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PROJECT AIM

* Re-evaluate the need for chronic repeat-dose toxicity studies with mAbs.
* Develop science-driven framework for optimal study designs and duration.

* A survey was conducted for toxicology studies performed between 1991 and 2019,
requesting key information on the molecule, species selection and pharmacological

relevance, short- and longer-term/chronic study data. function /no cytotoxicity
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the new toxicities observed in longer-term/chronic studies were considered
sufficient to terminate the clinical program (Figure 1).
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* Consideration of available data using the sliding component of the weight-of-
evidence (WoE) model (Figure 2) informs the degree of risk for each question in a
final flow model (Figure 3) to determine whether a chronic study is likely to be
required.

* The WoE model is intended to be used in an iterative manner throughout early
development and revisited as additional nonclinical or clinical toxicity data become
available to inform a final decision.
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CONCLUSION

* In retrospect, only a small proportion of chronic studies provided additional safety
findings relevant to clinic.

* To guide the need for chronic toxicity studies, an iterative WoE model was
developed, which considers factors that influence the overall risk. This model drives
the selection of the optimal duration of toxicity studies, and based on the
experience of this WoE approach, we believe many programs will not need a 6-
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WOoE* or alternative study
designs** can be considered to

assess chronic toxicity

* For example, WoE, including one repeat-dose toxicity study in pharmacologically relevant species of up
to 12 weeks duration, to support clinical development; ** Examples of alternative study designs include

month study. optimized for animal usage, refined dosing duration; *** Optimized for animal usage, recommendations
* This provides a science-based approach that may enable chronic studies to be on optimal study designs to be included in the manuscript
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