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3'-(N-phthalimido)glutarimide, commonly named thalidomide (TD), is one of the most
famous chiral drugs, and its serious side effect caused by the teratogenicity of the (S)-
enantiomer only has led to drug-related incidents.” To understand the pharmacodynamics and
pharmacokinetics of TD, it is useful to understand its physicochemical properties not only in
solution but also in solid state.>”. Therefore, in this study, we examined the process of crystal
growth of solid-state TDs. We grew single crystals of (R)-, (S)-, and (RS)-TD using the
sublimation method, and confirmed that the sublimation method is effective for growing TD
crystals through Raman spectroscopy and single crystal X-ray structure analysis®. The change
in enantiomeric excess (e.e.) during crystal growth was also investigated by HPLC analysis,
which revealed that TD undergoes chiral inversion during sublimation under normal laboratory
conditions. On the other hand, chiral inversion was not observed under low humidity conditions,
and this suggests that the interaction with water vapor in the air is a cause of this phenomenon.
This is an important finding to prevent undesirable effects in the purification of chiral drugs
using sublimation.
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