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FUNCTIONALIZED gem-CF2 CARBOCYCLES CASE
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For the synthesis see: Adv. Synth. Catal. 2017, 359, 
3126; Adv. Synth. Catal. 2018, 360, 4104; Eur. J. Org. 
Chem. 2021, 47, 6561; Synthesis 2018, 50, 4949; 
Synlett 2020, 31, 565; J. Fluor. Chem. 2017, 199, 60

pKa decrease (–∆pKa)
•   1.1±0.2 (β isomer)
•   0.7±0.2 (γ isomer)
•   0.5±0.2 (δ isomer)

pKa decrease (–∆pKa)
•   3.4 (β isomer)
•   1.4 (γ isomer)
•   0.6±0.4 (δ isomer)

pKa decrease (–∆pKa)
•   2.8±0.2 (β isomer)
•   1.4±0.3 (γ isomer)
•   0.9±0.4 (δ isomer)
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FLUOROALKYL-SUBSTITUTED SATURATED HETEROCYCLIC AMINES CASE
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∆pKa(H) = (1.68±0.10)×k for α-RF

∆pKa(H) = (0.86±0.16)×k for β-RF

∆pKa(H) = (0.54±0.10)×k for γ-RF
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MONO- AND DIFLUORINATED SATURATED HETEROCYCLIC AMINES CASE

adding each F atom decreases pKa(H) by ca. 2 units
the impact of the first F atom is somewhat higher than that 
of the second one
axial position for the 3-fluorine atom is preferable in the 
protonated form and provides its stabilization
LogP: fluorination at a single position: gem-CF2 > CH2 > CF
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