Synthesis of novel and highly
functionalized CF;-containing scaffolds for
MedChem applications
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Introduction
The excellent pharmacological profile of fluorinated drugs has made the incorporation of fluorine atoms a standard method in medicinal - i
3
chemistry development processes.l12l In this regard, we have recently devised a synthetic route towards trifluoromethylated aldimines, . NKCN
O
which were prepared in situ starting from hemiaminal ethers.l3! Using similar compounds, we herein present the preparation of a broad /k:/ O
variety of trifluoromethylated amine and imidazole structures for future applications in medicinal chemistry and lead optimization studies. MeO.S O
2

Odanacatib,

For instance, an illustrative example for a successful incorporation of a trifluoroethyl amine to work as an amide bioisostere Iis given by MSD Sharp&Dohme, treatment of

osteoporosis and bone metastasis

Odanacatib, a highly potent drug candidate for the inhibition of Cathepsin K.

Y. Gauthier et al., Bioorg. Med. Chem. Lett. 2008, 18, 923.
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Thus, treatment of phenols with the CFs gy, O HA ” F = heteroatoms in ortho-position with aryl
I nding amines In neat TFAE under ° ; ; . .
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