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in hexafluoroisopropanol (HFIP)
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Oxazoles and oxazolines are five-membered heterocycles which are found in numerous
natural products, drug candidates, and even approved drugs. Among different synthetic
approaches, the transition metal-catalyzed cycloisomerization of propargylic amides is
versatile but suffers from the limited availability and high price of transition metal catalysts,
as well as, the contamination of the heterocyclic products. Taking into account that a proton
is isolobal to cationic gold(l), we have used HCI generated in situ from 1,1,1,3,3,3-
hexafluoroisopropanol (HFIP) and acetyl chloride’ for the cycloisomerization of propargylic
amides to oxazoles and oxazolines. Statistical optimization of the reaction conditions using
Design of Experiments (DoE)? enabled the efficient synthesis of a variety of oxazolium
hydrochlorides and oxazoles from propargylic amides with a terminal triple bond.® The
HFIP/AcCI medium is removed by simple distillation and can be reused several times. By
contrast, propargylic amides with an internal triple bond gave unsatisfactory results under
these conditions. Fortunately, replacing AcCl by TMSCI allowed an efficient synthesis of

numerous oxazolines which were obtained stereoselectively as (Z)-isomers.*
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