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PF-06463922 — A 3rd Generation Brain-

Penetrant ALK/ROS1 TKI
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ALK WT NIH3T3 IC5, (nM) 80 1.5
ALK L1196M NIH3T3 IC5, (nM) 843 21
ROS1-CD74 IC;, (nM) 1 0.24
MDR BA/AB 45 1.5
CSF or free brain:free plasma __ 023-033
(rodent)
Log D 2.0 23
Johnson et al., AACR-NCI-EORTC, 2013
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Table 5. pALK inhibition (ICsp) values for compounds 1 and 8k against ALK and clinical
mutants of ALK

pPALK ICsp (nM) in 3T3-EML4-ALK Engineered cell lines

Compound # ALK F1174L C1156Y G1269A S1206Y L1196M L1152R G1202R 1151Tins

1 80 165 478 605 626 843 1026 1148 3039

8k 1:3 0.2 1.6 15 4.2 21 9.0 77 38

3922 Xt ROS1 KI{EFH 1T ALK FIIRER K 3 /%

fold shift vs.

a b

Enzyme ICso"0r K, oM K 11196M
ROS1 <0.02" <0.03

ALK <0.07° <0.10
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Free® Free
a,b cmax AUCinf/AUC(OM) CI-p Vss o
ROUE™ (ng/mt) e T ngeheymy) G (mtyminse) (kg () F O
i.v. -- - - 1,150 - 15:5 2.7 2.7 --
p.o. 125727 1,530 1:3 14,933 551 -- - - 100

*Formulation for the 1.v. and p.o. routes was ethanol:PEG200:water (10:40:50) in solution. "Dose: po 10 mg/kg QD;
iv 1 mg/kg QD. “Rat plasma protein binding fraction unbound of 0.36 (determined at 2.4 pM).
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crizotinib (1) 8k
ALK cell ICq, 80 nM 1.3nM
ALK-L1196M cell ICs, 843nM 21nM

MDR BA/AB 45 1.5



