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Advances of Population Pharmacokinetics in Tyrosine Kinase Inhibitors
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ABSTRACT: Small molecule targeted anti-tumor drugs represented by tyrosine kinase inhibitors(TKIs) have become a new
hotspot in the research of cancer therapeutic drugs due to their high selectivity and low toxicity, and more and more studies of
population pharmacokinetics (PPK) in TKIs are reported. This article summarize the progress of PPK research on TKIs used in
common tumor, listed the PPK model structure parameters and covariates, and summarized whether they need to be adjusted
according to relevant influencing factors, in order to provide reference for rationally use of TKIs in clinical and pharmacokinetic-
pharmacodynamics(PK-PD) studies.
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Jii (nonsmall cell lung cancer, NSCLC). Hu %l
BT AR ARG TR 22 FlZiKE
CRA 2 Tilm AR, AR IR A Rl AR A
(nonlinear mixed-effects model, NONMEM)i%: fl-&
Sy B AT SR ) SRR R AR )
Bras R, B4 i 1 hnis sa 2 e iy i 25 ik
B, R . A . CYP2C19 R E S B EZN
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Z5HcFEE), FH NONMEM B: ST T FiE 3R — 2 W Wit
[ A TH BRI — P A, IR R, R
L R R A A R s e
B B JEHURRAS CL, ol 25 ni 100 ot 4 L T 174 2 0L
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Giles F 2013 493 50~ 4029 LC-MS/NONMEM FOCE-1 ZZmzli—&4%il 128  56(Ve) TBIL i CL _
JB34 1200 mg MS Vsl — 2 izl 247(Vp)
qd; 400~
600 mg bid
LiCHBS 2015 — 300400mg — — NONMEM FOCE —#mgii—2il 27~33  604~720 i/ CL -
bid Bl — s py v
B Marostica 2015 245 125~125 3477 LC-MS/NONMEM  — &4 4Ry amg 1060  246(Ve) wis iy -
we B mgkg !y MS e~ 9 6200VP) -yl s fh
420/560/ 1 SR R T
840 mg-d R V
R AT s 1]
W " TR RIS ; 2 TVCL Ml TVV N &R0 S s
Note: “=” meant not mentioned in the papers; *TVCL and TVV meant typical value of the final model.
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