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The palladium-catalyzed fluorination of various substrates is an
In this
literature review three papers on the palladium-catalyzed

position of the amino acid and then, using Selectfluor as the electrophilic fluorine
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stage fluorination of important synthetic targets. Palladium-catalyzed

certain  cyclic substrates. The
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fluorination has emerged over the course of the past two decades to be a
versatile and widely applicable methodology for the incorporation of fluoride
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Using both electrophilic and nucleophilic fluorine sources, chemists have been

derivatives provides chemists with useful
techniques for late-stage fluorination of target
molecules in drug development.

able to successfully fluorinate substrates bearing a wide variety of

functionalities with both regio- and enantioselectivity. Among the first efforts to In another 2015 paper by Miao et al, the beta position of amino acid derivatives and

create a palladium catalyzed methodology for fluorination involved the use of aliphatic amides was fluorinated stereospecifically.3 As in the prior paper, the addition

electrophilic fluorine sources. These sources included the popular reagent of stoichiometric amounts of the silver salt Ag,CO; significantly improved the reaction
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Selectfluor. Using these electrophilic reagents, a variety of substrates were yield. The authors theorize that this silver salt acts as a base and helps coordinate the
successfully fluorinated, including arylboronic acids, amino acid derivatives, substrate to the palladium catalyst during a ligand exchange step, and then assists in References
aliphatic amines, benzylamines, and a variety of unactivated C-H bonds. the C-H bond cleavage necessary for the fluorination to take place. Once again, 1. Hagmann W. K. J. Med. Chem. 2008, 51, 15, 4359-4369.
Fluorinated amino acid derivative are important synthetic targets in medicinal Selectfluor was used as the F* source for the reaction. 2. ZhuR,TanakaK. LiG., HeJ. FuH., LiS., YuJ. J. Am. Chem. Soc. 2015, 137, 22, 7067-7070.
. _ . . : Mi o Y K., Kurek M. H. . Lett. 2015, 17, 1 738-3741.
chemistry, so methods of synthesizing them have been the subject of intense 5 Mo d.yang K. Rurek M., Ge H. Org. Left. 2015, 17, 15, 3756=3
H O Pd(OAc),(10 mol %) F O 4. Zhu Q. JiD., Liang T., Wang X., Xu Y. Org. Lett. 2015, 17, 15, 3798-3801.

interest in recent years.

PIP
R""\‘/ILN (/ ) Selectfluor (2.5 equiv) _ RV\,)J\N'P'P
H o o | Fe(OACc), (0.3 equiv), Ag,CO5 (2.0 equiv) H

NFhth
'PrCN, DCE, 150 °C, air

-

Acknowledgments

Summer Science Research Program for their support and funding.

\_

| would like to thank Dr. Melvin, the Bryn Mawr Chemistry Department, and the Bryn Mawr




