20)JF=T
H—21)®h F+)L 200mg
H—21)®h F+JL 250mg

£28 (Ea—/)L2) CTD OBE

2.6 FEERFREAERDBEX

2.6.1 #S

274 —HA=L
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26.1 #E
s UV Y ¥ = 7 ( B ¥ % & : PPR02341066 , 1t ¥ &

(R)-3-[1-(2,6-Dichloro-3-fluoro-phenyl)-ethoxy]-5-(1-piperidin-4-yl-1 H-pyrazol-4-y1)-pyridin-2-ylamine,
SFE : 450.34) 1%, Pfizer #hiz X VR4 bV /X ) —+E (anaplastic lymphoma kinase : ALK)

BB EFBMEOETIE/NMME (Non-small cell lung cancer : NSCLC) JAFE L LTRHEIN
feFuvrxF—ElRERTHD K1),

7 VY F=T1E, ALK OZFEEF v FF—E (receptor tyrosine kinase : RTK) & & D3
HERE (ALK BEEHERS I ORED ALK ZRK) 28T 5BROESFHRERTHD LR
Bz, FFMRaIETER 2 8148 (hepatocyte growth factor receptor : HGFR, c-Met) Fr I %) —+E
B BIRMICFAET 5, NSCLC DHfalkE & R SN ZBRRREITE T, b b 2 BRAKE

(Yefafk 2p) ECHENMPEZAZ EICED, BU/INMESXAEH (echinoderm microtubule associated
protein-like 4 : EML4) B{5TF & ALK BETFOBESREFHIERIND Z L33, 2007 FIHEES
NEED . Z DR RISV TRER SN —EDOHE T, EML4-ALK @&I10IT 9 FE EOERE
BB E, ZTNFNITALK O CEKEFEXFF—F FAAL VOR—HFIC I VBRI TNEZ &,
BLOMIEEE L AT AMABALRETH D Z EAREN TN HED, B9, &, &9, 89 |5
AV z =y <y A EEMIEICIB W TRERZ EML4-ALK OFEBIL, HAER DT oM
TETOYY ADMICESHOBELRES T LN, THIRE X T —EORNRRBBEME LR
THEDOTHHE, ALK OERFME/S— M —I1X EML4 TH D2, TRK-EEET (TFG) B&
VxR v 77 Y —RA 2 3—5B (Kinesin family member 5B) H@&/X— b —& LTRE SN
TRY, ZOMOKRMOBET bME S— FF—L LTRBREN TN ZED, B, &0,

7 VY F=701, b PEEEEICEET A5 E O RTK OERICK U THEEERZ R~ TIRS 0
B /T AL 0 RHENE, e OXF—BiZx T 2EEEELTMLKER, 2V YVF=
7%, ALK 3 XU c-Met/HGFR (2t L CHEMERAZ R LIZEY, TR OHEBROBRIL, HF L~
NTCBRENEBEEMICBITZ7 ) VF =7 DBKRBROBFRIRILL 2> TN 5,

7%1) Soda M, Choi YL, Enomoto M, et al. Identification of the transforming EML4-ALK fusion gene in non-small-cell lung
cancer. Nature. 2007; 448: 561-6.

7¥2) Choi YL, Takeuchi K, Soda M, et al. Identification of novel isoforms of the EML4-ALK transforming gene in non-small
cell lung cancer. Cancer Res. 2008; 68: 4971-6.

7%3) Inamura K, Takeuchi K, Togashi Y, et al. EML4-ALK fusion is linked to histological characteristics in a subset of lung
cancers. J Thorac Oncol. 2008; 3: 13-7.

7%4) Koivunen JP, Mermel C, Zejnullahu K, et al. EML4-ALK fusion gene and efficacy of an ALK kinase inhibitor in lung
cancer. Clin Cancer Res. 2008; 14: 4275-83.

¥£5) Shinmura K, Kageyama S, Tao H, et al. EML4-ALK fusion transcripts, but no NPM-, TPM3-, CLTC-, ATIC-, or
TFG-ALK fusion transcripts, in non-small cell lung carcinomas. Lung Cancer. 2008; 61: 163-9.

7%6) Takeuchi K, Choi YL, Soda M, et al. Multiplex reverse transcription-PCR screening for EML4-ALK fusion transcripts.
Clin Cancer Res. 2008; 14: 6618-24.

7%7) Soda M et al, A mouse model for EML4—ALK—positive lung cancer. Proc Natl Acad Sci USA. 2008; 105:19893-97.

