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Development of Fluorination at Benzylic Position of N-Heterocycles using Electrophilic
Fluorinating Reagents (!Graduate School of Engineering, The University of Tokyo, *Graduate
School of Science, Chiba University, >AGC Inc.) oAkiya Adachi,' Kohsuke Aikawa,' Takuya
Hashimoto,? Kyoko Nozaki,' Takashi Okazoe'-

N-Heterocycles constitute an important structural moiety of small molecules in
pharmaceuticals. Fluorination of benzylic C—H bonds in those compounds provides a great
value by modulating the pKa of proximal heteroaromatic(s), enhancing the metabolic stability
on easily oxidizable benzylic positions. In this context, the direct monofluorination of benzylic
C—H bonds using N-fluorobenzenesulfonimide (NFSI) in the presence of a base has been
reported.[!! However, this reaction system cannot be applied to efficient difluorinations.
Therefore, a fluorinating reagent containing carbonyl group (NFC: N-fluoro-N-
(fluorosulfonyl)carbamate)?! was employed. We identified NFC facilitates the selective
difluorination of benzylic C—H bonds in N-heterocycles, while the monofluorination was
dominant using NFSI under the same reaction conditions.
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