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Synthesis of Dipeptide Bioisosteres Using Regioselective Ring Opening of
Difluorocyclopropanes ('Faculty of Pure and Applied Sciences, University of Tsukuba) O
Masashi Mitsumori,' Kohei Fuchibe,' Junji Ichikawa'

The synthesis of monofluoroalkenes as dipeptide bioisosteres was achieved by regioselective ring
opening of gem-difluorocyclopropanes, which is due to their elongated carbon—carbon bond distal to the
difluoromethylene group. Firstly, N-(2,2-difluorohomoallyl)amides were regioselectively prepared from
gem-difluorocyclopropanes by a Ritter-type reaction with acetonitrile in the presence of TFOH. Secondly,
the obtained difluorohomoallylamides were subjected to allylic substitution of bromine for fluorine (an

Sx2’-type reaction), followed by cyanation and hydrolysis, which led to the desired monofluoroalkenes.
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