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B Abstract

Evaluating the crystalline form of solid-state active pharmaceutical ingredients (APIs) is an important
from the viewpoint of quality control of drug products. In the production of pharmaceuticals, an
analytical method that can evaluate the molecular state of a solid in a short time without destructiveness
is also useful as a sensor for process monitoring. In this study, we investigated low-frequency Raman
spectroscopy, which shows different spectra depending on the crystal form of the solid. A crystalline
form of API in the crystallization process was monitored and crystalline form in solid-dosage forms was
quantified. Monitoring of the crystallization process using a probe-type spectroscope was effective in
determining the endpoint of the process because the spectra of the solvent, raw material, and target
crystal were different. By applying the transmission measurement to the low-frequency region, the
quantitative ability of the crystalline form in solid-dosage form was improved compared with the
backscattering measurement. In conclusion, these methods are useful for elucidating the molecular state
of pharmaceutical solids and complexes, which was difficult with common analytical methods.
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