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Welcome/Introductions 
– Allan Hirsch

Overview of Proposed 
Regulatory Changes 

– Jim Donald

Public Comments/Questions 
- All

AGENDA



1. Clarify the regulations
2. Remove provision allowing ad hoc 

development of MADLs
3. Provide guidance for developing age-

specific MADLs



• Clarify meaning of “No Observable Effect Level,” 
or “NOEL:”
o Defined as the highest exposure level resulting in no 

observable effect
o Can be calculated by generally accepted scientific 

methodology (e.g., benchmark dose method)
o Can be selected from a range of exposure levels 

showing no observed effect in a study
• Use terms “dose” and “exposure” consistently
• Define “LOEL” as the lowest observed effect level



• Clarify how epidemiological data will be appraised:
o According to accepted scientific principles
o Consideration given to, at the least:

– Identification and selection of study subjects
– Validity and reliability of exposure ascertainment
– Completeness of follow-up
– Assessment of outcomes
– Statistical analysis
– Study power

o Bias and confounding will be identified, quantified or 
otherwise considered as appropriate



Revision to 25801 (a) and 25805(a):
• Supports consistency and predictability

o Same MADL applies in all cases
• Avoids forcing courts to make de novo 

determinations regarding
– minimum scientific standard 
– appropriateness of scientific methods 

used in assessments



• Default bodyweights for 
postnatal, pre-adulthood exposures 
that lead to female or male reproductive toxicity:

– Adolescent age 11-18 yr 40 kg
– Child age 2 -10 yr 20 kg
– Infant age 29 days – 1 yr 10 kg 
– Neonate age 0 – 28 days 3.5 kg

• Allows for use of “principles or assumptions scientifically 
more appropriate” than the defaults to calculate the MADL
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