738) Takeuchi K, Choi YL, Togashi Y, et al. KIF5B-ALK, a novel fusion oncokinase identified by an
immunohistochemistry-based diagnostic system for ALK-positive lung cancer. Clin Cancer Res. 2009; 15: 3143-9.

¥£9) Perner S, Wagner PL, Demichelis F, et al. EML4-ALK fusion lung cancer: A rare acquired event. Neoplasia. 2008;
10:298-302.

7%£10) Rikova K et al, Global survey of phosphotyrosine signaling identifies oncogenic kinases in lung cancer. Cell. 2007;
131:1190-1203.

E11) 262278
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R
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SV IFZIDMEE - DR (B) BLURAE - AE (B

(h8E - FHR]
ALK Fil& 8 (57 B AT /I iR i

[$heE - DIRICEET HERLEDEE]
) +RBEAT HREBEXIIREERICE T 2RAEICL Y, ALK MABRETHBENHER
hi-BEFRETHZ L,
(2) AF OB EBFIEICBIT 2 BMER OCLEEMIIMEL L THRLY,

(A% - AE] :
WE. RACIZZ VY F=7E L T250mg 2 1 H2E, EARAOKEGTE, 2B, BEHEOERIC
LTV EEBET 3,

(A% - ARICEET 4ERALDEE]
BIERIC L V. AFZ2AKE, BE, PLETI2HEICE. UTOEELEETLIZ L, BEL TR
Bk 5541k, BEROER, BEEEZIECT, 1 LABELTRETSZE (B
BEOL~UL : BEHE250mg 2 1 H 2E—200mg % 1 A 2[E—-250mg % 1 A 1), [[EEZ
EANEER, [EXRZEWEH] 0HEBR]
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BEELURE—E

5, B ABRLTOOVARVWRRELIIES

ALCL anaplastic large cell lymphoma : Kb AHER Y L3

ALK anaplastic lymphoma kinase : &b U V EXF—F

APA action potential amplitude : {EBNENIRIE

APDs, action potential duration at 50% repolarization : 50%FE- % FERHE BN B G R

APDgg action potential duration at 90% repolarization : 90%FE4y RRHE BB g

ATP adenosine triphosphate : 75 / V' =V VER

AUC area under the plasma concentration-time curve : MEFIREE - B hiR T EAR

AUCq.4 area under the plasma concentration-time curve from 0 to 24 hours :
B5% 0050 24 BAFE COMPHERE - RMABHETER

BDNF brain-derived neurotrophic factor : fx i iR RERF

BID twice daily : 1 H 2 [5]

Ceff effective plasma concentration : BEFMIFPIEE

Cmax maximum plasma concentration : = LA IR E

ECso concentration producing 50% of maximal effect : 50%H ZhiE &

ECs concentration producing 90% of maximal effect : 90%H Zhig &

EGF epidermal growth factor : b FZHEFEKF

EGFR epidermal growth factor receptor : b FBFHR FE A&

ELISA enzyme-linked immunosorbent assay : BEFE R HIE

EML4 echinoderm microtubule-associated protein-like4 : f/NMESSEH

Erk extracellular signal-regulated kinase : it 7 L lE ¥ —F

Gab-1 growth factor receptor bound 2 (Grb2)-associated binder-1 : #EAFZAEHKAELE 2 (Grb2) FHH
EQE 1

Gas6 growth arrest specific 6

GLP Good Laboratory Practice : EI M DEZ2MEICBT 2 FEMERARO EhEHLE

HEK human embryonic kidney : & b5 V2 B Sk &l

hERG human ether-a-go-go-related gene : & k ether-a-go-go BELE/GT

HGF hepatocyte growth factor : FTHHIREETER F

HGFR hepatocyte growth factor receptor : FFARIRIETER 72 A4

HUVEC human umbilical vein endothelial cell : v b EEEERRPY 2 AR

ICyo 10% inhibitory concentration : 10%BEE 1R &

IC,0 20% inhibitory concentration : 20%pH E ¥ B

ICso 50% inhibitory concentration : 50%FEEIRE

IRK insulin receptor kinase : 4 > A U VEREEX ) —F

Kb binding constant : F&& EE

Ki inhibition constant : PLEEE

MAPDy, monophasic action potential duration to 90% repolarization :
90% 4318 & T 0 BAR MR B B SR

MAPD; monophasic action potential duration to 100% repolarization :
100%75- 748 & C 0 BAR BB B

