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• the current status quo in MedChem indicates a 
growing need for efficient synthetic approaches to 
building blocks with 6-azaindole core;

• recently, we elaborated а scalable and efficient [4+1] 
cyclization toward 2-trifluoromethyl-6-azaindole 
from 3-trifluoroacetylamino-4-methylpyridine that 
was recognized by the scientific community

• the reaction scope covers β-substituted 
3-amino-4-methylpyridines;

• α-substituted counterparts do not give 
cyclic products and the reaction stops at the 
trifluoroacetamide step

• the formation of CF3CO pyridinium 
salt is a key step of the methyl 
group activation;

• α-unsubstituted substrates 
are unable to form such  
pyridinium salts due to the 
existing steric hindrance created 
by an α-group
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SURPRISING OUTCOME
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A = COCF3, COCHF2, Me, CO2Et, CHO
D = CF3, H, CHF2

1. stirring 48 h, rt
2. CHCl3 extraction
3. puriFlash XS520Plus
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KEY STEP FOR THE SCOPE

N

H
N

CH3
CF3

O

OF3C

R1 N

H
N

CH3
CF3

O

OF3C

R1

The reason behind
inapplicability  

of α-substituted
pyridines

not formed due to the steric hindrance
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