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There was no significant difference in the plasma concentration of ponatinib
among genotypes of ABCB1 or ABCG2 421C>A transporters; however, patients with SNPs associated with
low P-glycoprotein activity had significantly higher cerebrospinal fluid-to-plasma ratios of
ponatinib. There were no significant differences in the osimertinib AUC between genotypes of
CYP3A4/5 or ABC transporters. Furthermore, there were no significant differences in the osimertinib
AUC between patients with diarrhea, skin rash, or hepatotoxicity and those without these conditions.
In multivariate analysis, only serum albumin value was an independent factor predicting the
osimertinib AUC. In patients with partial response and stable disease for lenvatinib therapy,
angiopoietin-2 (Ang-2) at 1 month were significantly lower than Ang-2 at baseline. The change of
Ang-2 at 1 month from baseline may be important as a biomarker of the inhibitory effect of

angiogenesis by lenvatinib.
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Plasma concentrations of ponatinb in ABCB1 and ABCG2 genotype groups.

ABCBL 1236C>T (rs1128503) ciCc CIT TT P -value
Numbers of patients 12 19 20

Co/D (ng/mL/mg) 1.7 (1L3-21) 16 (13- 1.8) 15 (13- 2.0) 0.666
ABCBL 2677G>T/A (rs2032582) GIG G/IT+G/A TIT+T/A P -value
Numbers of patients 9 22 20

Co/D (ng/r/mg) 1.7 (L4- 1.9) 15 (13- 2.0) 15(1.2- 1.9) 0.695
ABCBL 3435C>T (rs1045642) cIc cT T P -value
Numbers of patients 16 20 15

Co/D (ng/mL/mg) 1.6 (13- 1.9) 16 (14- 1.8) 15(1.2-2.1) 0.993
ABCG2 421C>A (r2231142) cic CIA+AIA P -value
Numbers of patients 31 20

Co/D (ng/mL/mg) 15 (13- 1.8) 17 (13- 21) 0.330

Data are presented as the median (quartile 1-quartile 3) or number.
D, single dose
C,, plasma concentration at O h after administration in the steady-state
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Plasma and CSF concentrations of ponatinbin ABCB1 and ABCG2 genotype groups.

ABCBL 1236C>T (rs1128503) ciC CIT TT P -value

Numbers of patients 4 6 8

CSF4/C4 (%) 1.04 (0.83- 2.13) 1.03 (0.64- 1.28) 1.69 (113- 2.65) 0.075
CIC+CITvs. TIT 1.03 (0.77 - 1.28) 1.69 (1.13- 2.65) 0.026

ABCBL 2677G>T/A (rs2032582) GIG GIT+G/A TIT+TIA P-value

Numbers of patients 4 9 5

CSF4/Cy4 (%) 1.15(0.73- 2.18) 1.02 (0.82- 1.36) 255 (1.33-2.81) 0.039
GIG+GIT+G/A vs. TIT+T/IA 1.02 (0.82- 1.41) 255 (1.33-2.81) 0.012

ABCBL 3435C>T (rs1045642) ciC CcIT TT P-value

Numbers of patients 6 6 6

CSF4/C, (%) 1.04 (0.75 - 1.63) 1.03 (0.80- 1.41) 203 (1.35- 2.75) 0.052
CIC+CITvs. TIT 1.03 (0.81- 1.33) 2.03 (1.35- 2.75) 0.015

ABCG2 421C>A (rs2231142) ciC CIA+AIA P-value

Numbers of patients 9 9

CSF4/C4 (%) 1.13 (0.89 - 1.69) 1.25 (0.91- 2.57) 0.566

Data are presented as the median (quartile 1-quartile 3) or number.

D, single dose

CSF,, cerebrospinal fluid concentration at 4 h after administration
C,, plasma concentration at 4 h after administration in the steady- state, respectively
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