
Variants affecting a 
protein

Tier 1 
genes ?

Tier 2 
genes ?

Tier 3 
genes ?

Low 
MAF ?

Y

Variants of uncertain significance (VUS)

C
an

di
da

te
 p

at
ho

ge
ni

c 
va

ria
nt

s

N

N

N Y

Y
Segregation?

Y

Y

N

N

N

N

Y

Y

N

Y

Y

Segregation?

Segregation?

Segregation?

Phenotype
consistency?

N


