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The main

Abstract: Objective

ways in which solvents introduced impurities were analyzed. Based on the reaction activity characteristics of solvents, the

To improve the control level of impurities in active pharmaceutical ingredients (APIs). Methods

introduction of impurities in commonly used solvents (alcohols,amides,nitriles,ketones,esters,halogenated hydrocarbons, ethers,
aromatic solvents) in the production process of APIs,the introduction of impurities in chemical reactions by impurities in solvents,
and their mechanisms were analyzed. Results and Conclusion Impurities directly introduced by common solvents are easy to
identify and remove, but new impurities indirectly introduced by solvents or impurities in solvents participating in chemical
reactions have strong concealment and are prone to appear in APls, and they are easily overlooked. It is recommended that APls

manufacturers choose appropriate reaction solvents in the early stages of process development to control impurities indirectly

introduced by solvents from the source.
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Fig. 1 Generation of ethyl maleate(2,3) via the reaction between
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Fig.2 Generation of 2 — methylbenzimidazole (5) in the distilla-

tion of O — phenylenediamine (4)
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amine introduced by DMF
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Fig. 8 Acetanilide impurities (18) introduced via Sandmeyer reac-
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