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Huang, Y.; Dömling, A., Science of Synthesis: Multicomponent Reactions, (2014) 1, 542.
In recent years, the Gewald reaction has been adapted to polymer-supported or ionic liquid based protocols which produce thiophen-2-amines in good to excellent yields with high purity. The solid-phase Gewald protocol has been performed by the reaction of a poly(ethylene glycol) resin bound cyanoacetic ester with a ketone or an aldehyde, morpholine, and sulfur in ethanol (Scheme 15).[21] Direct isolation of the thiophenamine [bookmark: xlsu]35 is inefficient due to decomposition of the product during the cleavage step with trifluoroacetic acid; however, this problem is solved by acylating the resin-bound amino intermediates [bookmark: xlsu]34 with acetyl chloride prior exposure to trifluoroacetic acid.
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