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PBPK model of chlorzoxazone

Table 2: Overview of model parameters.

Physiological parameter Description Value Unit Reference
BW body weight 75 kg ICRP (2002)
HEIGHT body height 170 cm ICRP (2002)
COBW cardiac output per body weight 1.548 ml/s/kg ICRP (2002); de Simone et al. (1997)
HCT hematocrit 0.51 Vander (2001); Herman (2016)
f_lumen fraction lumen of intestine 0.9
FVgu gut fractional tissue volume 0.0171  l/kg Jones and Rowland-Yeo (2013); ICRP (2002)
FV1i liver fractional tissue volume 0.0021 kg Jones and Rowland-Yeo (2013); ICRP (2002)
FVlu lung fractional tissue volume 0.076 I/kg Jones and Rowland-Yeo (2013); ICRP (2002)
FVve venous fractional tissue volume 0.0514  l/kg Jones and Rowland-Yeo (2013); ICRP (2002)
FVar arterial fractional tissue volume 0.0257 kg Jones and Rowland-Yeo (2013); ICRP (2002)
FVpo portal fractional tissue volume 0.001 I/kg Jones and Rowland-Yeo (2013); ICRP (2002)
FVhv hepatic venous fractional tissue volume  0.001 I/kg
FVgu gut fractional tissue blood flow 0.018 l/kg Jones and Rowland-Yeo (2013)
FQki kidney fractional tissue blood flow 0.19 Jones and Rowland-Yeo (2013)
FQh hepatic fractional tissue blood flow 0.215 Jones and Rowland-Yeo (2013)
Mr_czx molecular weight CZX 169.56  g/mole pubchem.compound/2733
Mr_czx6oh molecular weight 6-OH-CZX 185.56  g/mole pubchem.compound/2734
Mr_czxoglu molecular weight CZX-O-Glu 361.69  g/mole pubchem.compound/129522086
Mr_eth molecular weight ethanol 46.07 g/mole pubchem.compound/702
LI_Ki_cyp2el_-deg-ethanol Ethanol-CYP2EI inhibition constant 0.01 [yl adjustment by eye
LI__cyp2el_thalf half-time of CYP2E1 1.8 day adjustment by eye
Fit parameter Description Value  Unit
Ka_dis_tablet._czx dissolution rate of chlorzoxazone tablet  0.521 1/hr
GU_-Ka-abs_czx rate of gut chlorzoxazone absorption 1.325 1/hr
GU_.F_abs_czx bio-availability for chlorzoxazone 0.593 dimensionless
absorption
LI__CZX0OX_Vmax Vmax for chlorzoxazone 6-hydroxylation  7.527 pumol/min/l
LI__CZXOX_Km Kwm value for 6-hydroxylation of 18.929 uM
chlorzoxazone
LI__CZXOGLU_Vmax Vmax for glucuronidation of 6-OH-CZX  11.346  pmole/min/1
LI__CZXOGLU_Km Kwm for glucuronidation of 6-OH-CZX  0.255 uM
KI__CZXOGLU_EX_k urinary excretion rate of CZX-O-Glu 2.611 1/min
GU_-Ka-abs_eth absorption rate of ethanol 2.59 1/hr
LI__ETHEL.Vmax Vmax for ethanol elimination 0.033 mmole/min/kg
LI__ETHEL_KM K for ethanol elimination 0.046 mM
Kp-ethanol ethanol tissue partition coefficient 0.59 dimensionless
Scan parameter Description Value Unit Range
LI__f_cyp2el scaling factor of CYP2EI vactivity 1 dimensionless 0.1 - 100
LI__CZXOX_Km CYP2E1 Ky value 18.929 uM 1.8929 - 189.29
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