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Benzene is still the most common ring in drugs and natural products.1 
Since the “Escape from Flatland” concept (2009)2, sp³-rich frameworks 
have gained popularity for improving solubility and metabolic stability. 
In this work, we present 3-oxabicyclo[3.1.1]heptanes as novel saturated 
bioisosteres of meta-substituted benzenes.3 They were synthesized 
via a Lewis acid-catalyzed ring opening of spirocyclic oxetanes. A key 

Properties of Sonidegib, and its saturated analogues
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Anticancer drug

analogue of Sonidegib retained nanomolar potency while showing >500% improved solubility and lower lipophilicity. These results highlight 
the potential of this new scaffold in drug design.


