
Box 1: Use framework in Cancer Guidelines 
to establish MOA(s)

MOA sufficiently 
supported in animals?

MOA relevant to 
humans?

Flag lifestage(s) or population(s) that 
could be susceptible (based on 
information about the specific MOA) 
for dose-response analysis.

Box 2: Use linear 
extrapolation as a default.

Determine extrapolation 
based on information 
about specific MOA.

Box 3: Model using MOA or 
use RfD/RfC method as default.  
Adjustments for susceptible 
lifestages or populations are part 
of the process. 

No

Linearity due to 
mutagenic MOA

MOA can not 
be determined

Nonlinear

Yes

Yes

Linear, but 
nonmutagenic

MOA Box 4: Use the same linear 
extrapolation for all lifestages, 
unless have chemical-specific 
information on lifestages or 
populations.

Were chemical-specific data available 
in MOA analysis to evaluate differences 
between adults and juveniles (more, 
less, or the same susceptibility)?

Box 5: Develop chemical-
specific risk estimates 
incorporating lifestage
susceptibility.

Yes

Box 6: Early-life susceptibility assumed.  Apply 
age-dependent adjustment factors (ADAFs) as 
appropriate to develop risk estimates.

No 

Supplemental Guidance for Early-Life Exposures

No further analysis of 
tumors.

Figure 3.  Flow chart for early-life risk assessment using mode of action framework

Figure excerpted from Supplemental Guidance for Assessing Susceptibility from 
Early-Life Exposure to Carcinogens (EPA/630/R-03/003F, March 2005).


