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Increased expectations from a number of regulatory agencies, e.g., EPA, FDA, EMEA, and MHLW, 
(as summarized in ICHS8), for evaluation of potential adverse effects on the immune system, 
have lead to the wide spread use of the T-cell dependent antibody response (TDAR) as a main 
functional test of immunotoxicity. While identifying immunotoxic potential is pertinent to both 
chemical and pharmaceutical industry, the use of the immunotoxicology data for risk assessment 
and/or hazard identification in each case is different, and there are multiple approaches to the 
testing. The assays that evaluate TDAR function include both well-established tests, e.g., anti-
sheep red blood cell Plaque Forming Assay (PFA), and newer models, e.g., anti-keyhole limpet 
hemocyanin (KLH) antibody ELISA. These tests vary in the study design, antigen application and 
analytical methods. However, they all evaluate the same endpoint - a competent immune 
response to a neo-antigen.   
 
The purpose of this workshop is to bring together experts to discuss the use of TDAR tests in 
evaluation of the immunotoxicity potential. Numerous issues have been identified, including high 
animal to animal variability; differences in antigen source and potency; a lack of established 
"normal range" of the immune response and uncertainty about degree of inhibition of TDAR to be 
considered toxicologically important. The workshop will seek to build a consensus on the 
implications of these factors on using TDAR results in risk assessment and/or hazard 
identification, and criteria to classify compounds as immunotoxicants. The discussion 
will also address the question, how the effects seen in non-clinical studies could impact safety 
assessment of compounds in humans? 
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there is uncertainty whether the various study designs and assays are validated and/or 
acceptable for use in the regulatory studies. A comparative review of existing data is needed to 



improve communication between immunotoxicologists and to increase understanding of the 
impact of immunotoxicity evaluation on safety of novel compounds. 
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azathioprine. The effects on the primary immune response in the B6C3F1 mice and the F344 rat, 
the primary immunotoxicological rodents used by National Toxicology Program as well as the 
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