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Development of a quick and simple search method for active conformations with
amplification and memory of active conformations as the key concept

Ichikawa, Satoshi
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First, an indomethacin derivative having a substituent at the ortho

positions of the benzene ring was synthesized and mixed with various proteins at 37 ° C. for 24
hours. As a result, a slight asymmetric amplification was observed when catalase was used. Next, we
focused on the fact that the benzamide structure, which is a structure widely found in drugs, has
two axial asymmetry of C-C bond and C-N bond, and investigated the properties of bond rotation. As a

result, it was found that the type of substituent at the ortho position of the benzene ring shows
the slow interconversion property characteristic of the atropisomer at a wide range of substituents,

although the rotational speeds of both axes are slightly changed. Furthermore, this property was
applied to enzyme inhibitors such as WDR5 inhibitors and HDAC inhibitors.
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