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ENVIRONMENTAL DEFENSE FUND

RPolicy Relevance of
Compuiaenal exIceloay.

Need: Address uge legacy ol unassessedl chiemicals

— SCreen and prontize thousands; of chemicals

— |dentily hazard endpeints that require: more scrutiny
Need: Address emernging endpoints and Science

— |Lew dese effects, endecrine disruption, autism

— RIsks 101 sensitive subpepulations, liie stages

Need: ldentify/ intrnsically “safer” chemicals

— Rapid screening capanility fier new: chemicals

Need: Ensure salety’ of cemplex, new: technelegies

— Potentialiy mnfinite vamnatons
— Combinatien materals; e.d., 1ane-bio complexes
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Seme NGO Conecerns

o [nsufficient attention| to:
— Pathways leading terchrenic disease

— Emernging endpoints/science

o Basisifor assay validatien teo limited

o Assay Interpretation| s a black ox

— Hoew willfrisks te sensitive subpopulations, life stages be
characterized?

— |S I Vitrer dese-respense In Vive-relevant?

— What Is' a “significant” perturoation?
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IS Comp llex Relevant 1@
Public Health €Concerns?

o |lAcorporate chtical puklic healin cencenms

— |pcreasing rates ol chronic disease

* Neurelegicall autism, Alzheimer's, Parkinson’s
o [Vietahelic: dialetes; ohesIty.
o Auteimmune disease: Lupus;, MS

o Reproductive: decreased fertility

— Pathways and endpoeints must capiure disease pathways

— Tangeted testing to protect sensitive & susceptible
popuUlatiens

— Envirenmental expesures as compenent of multi-factoral
CalUSES
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Can Comp hex Integrate
EMErging Endpoints/SCIEnce?

o Emeraging science and complex endpoints
— Endecrine disruption
— EpIgenetics
— Neurotoxicity.

— |mmunetexicity

o oW dose effects

o Skepticism of leading scientists inithese fields

— Need e engage: scientists, NGOs, in assay develepment,
Intenpretation
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\/alidation Concerns

Current appreach: compare lexCast results with OPP
whole animalfdata

[DeEsHit compare “like™ endpoints

Recemmendation: compare: In Vive and IR Vitre assays
that cover the same endpoints

— Especially impertant ier complex pathways

— Compare HTS EDC results terbeth invive bioassays and the
EDSP test batiery
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Rerpreation: Caution Aheaad!

Accounting| fer nsks te sensitive subpopulations, liie stages
— |nclude assays that capiure vamaliity

— |ncorporate vananiity via Uncertainty: facter(s)

RECOGNIZING thal pertureation eccurs aleng a continuum

— Adversity depenads; on| contexi

— Smallfperturbations can; have significant bielogical Impacts

— Hew/ to define “significant” perturnation?
Considernng In Vivo relevance off dese respoense

— |nivitre D-Rinfermative but not necessarily: definitive

— |pierpretation may require speciiic prooi-ef-concept studies

Recommendaton: Instiiute dialogue that leads te guidance on
Interpretation 7
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New Oppoertunities

o [hink beyond traditional sk assessment
application

o AdVancing green chemistiy.

— Provides; additionall data for infermed substitution

— |dentiiy, chemicals withrlower bielogical
pernturbatien profie

o Addressing the mixtures challenge

— HTS, ofiers greater capacity to test mixtures

—\Whole product testing
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Nanetechnelogy, elc:
Poetentially/ Infinite Varatons e aSSess

Balancing safety assessment Vs rapid
commercialization Isia challenge

Development of rapid, INEXPEensive,
effective test methods will'help provide
early answers

llechnical challenges e GVErcome:

— Deliveny ofi nanemateriall te: cells
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Criticality efi NCE

o Continued fundimg NCCT will help teradvance: alternative
[esting metheads andianalysis

Resournces ane needed to foster dialegue oni the
Interpretanon eifassays fer decision-making

— Jlarget experts i Neurological, Develepmental, Immunoenclegical
and Repreductive Toxicology.

— [Dialegue will give: NGOIscientists an: entiry: point 1o participaie In
develeping| interpretive framework

NCCT sheuldicollalnorate with EPA experts in Poliution
Prevention, Green Chemistry and Designi for the
Envirenmentior maximum Benefit




