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« The scope and extent of testing required to support and studies remain topics of active
discussion, with strategies varying based on biotherapeutic modality and risk assessment. This case study examines a recombinant human protein administered to
rats and monkeys in DRF studies, highlighting the development of a targeted MSD ligand-binding assay (LBA) based pharmacokinetics (PK) method. A customized

assay was also developed and optimized to aid in interpreting PK data.

- During initial ADA assay development, certain challenges were encountered, including high background signals, variability in negative controls, and a low positive
control (LPC) level failure rate exceeding 1%. Consequently, a streamlined, approach was adopted to define a screening cut point and establish pre-
set LPC/sensitivity levels, with confirmatory and titration cut points excluded. ADA response levels were then estimated based on signal-to-negative control (S)ONC)
ratios derived from the screening assay.
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* Is this approach still with regulatory expectations and Figure 1: Custom setups for the PK and ADA assays specific to the Drug candidate
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at early preclincal stages of a Drug Development program
Figure 2: PK profiles at Day 1 (left panel) and Day 15 (right panel) in Rat after first and third

subcutaneous administration of the Drug. On average similar exposure for all animals but /A 5lid and well-established PK method is key in early Drug Development
with higher variation was observed on Day 15.
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