PAGE meeting, 2023
UPPSALA Luna Prieto Garcia

UNIVERSITET luna.prietogarcia@farmbio.uu.se

An Integrated PBPK-QSP Model for Statins:

Implications of Transporter-Mediated Distribution
Prieto Garcia L. (1,2), Nordell P. (2), Ahlstrom C. (2), Lennernas H. (1), Sjogren E. (1)

(1) Department of Pharmaceutical Bioscience, Uppsala University, Uppsala, Sweden; (2) DMPK, Research and Early Development, Cardiovascular, Renal and
Metabolism (CVRM), BioPharmaceuticals R&D, AstraZeneca, Gothenburg, Sweden

Figure 1. PBPK-QSP schematic representation for simvastatin and pravastatin
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Estimate (95% Cl) Estimate (95‘% Cl) Circles represent mean and error bars the standard deviation for LDL reduction at 10 mg dose.
| 1 (fixed) 1 (fixed) PBPK: model with variabilty onty in physiclogioal parametere.
PBPK+QSP: model with variability in physiological and pharmacological parameters (except statin inhibition)

ICy, (UM) 0.0012 (7E-4-1.7E-3)  0.004 (3.8E-3-4.3E-3)
gamma 0.670 (0.593-0.748) - References
ICsq ETA (shrinkage) 1.22(0.057) 148 (0.11) 1] Gadkar K et. al. CPT Pharmacometrics Syst Pharmacol. 2014 Nov 26;3(11):e149.
Standard deviation 0.073 (0.066-0.080)* I (HE0.9) 2] Jones PH et. al. Am J Cardiol. 2003 Jul 15;92(2):152-60.
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