Assessment of S65487 PK differences from therapeutic doses to
microdose : exploring linear and nonlinear processes
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Figure 1: Administration schedule and doses from the various clinical trials used in the study
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Figure 2: A: Dose-normalized $65487 AUC; B: —> Non-linearity between microdose Model evaluation by its ability to estimate
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Figure 3: C: Initial popPK model schema; D: Individual S65 concentration profile with microdose
modeling with the Initial model; E: Individual S65 concentration profile with microdose modeling with
the Final model; F: Estimation of final model parameters; G: pcVPC with midrodose; H: pcVPC with
therapeutic doses; |: Michaelis-Menten curve about distribution; J: Final popPK model schema; K:
Michaelis-Menten curve about elimination; L: comparison of AUC ratios
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B Due to potential nonlinearity, the use of microdosing for extrapolation to therapeutic doses should be approached with caution. Various mechanisms
need to be explored to accurately predict the pharmacokinetics at therapeutic doses, such as saturation of elimination and distribution or interaction
with drug target.

B Bridging micro- and therapeutic doses in a unified population PK model will be useful for future drug candidates in order to take the most from microdose
studies.
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