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Table 2.

Summary of healthy rat brain and CSF distribution constants, Kp and Kpuu,

plus brain and plasma binding, fuplasma and fubrain, for 16 EGFR-TKIs.

Drug Brain Kp CSF Kp fuplasma % fubrain % Brain Kpuu CSF Kpuu

Osimertinib 6.09 0.0047 1.66 (0.22) 0.057 (0.012) 21.0% 29.0% Tagrisso

Icotinib 0.17 0.051 8.38 (0.15) 6.06 (0.77) 12.0% 61.0%

Lazertinib 1.17 ND 1.70 (0.35) 0.126 (0.018) 8.7% ND

Avitiniba 0.12 NV 0.87 (0.06) 0.623 (0.066) 8.6% NV

Erlotinib 0.14 0.034 8.77 (0.19) 5.18 (0.55) 8.4% 39.0% Tarceva

Poziotinib 0.07 0.00068 1.10 (0.30) 0.912 (0.092) 6.0% 6.2%

Naquotinib 0.24 0.014 6.98 (1.61) 0.974 (0.192) 3.4% 20.0%

Dacomitinibb 0.76 0.0085 4.04 (0.27) 0.157 (0.023) 3.0% 21.0%

Tesevatinib 0.99 0.0042 3.39 (0.50) 0.087 (0.008) 2.5% 12.0%

AZ'5104 0.32 0.0056 5.64 (0.22) 0.335 (0.064) 1.9% 9.9%

Olmutinib 0.12 NV 1.18 (0.59) 0.117 (0.016) 1.2% NV

Gefitinib 0.12 0.0074 4.38 (0.82) 0.341 (0.070) 0.9% 17.0% Iressa

Rociletinib 0.008 NV 2.10 (0.61) 1.98 (0.07) 0.8% NV

Afatinib 0.2 0.024 9.48 (0.75) 0.297 (0.031) 0.6% 26.0% Gilotrif

Nazartinibc 0.041 0.0071 8.94 (0.72) 1.00 (0.10) 0.5% 7.9%

Note: 

Kp determined from AUC brain/plasma and AUC CSF/plasma ratios using 6 rats per compound with one terminal sample per time point (Eq. 2) 

with Kpuu determined by factoring in tissue binding to Kp using Eqs. (3) and (4). 

NV—no value determined—compound detected at only one or two time points. 

Fraction unbound in plasma fuplasma and fraction unbound in brain fubrain average of n = 3; (SD)
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