
UNITED STATES 

Advancing Alternatives 
to Animal Testing 



        
             

          
       

   

  
 

New ICCVAM Activities for 2021-2022 
Warren Casey, PhD, DABT 

NIEHS-NTP 
September 28-29, 2021 

Agency for Toxic Substances and Disease Registry • Consumer Product Safety Commission • Department of Agriculture • Department of Defense  
Department of Energy • Department of the Interior • Department of Transportation • Department of Veterans Affairs Office of Research and Development 

Environmental Protection Agency • Food and Drug Administration • National Cancer Institute • National Institute for Occupational Safety and Health 
National Institute of Environmental Health Sciences • National Institute of Standards and Technology  • National Institutes of Health 

National Library of Medicine • Occupational Safety and Health Administration 



   

   
 

     

     
   

 

     
       

    

    

    

Interagency Coordinating Committee on the Validation of Alternative Methods 

Rethinking how to Establish Confidence in NAMs 
• Hazard categories used by regulatory agencies have been the predominant focus in 

developing testing approaches 

• However, the objective is ultimately the prediction of human responses 

• The concept of a 1:1 alignment with the in vivo reference classification is neither 
feasible nor scientifically justified considering the multiple issues associated with the 
rabbit eye test 

• Need to rethink how to assess the validity of new methods and to evaluate test methods 
based on which are most reliable and relevant to the human response. 

• Evaluate available in vivo, in vitro and ex vivo test methods 

        IV III II I 

Hazard 

‒ Consider human ocular anatomy and physiology and mechanisms of chemically-induced 
ocular irritation 

‒ Determine relevance to predicting eye effects in humans following exposure to substances 
(agrochemicals and formulations) 



   

   
  

  

  

Interagency Coordinating Committee on the Validation of Alternative Methods 

Using mechanistic information and human relevance 
• Consider strengths and limitations of all 

available methods with respect to: 

‒ their relevance to human ocular 
anatomy 

‒ the mechanisms of eye 
irritation/corrosion in human 



   

     
     

   

        
     

  

   
        

  

Interagency Coordinating Committee on the Validation of Alternative Methods 

Summary 
• Where discordant results exist between NAMs and the rabbit test, 

findings from the in vitro and ex vivo systems described herein should 
carry more weight than the rabbit data. 

• The scientific validity of an in vitro/ex vivo method should be assessed by 
understanding the assay’s relevance to human biology and mechanisms 
of eye irritation. 

• Ultimately, a replacement method that provides a model grounded in 
human biology will be as good as or better than the currently used rabbit 
test at protecting human health 



   

  

Interagency Coordinating Committee on the Validation of Alternative Methods 

ICCVAM Workgroups and Expert Groups 

https://ntp.niehs.nih.gov/whatwestudy/niceatm/iccvam/wg/index.html 

https://ntp.niehs.nih.gov/whatwestudy/niceatm/iccvam/wg/index.html


   

  

Interagency Coordinating Committee on the Validation of Alternative Methods 

ICCVAM Workgroups and Expert Groups 
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ICCVAM Workgroups and Expert Groups 



   

 
  

     
     

  
   

  
    

     
   

   
    

     
    

Interagency Coordinating Committee on the Validation of Alternative Methods 

Consideration of Alternative Methods Workgroup 
• ICCVAM Sponsor Agencies: USDA, NIEHS, DOD 
• Work with stakeholders to publish a white paper on 

approaches that could potentially be used to foster the 
consideration and use of New Alternative 
Methodologies (NAMs) to replace, reduce, or refine 
the use of animals for testing. 

• Publish a white paper on approaches that could 
potentially be used to foster the consideration and use 
of New Alternative Methodologies (NAMs) by 
organizations currently using animals for testing. 

• Foster collaborations with authorities outside of the 
U.S. to share ideas and progress in order to promote 
greater harmonization in the requirements for 
considering alternatives 



   

    

Interagency Coordinating Committee on the Validation of Alternative Methods 

Helping Test Method Developers Understand Regulatory Testing Requirements 



   

       
       

    

Interagency Coordinating Committee on the Validation of Alternative Methods 

Helping Test Method Developers Understand Regulatory Testing Requirements 

• These test are required by EPA (FIFRA) for each pesticide active ingredient 
• Each repeat-dose study requires the examination of at least 45 tissue samples 



   Interagency Coordinating Committee on the Validation of Alternative Methods 

ICCVAM Roadmap 



   

   
Agency-Specific Workshops 

Improving Consideration of NAMs 

New Human-Relevant Approaches 

Interagency Coordinating Committee on the Validation of Alternative Methods 

ICCVAM Roadmap 
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