©
2017 2019

Xa PKPD

Model based meta-analysis and establishment of PBPK model for appropriate use of
factor Xa inhibitor

Sato, Hiromi

3,700,000

Xa (FXal)
(MBMA) FXal - (PK-PD)
FXal

T ) Fxal 3

Xa (Fxal)

The purpose of this study was to estimate the optimal dosage of each factor

Xa inhibitors (FXal) by model-based meta-analysis (MBMA) with multiple clinical trial information of
FXal, as well as the establishment of a pharmacokinetics-pharmacodynamic (PK-PD) model for

prothrombin time (PT) ratio using a rat blood flow evaluation system. The distribution of PT ratio
in each study was predicted using a population pharmacokinetic-pharmacodynamic (PPK-PD) model, and
both the probability of "ischemic stroke and systemic embolism™ and that of “ major bleeding” were
estimated. We succeeded in predicting the relationship between the annual incidence of two events
and the PT ratio. Simulations of this model evaluated the suitability of clinical doses of three
FXal drugs, and further demonstrated the possibility of risk reduction by optimization.
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