PK/PD modelling: a useful tool to train people

to better design in vivo chronic study in ob/ob mice
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Introduction

In preclinical research, the results from early pharmacokinetic/pharmacodynamic (PK/PD) studies are very often not enough discussed between
pharmacologists and modellers before the design of the pivotal in vivo study and sometimes fail to generate relevant data.

The interest of assessing PK in the same studies as PD in order to characterize the PK/PD relationship is rarely taken into account by project management.
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Assumptions: - Inter-individual variability on basal BGL, basal insulin and basal HbAlc
— Linearity of the PK between doses (dose 2 and dose 4) - In placebo group BGL often > ULOQ => taken into account by modelling
— Linearity of the PK between days (day 1 and day 3) - Effect of S drug on going
K — PK fixed for the PK/PD model / _ Y

Conclusions

Early discussions between pharmacologists and modellers in the preclinical development help to better design PK/PD studies in order to well characterize the
PK/PD relationship. To be part of the drug development at the beginning allows to propose a modelling strategy for the translational drug development from
animal to human.

Perspectives:

- Reference compound was also used as a comparator in the 28 days PK/PD study, which will be used as a proof of concept for the transposition into man

- The same 28 days PK/PD study will be performed in high fat diet mice. PK/PD model will be enriched with these data in order to define the best in vivo
model to predict the effect on a new compound in type 2 diabetes patients.

K The addition of data generated in other animal models will allow for a robust translational approach. /
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