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Synthesis of Impurity I of Anlisentan

CHEN Jiafei, HUANG Lihua, LI Jing

( Department of Pharmacy, People' s Hospital of Chongging Banan District, Chongging , China  401320)
Abstract: Objective To synthetsize the impurity (S) -2 — [ (4 — hydroxymethyl — 6 — methylpyrimidin =2 — yl) oxy] =3 — methoxy = 3,3 -
diphenylpropanoic acid(compound 1) and to control the quality of Anlisentan. Methods The 2 —methyl sulfonyl — 4 — (tertiary butyl -
dimethyl — silankyloxy) — 6 — methyl — pyrimidine was synthesized by ecyclization, reduction, hydroxyl protection and oxidation with ethyl 2,
4 — dioxopentanoate and S — methylisothiourea sulfate as the active pharmaceutical ingredients(API),and then reacted with methyl (S) -
2 — hydroxy — 3 — methoxy — 3, 3 — diphenylpropionate to synthesize the target compound (compound I ).The structure was confirmed by
MS, 'H - NMR, “C - NMR. Results MS, 'H-NMR and "“C -NMR confirmed that the target compound was (S)-2-[(4- hydrox-
ymethyl — 6 — methylpyrimidin — 2 — yl) oxy] =3 — methoxy — 3, 3 — diphenylpropanoic acid. Conclusion ~The synthetic Anlisentan impurity

(compound 1) can be used for the establishment of quality standards of Anlisentan API and the analysis of the related substances.
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Fig. 1 The synthetic process of 2 —methyl sulfonyl —4 — (tertiary butyl — dimethyl - silankyloxy) — 6 — methyl — pyrimidine (compound VI)
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Fig.2 The synthetic process of the impurity (S) -2 - [(4 — hydroxymethyl — 6 — methylpyrimidin —2 —yl) oxy] —3 — methoxy - 3, 3 — diphenyl-
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Fig.3 HPLC chromatograms of compound I
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