in the actions of structurally similar

compounds can be estimated by decomposing their actions using our analysis method. Since the
effects of RES and syrosingopine detected in this study have not been reported yet, the approach
developed in this study is useful to uncover unrecognized effects of compounds, and hence,
contribute to derivatization strategies in lead optimization.
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