Trifluoromethylator®
Trifluoromethylation MADE EASY!

The quest to devise a simple and high yielding method to introduce fluorine moieties has been ongoing for the past 20 years.! The introduction
of perfluoroalkyl groups affects the physical property and the biological activity of the molecule making the addition of this moiety a crucial
step in the synthesis of new drugs and agrochemicals.? Several methods have been developed in the past 25 years to introduce trifluoromethyl
groups, however, the reaction conditions are often very harsh needing high catalyst loading, toxic reagents and high temperature, limiting their
application scope.®

More recently, Hartwig’s group developed a new copper based trifluoromethylation reagent, Trifluoromethylator®, able to add trifluoromethyl
moieties on a variety of heteroaryl iodides and bromides. This breakthrough reagent is very efficient not only with aryl iodide, but also with
heteroaryl bromide. Using mild conditions, a variety of heterocycles were reacted yielding the desired fluorinated product in high yields. The
utility of the reagent was shown by reacting heteroaryl bromides and iodides with various functional groups, yielding the desired products in
good to high yields.* The scope of the reagents encompasses various bromopyridine containing both electron donating and electron withdrawing
groups at different positions of the ring, affording the desired products in high yields. Finally, the versatility of the trifluoromethylation reagent
was demonstrated by reacting a range of bromopyrazines, quinolones, quinoxolines, isoquinolines and aza-indoles affording the desired products
in excellent yields.®
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In a typical reaction 1.2 to 1.5 equivalent of the trifluoromethylator is added to the reactant in DMF. The reaction is allowed to stir at the
required temperature (RT-100 °C) for up to 18 hours. The desired product is then extracted and further purified using column chromatography.
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