MDCK Madin-Darby canine kidney : 1 X &g

MSP macrophage stimulating protein : 7 07 7y —VHIEELE

NGF nerve growth factor ; #REERT

NPM-ALK nucleophosmin-anaplastic lymphoma kinase

NSCLC non-small cell lung cancer : F/NRIGHE

PAI pharmacological activity index : ZEEEMIEEL

PD pharmacodynamic : 3E)%#

PDGF platelet-derived growth factor : /MR F SRR F

PK pharmacokinetic : ZE#BhEE

PLCy phospholipase Cy : &R &K U —F Cy

PR time from the beginning of the P wave to the beginning of the QRS complex in the electrocardiogram :
DERICEIT 2 PEORE,L QRS AT OB E TORE

QD oncedaily : 1 B 1 [

QRS electrocardiographic marker of ventricular depolarization : ‘DERLBO LER < —I—
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QT time from the beginning of the QRS complex to the end of the T wave in the electrocardiogram :
DHERICEIT S QRS BAE OGO TEOKT X TORMHE

QTc QT interval, corrected for heart rate : DAZCHITE L7z QT FIFR

RON Recepteur d'Origine Nantais

RP resting potential : § IERENT

RTK receptor tyrosine kinase : EEFF L v FF—F

STAT3 signal transducers and activators of transcription3 : ¥ 7 AEEFRIEEIEHEE T 3

tmax time of occurrence of Cmax (time of maximum plasma concentration) : £ 4% 5 B EIERE

VEGF vascular endothelial growth factor : L& Py FZHEFHE R F
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262 EEFHBROMEX
2621 F&&

7V F=7 (PF-02341066) 1, KoLV v EFF—F (ALK) 3 LU c-Met/AFHIEFER
F2EE (HGFR) &A1 OBIRICIHET S ATP A0 X —¥HRER©H S, ek L
CEDMOBIZB VT ALK #EZER LT3 21X, BERRERTTHD ALK BEAEELETS
JEEMIR A RIRENCAZEN L T3, F-RBROBEERIET b0 THEE, 72, BEMDS
WET B2 R T A v VIR A D =AML D -Met/tHGFR DRE REMLIY, £ DBICBIT 3
TEEMI R, MEHAE, BEAEER X OEBRER SICBRT 2% B,

FEREARRERBRICRBWVTIE, 7, Ex 7 —¥ (ALK, ALK @AEHAE, c-MetHGFR) IZ
4 SEHB L UE OO FF—EIzwt§ 2 BIRMEIC DV TEESR LV B K UIRE L~V Tl
L7z, $£72, b FNOFELRRBRE CER I NI REYOEN X —E 1T T 2 ERIC>VTH
FHEZ T o7, S DIT, EEAICKIT 2EEHE, BB LU EFER L OBRREE R L
7o in vitro RBRR & LT, BEMIRG X OWEMIRE Ay, #E, A7, RERZEOALKBIV
¢-Met/HGFR 23 B 5-9~ 5 fE ~ ORI 2 EA 2 MG Lz, 2 b ORFHIBI & Fi X, in vivo
T 1) EREFOENFF—¥ (ALK BL O c-Met/HGFR) DOFEEH, 2) FoHmEOBEEEF L
BT 2EESE, 3) BEMETRECHESLZ BRI E L PK/PD fEHT, 4) FUEEHROIEA
BRIz W TR L,

(1) MAZEEMAITHHER

7YV F =71 ALK B L c-Met/HGFR % 58 715> >BIRAIZBHE L, in vitro BE W in vivo T
FEEMICBIT 2 260X T —EXNBEES T 2MlELZHE T Z L RENE, BB LE
ALK (EML4-ALK X TINPM-ALK) & O c-Met/HGFR % %8 L7 [EE % A7z in vivo REBR T
¥, BHEREEEEDREZESLIEENRER Lz, 7V F =7 OREENRIIARKENT
HV, FEEF DO EML4-ALK, NPM-ALK & O c-Met/HGFR U »ER{LIZxI4 2 FEVER & 0
DERO biTz, ALK BB REBET T VIS EBIT 2REHERE L O PK/PD fi#r b, FEREARL
Ko BEMBEFRET 19~23 nmol/L. (9~10ng/mL) L HEH SNz, %77, c-MetHGFR [BERE
BREBEET VBT 2RO, RaiiEENREE 5 ZOIIEEREHMIchz>T
c-Met/HGFR DiEMEZIZITFERIC (90%LL L) FAET A Z EBNMETH B Z L ARER I, BEL
T AR ANMEEPBEETL 8.1~12.8 nmol/L (3.6~5.8 ng/mL) LEHENT=, 2B, EES
RIMAEHIBEL, BRLEZBEAE2BRVT, v~V A0MBEEARESE (964%) ZHWTHEE LS
9, EMLA-ALK BBMEREEE 7 ACH T, EML4-ALK VU VEMLBLER L OWIEES RN E bz
BROFERETM T EREIY, EML4-ALK BHERRERE 123317 2 BRERERER 0 B AR M4E PR E DR EIC

1) Pulford K, Morris SW, Turturro F. Anaplastic lymphoma kinase proteins in growth control and cancer. J Cell Physiol.
2004;199:330-58.

