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Advance on synthesis of Rosiglitazone Maleate

GU Shuang-xi, DUAN Ting , QIAO-Heng , CHEN Jin-fang , JU Xiu-lian
(Hubei Key Lab of Novel Reactor & Green Chemical Technology,
School of Chemical Engineering and Pharmacy, Wuhan Institute of Technology, Wuhan 430074, China)

Abstract: Rosiglitazone (RSG) is a thiazolidinedione insulin sensitizer, which was approved by
American Food and Drug Administration (FDA) in the form of Rosiglitazone Maleate (RSGM) for the
treatment of non — insulin — dependent diabetes mellitus (NIDDM) or diabetes mellitus type II. At
present, many synthetic methods of RSG and RSGM were reported. Base on different starting materials
and synthetic technology, the synthetic routes of RSG and RSGM as well as their key intermediates
were reviewed as follows: The reaction conditions of preparing RSG from 2,5—dibromopyridine via 4—
step reactions are mild but with expensive starting materials and low atom economy; most of the
synthetic routes of RSGM are from the starting material 2 — bromopyridine or 2 — chloropyridine,
among which the synthetic route of RSGM with 2 — chloropyridine as starting material and
4— (2— (methyl(pyridin—2— yl)amino)ethoxy)benzaldehyde as key intermediate is the most attractive
one; the synthetic route of RSGM from 4 —hydroxymethylphenol is not suitable for industrialization
due to the high toxicity and high price of reaction reagents; one of the two synthetic routes from 4 —
hydroxybenzaldehyde is high — cost due to the use of NN’Dicyclohexylcarbodie in the etherification
reaction, and the other route is tedious and non—ideal; the two routes of preparing RSGM from p—
fluorobenzaldehyde are less competitive due to the expensive starting material.

Key words: rosiglitazone maleate; synthetic route; thiazolidinediones; insulin sensitizer
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