































































































Legislative Mandate of EDSP

1996 Federal Food, Drug and Cosmetic Act, section
408(p)
- Requires the U. S. EPA to develop a screening

program using appropriate validated test systems and
other scientifically relevant methods to determine
whether certain substances may have an effect in
humans that is similar to an effect produced by a
naturally occurring estrogen, or other such endocrine
effect as the Administrator may designate.

1996 Safe Drinking Water Act Amendments, section

1457
- Testing of chemical substances that may be found In

sources of drinking water, if substantial human
populations may be exposed.



Initial Screening and Testing
Strategy

- Expanded to include estrogen, androgen and
thyroid pathways
- Two-tiered screening and testing program
- Tier 1

- 5In vitro assays (ER, AR,

steroidogenesis, aromatse)

- 6 In vivo studies

. ~$750,000 - $1 million per chemical
- Tier 2

- Two-generation rat study

- Multi-generational fish study

- Amphibian growth/reproduction















Remaining Challenges

- Technical limitations/obstacles associated with each technology
(e.g., metabolism, volatiles, etc.)
- Moving from an apical to a molecular paradigm and defining
adversity
 Predicting human safety vs. toxicity
- Combining new approaches to have adequate throughput and
sufficiently capture higher levels of biological organization
- Systematically integrating multiple data streams from the new
approaches in a risk-based, weight of evidence assessment
- Quantifying and incorporating uncertainty and variability
- Dealing with the “V” word
- Defining a fit-for-purpose framework(s) that is time and
resource efficient
- Role of in vivo rodent studies and understanding their inherent
uncertainty
- Legal defensibility of new methods






