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Reformation of thalidomide from its hydrolysis compound via intramolecular dehydration
(‘Graduate School of Advanced Science and Engineering, Waseda University, *Center for Data
Science, Waseda University) O Toru Asahi,! Koichi Tsutao,'! Takuya Taniguchi,”> Kohei
Otogawa,! Miri Nakamura,' Yoshiyuki Ogino'

Thalidomide is a famous chiral drug, which has both negative and positive effects.
While the drug caused severe harmful side effects over a half-century ago, thalidomide has
again been commercialized for some intractable diseases. Thalidomide can be metabolized by
some processes including hydrolysis, which can afford three different compounds depending
on the reaction site. The physicochemical behavior of hydrolysis compounds would be, in part,
the origin of the effectiveness of thalidomide, and thus to be investigated. This research reports
that one of these hydrolysis compounds returns to thalidomide via intramolecular dehydration
reaction in an organic solvent, but that the other two do not. The difference of dehydration
behavior was rationalized based on molecular structures: the reformable molecule has the
preferable geometric environment for intramolecular dehydration.
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