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Continuous-flow N-arylation Reaction Toward Synthesis of Evocalcet
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Since sequential and continuous-flow synthesis is advantageous for on-demand
manufacturing, it can be an efficient method for the synthesis of drug candidates when
combined with late-stage derivatization. Aiming at the sequential synthesis and
sequential derivatization of evocalcet, the calcium receptor agonist, we investigated
the hydrogen-transfer N-arylation reaction between secondary amines and
cyclohexanone. Heterogeneous Pd catalysts prepared from PdCl. as a precursor and
activated carbon-calcium phosphate composite as a support material showed high
activity under continuous-flow conditions. The corresponding N-arylated product was
obtained in about 90% yield under the conditions of SV = 3 h-' in the model studies.
This activity was superior to the reported commercial Pd(OH)2 on carbon' especially
at the higher SV conditions.
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