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The benzene ring is a key structural element in chemistry. It is the most 
popular ring in natural products,1 bioactive compounds, and drugs.2 
During the past decade, researchers actively used the saturated cores 
with the coplanar exit vectors to mimic the parasubstituted benzene 
ring.
In this work, we show that spiro[3.3]heptane with the non-coplanar exit 
vectors can mimic the mono-, meta- and para-substituted benzene 
rings in drugs.3 This scaffold was incorporated into the anticancer drug 
Sonidegib (instead of the meta-benzene), the anticancer drug Vorinostat 
(instead of the phenyl ring), and the anesthetic drug Benzocaine (instead 
of the para-benzene).
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Table 1. ADME properties of Benzocaine and analogs
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