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Friedlinder quinoline synthesis

The Friedldander quinoline synthesis combines an o-amino aldehyde or ketone
with another aldehyde or ketone with at least one methylene o adjacent to the car-

bonyl to furnish a substituted quinoline. The reaction can be promoted by acid,
base, or heat.
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Example 1°

@ECHO . Qan NaOMe, EtOH msn
NH, O reflux, 3 h, 90% N
Example 2’

O
AcOH, 100 °C
88%
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Example 3*

N” NH, ONMe N N7 Me N” ON” “Me

H
Conditions Conversion Ratio
NaOH, rt > 99% 37:63
pyrrolidine, 5% H,SOy, rt 97% 86:14
TBAO, 5% H,SOy, rt > 99% 87:13
TBAO, 5% H,SOy, slow addition, 65 °C > 99% 94:6
H
Me N

TBAO = 1,3,3-trimethyl-6-azabicyclo[3.2.1]octane Me
Me

Example 4'°

Mes—N_ N—-Mes

c =\
OH 0 1mol%  PCyfh o Re
+ R

KOH, 1,4-dioxane R4
80°C,1h
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