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Introduction and Aim

More than five hundred drugs contain a fragment of para-disubstituted Design d=18A d=26A

benzene. However, organic compounds with more than two phenyl _@_ ldeal bioisoster
rings often suffer from poor solubility and low metabolic stability.* We d=29A @ d=26A
have developed an “ideal” saturated bioisoster of the para-substituted }<:>} F(sp?) [too short]  [too lipophilic] [, )

phenyl ring, - 2 oxabicyclo[2.2.2]octane. Its incorporation into Imatinib _Q_ — d=27A — _@_
drug led to dramatic improvement of all physicochemical properties. S 2012 MT/Z'rsk e}

This study opens new horizons in science, given the commonplace o= 180° <§> y=176°
of the phenyl ring everywhere. In this work, we have rationally p-Benzene [often unstable] (distance]
designed, synthesized, and characterized the ideal bioisoster of the [conform. rigid] [metab. stable] lipophilicity]
para-substituted phenyl ring — 2-oxabicyclo[2.2.2]octane.* [non-chiral] [collinear vectors] [stable] (THP)
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