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Application of Fluorous Chemistry to the 
Synthesis of Compound Libraries

Fluorous Mixture Synthesis
e.g. synthesis of several 

diastereomers of a natural product

Fluorous Reagents (FTI)
e.g. F-DEAD, F-PPh3, 

F-Dimethylsulfide, F-Grubbs
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Fluorous Synthesis of Piperazinediones
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1. R4NH2 (10eq)
2. AcOH, CHF2CF2CH2OH
    μW, 1h, 250°C
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ClCH2COCl (10eq),
DMAP, molecular 

sieves,
DCE, 2h, 60°C

ORF = O(CH2)3C8F17

FSPE = Fluorous Solid 
             Phase Extraction

1. NEt3 (3eq), DMF,
    30min, r.t.
2. R3-maleimide (1,5eq), 
    μW, 30min 130°C

(1,2eq)
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1. NEt3, DMF, 30min, r.t.
2. R3-maleimide (2eq), 
    μW, 30min 130°C

(2eq)
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150 mL
MeOH/H2O 80/20

fluorophobic

150 mL
Et2O

fluorophilic

DMF

30% EtOAc in hexanes

aldehyde

product

maleimide


