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Effect of solid solution forming on the chiral resolution of aminoindane derivatives salt
('Graduate School of Engineering science, Osaka University) (OKoki Shiohara,! Ryusei
Oketani,' Ichiro Hisaki!

Ozanimod is an antineoplastic agent. (S)-4-Cyano-1-aminoindane (1), a key intermediate of
Ozanimod, can be accessed by enzymatic methods and asymmetric synthesis via sulfinamide.'?
On the other hand, chiral resolution by crystallization of the racemic form of 1 has not been
reported yet. In this study, we attempted chiral resolution of 1 by diastereomeric salt method.
Repeated crystallization of diastereomeric salt of 1 and di-p-toluoyl-L-tartaric acid (2) allowed
chiral resolution of 1 with an optical purity of up to 91%ee. However, a single recrystallization
did not achieve sufficient optical purity, suggesting formation of a solid solution. In this
presentation, I will report in detail the crystallization behavior revealed by phase diagram study
and theoretical calculation together with the chiral resolution.
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