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Fig. 1 Final model used to describe pharmacokinetic profile of acebutolol and diacetolol. Fa, fraction of dose after
absorption; Ffp, fraction of dose cleared during first-pass effect; Vpl and Vm1, volume of distribution of the central
compartments for acebutolol and diacetolol, respectively; Vp2 and Vm2, volume of distribution of the peripheral
compartments for acebutolol and diacetolol, respectively; CLpm, clearance of acebutolol into diacetolol; CLpr and CLmr,
renal clearance of acebutolol and diacetolol, respectively; CLmnr, non-renal clearance of diacetolol; Qp and Qm,
inter-compartmental clearance of acebutolol and diacetolol, respectively; ktr, transit rate constant.
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Fig. 2 Structural model used to describe docetaxel
pharmacokinetics and neutrophil profile. V1, volume
of distribution of the central compartment; V2 and
V3, volume of distribution of the peripheral
compartments; CL, clearance; Q2 and Q3,
inter-compartmental clearance; NEU, neutrophil
count; NEUO, neutrophil count at baseline; kprol,
proliferation rate constant of progenitor cells; MMT,
mean maturation time; Kkcirc, degradation rate
constant of circulating neutrophils; vy, feedback
parameter; Ti2, half-life of circulating neutrophils;
Conc, serum concentration of docetaxel; Emax,
maximum effect on proliferation; EC50,
concentration of docetaxel that gives half of
maximum effect.



