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The Focus of the Session…

Lots of talk about NAMs… Not enough application.
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While NAMs May Be The New Buzzword, Work on 
Alternatives/NAMs Has Been Around for Decades
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Underlying Challenges Driving Development and 
Application of NAMs are the Same
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Trendy or Not, Making Progress Requires a Plan

Focused on TSCAFocused on Agency-wide action

Similar common goal of reducing use of animals in chemical safety testing/research, 
but different focus…
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NAM Work Plan Identified Objectives, Strategies and 
Deliverables to Apply NAMs to Agency Decisions

• Five objectives for reducing animal testing and research 
while ensuring that Agency decisions remain fully protective 
of human health and the environment
o Evaluate Regulatory Flexibility
o Develop Baselines and Metrics
o Establish Scientific Confidence and Demonstrate Application
o Develop NAMs to Address Information Gaps
o Engage and Communicate with Stakeholders

• Short- and long-term strategies EPA will use to accomplish 
the objectives

• Specific deliverables and timelines linked with each objective
• Recognition that the EPA NAMs Work Plan represents a 

snapshot in time and will evolve as EPA’s knowledge and 
experience grows 
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Many of These Strategies Were Themes in the EPA 
NAM Conferences



Center for Computational
Toxicology & Exposure

7

Key #1: Continue to Develop and Refine NAMs to 
Address Information Gaps and Current Limitations

EPA NAM Work Plan Strategies:
• Joint planning of NAM development by EPA research scientists and 

regulators

• Encourage development and evaluation of NAMs by external parties

NAM Conferences:  
• Research to develop and refine methods across a variety of hazard 

endpoints, mechanisms, and dose response applications

• Multiple ongoing activities to address current limitations

• Tissue and organ effects using organotypic culture models and 
microphysiological systems

• Relevant xenobiotic metabolism across in vitro models

• Broad understanding of disposition within in vitro systems

• Technologies to comprehensive characterize chemical impacts 
across biological space
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Key #2: Establish Appropriate Expectations and 
Confidence in NAMs

EPA NAM Work Plan Strategies:
• Characterize the scientific quality and relevance of existing animal tests
• Develop a scientific confidence framework to evaluate the quality, 

reliability, and relevance of NAMs
• Develop recommended reporting templates

NAM Conferences:  
• Activities to evaluate concordance of pharmaceutical toxicity in animals 

and humans 

• Research to understand variability of animal studies for acute toxicity, 
skin sensitization, and mechanistic responses

• Characterizing qualitative and quantitative variability of repeat dose 
toxicity studies

• Developing new approaches to validation and characterizing NAM 
performance

• OECD harmonized templates to report NAM-related results
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Key #3: Demonstrate Application of NAMs in 
Different Decision Contexts

EPA NAM Work Plan Strategies:
• Demonstrate application of the NAMs to regulatory decisions through 

case studies
NAM Conferences:  
• Application of in vitro methods for evaluating respiratory irritants

• Integrating in vitro and computational approaches for identifying 
endocrine active compounds

• Integrating NAM data for evaluating potential developmental 
neurotoxicity

• Utilizing NAMs for quantitative risk assessment of cosmetic ingredients

• Incorporating threshold of toxicological concern in TSCA
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Key #4: Identify Regulatory Flexibilities for Utilizing 
NAMs

EPA NAM Work Plan Strategies:
• Review of existing statutes and programmatic regulations, policies and 

guidance to identify animal testing requirements

• Develop options for introducing flexibility on implementing and/or using 
appropriate NAMs for regulatory purposes

NAM Conferences:  
• Statutory requirements, opportunities, and application of NAMs in FIFRA

• Utilization of NAMs within TSCA

• Application of NAMs within the Canadian Chemicals Management Plan
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Key #5: Communicate, Train, and Communicate Some 
More…

EPA NAM Work Plan Strategies:
• Develop centralized portal for releasing EPA-related NAM Information

• Actively solicit comment and feedback associated with deliverables

• Develop training courses, workshops, and conferences for stakeholders 
on NAMs

NAM Conference:
• Feedback from breakout group discussions during the first annual 

conference used to inform NAM Work Plan strategies

• NAM Work Plan discussed at second annual conference

• NAM Conference reports are available (www.epa.gov/nam)
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