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Facile synthesis of (E)-a-haloenamides via regio- and stereospecific hydrohalogenation
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Enamides and Haloenamides are basic building blocks in organic synthesis. They are frequently found in
natural products, and recently have emerged as a novel type of nucleophiles in C-C and C-N bond formations.
Despite the utility of haloenamides, their synthetic availability still remains a challenge, because of the
inherent difficulty in regio- and stereoselective hydrohalogenation. Herein we report a completely regio- and
stereospecific synthesis of (E)-a-haloenamides from ynamides using in situ generated HX. The in situ HX
was generated from TMSX and H,0O, and quickly added to ynamide in nearly quantitative yields, exclusively
giving single isomer.
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Scheme 1 Synthesis of 1b from 1a via TMSI-mediated hydroiodation
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Scheme 2 Synthesis of 2b from 2a s
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Scheme 3 Competitive experiments of hydroiodation between 1a and 2a
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