Comprehensive population PK/PD modeling
of Perindopril, Indapamide, and Bisoprolol In
N\ healthy volunteers: insights for fixed-dose

SERVIER,,
combination therapy In hypertension

Objective: To support potential future developments of FDC including Bisoprolol, Perindopril and/or Indapamide, a PK/PD modelling analysis has been performed
alming at assessing the relevant contribution of each substance to the antihypertensive effect. The available arms in historical studies used for this purpose, ranged
from mono therapy to tri-therapy settings, with one missing dual therapy (involving Bisoprolol with Indapamide).
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This comprehensive PK/PD modeling study provided valuable insights for the PK and PD of Perindopril, Indapamide, and Bisoprolol in HV and their interaction.
Modelling analysis highlighted the strong antihypertensive property of Bisoprolol and Perindopril in HV and single administration setting. A clear additive effect was
observed for the tri-therapy combination. The developed models are robust and can be used for further simulations and predictions of drug effects in HV. Overall, this
study contributes to the understanding of the PK and PD relationships of commonly used antihypertensive drugs and their combinations and could support the
development of FDC therapies against hypertension, providing a foundation for future clinical trials and therapeutic strategies.
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