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FIGURE 1 Effects of ABCB1 1236T/T- 2677T/T + T/A- 3435T/T
polymornphisms on the C5F4-to-C,4 ratio of ponatinib. The data are
presented as a box and whiskers plot. The boxes span data between

2 quartiles (interquartile range), with the medians represented as bold
horizontal lines. The ends of the whiskers (vertical lines) represent the
smallest and largest values that were not outliers. The outlier (circle) is
a value between 1.5 and 3 interquartiles from the end of the box.
Mumbers are presented as the median (95% confidence interval).



TABLE1 Plasmaand CSF concentrations of ponatinib according to ABCB1 and ABCG2 genotypes

ABCB1 1236C > T (rs1128503) c/c T T P value
Mumber of patients 4 b a8
Co/D ing mL—* mg %) 22 (1.2-2.8) 15 (1.3-18) 16 1.1-2.3) 0.428
Co/Ding mL~* mgY 24 (0.8-6.2) 24 (1.7-3.4) 25 {2.0-3.91 0.577
CSFa/D ng mL—* mg—Y) 005 (0.01-0.08) 002 (0.01-0.04) 004 {0.03-0.08) 0.150
C5Fa/Ca (%) 1.04 (0:12-2.55) 103 (0.66-1.32) 1469 {1.20-252) 0.075
C/IC+CMw. T/T 103 (0.75-1.51) 169 {1.20-2.52) 0.026
ABCB1 2677G > T/A (rs2032582) GIG GIT + GIA TT+T/A P-value
MNumber of patients 4 g 5
Co/Ding mL* mg %) 18 (1.2-23) 15 (12-1.9) 22 {1.0-3.00 0476
C./Ding mL* mg ¥ 25 (1.6-3.4) 24 (20-3.7) 32 {1.5-5.4) 0552
CSFa/D ng mL—* mg—Y) 0.03 (0.00-0.07) 0.03 (0.02-0.04) 0.06 {0.03-0.11) 0.043
C5Fa/Ca (%) 115 [0.09-2.61) 102 (0L80-1.40) 255 1.19-3.14) 0039
G/G + GIT + G/Avs. T/T + T/A 102 (0.86-149) 255 (1.19-3.14) 0012
ABCB1 3435C » T (rs1045642) cic T T P value
Number of patients b ] &
Co/D ing mL~* mg%) 20 (13-24) 15 (1.4-1.6) 17 [0.9-2.6) 0.751
C./Ding mL* mg ¥ 29 (1.8-4.7) 23 (1.6-3.2) 29 (1.8-4.5) 0.325
CSF4/D ingmL ™" mg ™) 0.04 (0.02-0.06) 0.02 (0.01-0.04) 0.05 (0.03-0.10) 0.090
CSF,/Cy (%) 104 0.52-1.91) 103 (0.67-156) 203 (1.20-2.85) 0052
CIC+CMw. T/T 103 (0.83-151) 203 (1.20-2.85) 0.015
ABCG2 421€ = A (rs2231142) c/C C/A + AfA P value
Mumber of patients E 9
Co/Ding mL~*mg ) 16 (1.3-2.1) 20 (L3-2.2) 0.825
Co/DingmL*mg Y 25 (2.1-3.1) 25 (2.2-4.4) 0.508
CSFa/D ingmL " mg ™) 0.04 {0.02-0.05) 004 (0.03-0.07) 0269
C5F 4 /C. (%) 113 0.85-1.77) 125 0.93-2 28] 0.566

Diata are presented as the median (95% confidence interval) or number.
Abbreviations: D, single daily dose; C5F,, cerebrospinal fluid concentration at 4 h after administration; Gy and C,, steady-state plasma concentrations at 0
and 4 h after administration, respectively.
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