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Chapter 3 • PBPK modeling of intravenous drug exposure (amiodarone)

61

enzyme in amiodarone metabolism, followed by CYP2C8, and finally CYP1A2,

CYP2D6, and CYP2C19 playing a minor role.

Table 3 1. Input parameters for the basic amiodarone PBPK model

Parameter Unit Model input value Reference value Reference

Physicochemical properties

Molecular weight g/mol 645.31 645.31 PubChem 2157

Molecular type Monoprotic Base Monoprotic Base Holt 1983

logP log unit 7.6 7.6, 7.8 PubChem 2157,

Ruell 2004

pKa 8.47 ADMET predictor

fu 0.00015 0.0002, <0.001
Venerose 1988,

Austin 2002

Clearance

CLIV L/h 14 13.74, 13.9 Pollak 2000, Shiga

2010

Clearance pathway Hepatic metabolism

via CYP enzymes

Renal elimination None None Paixao 2012

CL proportion (via CYP3A4) % 65

CL proportion (via CYP 2C8) % 25

CL proportion (via CYP1A2) % 6

CL proportion (via CYP2D6) % 2

CL proportion (via CYP2C19) % 2

Distribution

Used distribution model Rodgers and

Rowland

Blood: plasma concentration

ratio
0.56 0.73 Holt 1983

Volume of distribution in

steady state
L/kg 45.6 45 Shiga 2010

LogP= octanol water partition coefficient; pKa= acid dissociation constant; fu= fraction unbound; CLIV, total= total

intravenous clearance.
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