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Synthesis of Fluorinated Methylenebenzocyclobutenes
O Yuta Takahashi, Tsuyuka Sugiishi, Hideki Amii

Fluorine has characteristic properties such as the highest electronegativity among all elements,
and exhibits specific properties such as improved pharmacological activity and liposolubility by
introducing fluorinated functional groups into organic compounds. Among them,
difluoromethylene group (-CF2-) is a fluorine-containing group widely used in the design of
bioactive molecules such as drug discovery because it functions as a bioisostere of the ether
oxigen group and changes the bond angle as compared with the methylene group (-CH2-).

Previously, we investigated the synthesized reactionsof fluorinated benzocyclobutenonederivatives.
However, the Diels-Alder reation of fluorinated of benzocyclobutenones did not did not proceed
even under high temperature conditions. Instead of benzocyclobutenes, we change the substrates
for [4+2] cycloaddition by the use of Fluorinated methylenebenzocyclobutenes, which are
expected to be useful building blocks to construct a variety of fluoro cyclic compounds. First ,
fluorinated methylenebenzocyclobutenes were synthesized by wittig reaction.
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