¥£2) Christensen JG Burrows J, Salgia R. c-Met as a target for human cancer and characterization of inhibitors for
therapeutic intervention. Cancer Lett. 2005;225:1-26

1¥3) Sattler M, Salgia R. c-Met and hepatocyte growth factor: potential as novel targets in cancer therapy. Curr Oncol Rep.
2007;9:102-8.

E4) 2.644. (2) 1) &
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Fhniz,

(2) BIRaoZEEFER

R R/ER, BRELEIA AV F Yy RVERHTE7 Y S FoTOERERT Lz, 7V F
=70, e b=V S-HTp ZHERT T =R MEGEML~DREEHME, o b= 5-HT4, 5-HT;
BXOT FLFY v, ZRERT VA=A MEERLOPIC NIV FF UV AR—F—BLUE
0h=V b UAR—F —AEEEEF LTz, TN H D Kb fEE 721X ICs fEiX 40.7 nmol/L
(18.3ng/mL) L ETH -7z,

(3) REMEEHER

DIER, PRERRBIOVERRICRIETZ VS F=TDOEEIZONWT, Ty FBLUA X
%Hﬂ\fnﬂfﬂi L7z, EBIT, invivo 27 o7 U —EBRICMZ, QT MR DORIEEMER & TNT O
&% L OFHREREOERICERT ANV T LA F ¥y FABLOT MY T AF ¥ XVICRIE

BT OUNT invitro TBNFHME L7z, 7 VY F=71%, hBRGH V UV AF ¥R/, IV T L
F¥IVBLOT M) U AF ¥ RNVCKIT HREERAEF Liz, £/, 7 VY F=713, Navls
F R T AF e FUCHT DEEER LR L, DOHTEEEMICEES RITT RN TS I,
E iz, MITERERBLIOLER T A —Z ZRIETEESL, M4 XEZAVWTEMELZE 2 A,
FAREEL LT, LDEEBIOIEREHMEDEKTRA N, 72, QT MROER R L UHLRK
HOELEED LARALNER, ZNHIRMEEREDICERT 3 EE 2 bz, AR TOS
R HALTZ MAPD g DFER, PR 3B LT QRS HIRDERIZOWT bMABBA DEELEZEZ bR
7e3, Navl5 7 hU U AF ¥ RAVHENEEL TV AR GE L b, E6I, e L&
BEHECBOTCILHIEAOET LR D O, 7V YV F=T1E Navll 7 MY U AF ¥ R
HLTHHEEMERZAL, MHEMIECHEEEMN 2 RB4E XT3 HOMICEEL RITTREENE 2
bz, L LAans, MREERR CEREHEOKRTAALNTZ DD, £ OMOERESLE
REROFMIE BT A ERIIERD bR oz, ET-, MRRICHTIAEER LA LN

277,

(4) EhFREMEEER
FEF) AR BRI B D RABRITE M L T 7Ry,

Pk, 7V Y F=T13 ALK B I - Met/HGFR F 11 ¥ > FF—EZEZEICx LTI 72 EEE
BA%mRL, £, Hi L7 ALK B X O c-Met/HGFR A1 2 EE 2 AW BREBHET T VIR
WT, ALK 38X T c-Met/HGFR FRE/EMA 7 b CICHIEEEMHEE R Lz, ZaEERRBROR R,
5, 7V VF=T7ike FTOLMERICHEE RITTRREENRE I L2, ZHUIERKRIZISNT
EoF—TRELEZ LN, F2, BIROERRERL X O inviro REMEBEFEBROERND, M
BHSRE I B R AREME S E X bV, BE L72/EAIX invivo ORI TRABHONT,
FCEELRAERASREERT D FREEIEVNZ EAT®R I,
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T b DIERRRFEEBEREIL, ALK BE B F B OEITIE NEIRIE DOIBRICR T 57 Y
VFETOEPEBLUOREMEEMGT O D LEZONE,
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2622 MHhEREMTLHRER

(1) invitro BHRZEARF O X F—EBEEER
1) BRLALTORE (BEEES PF-02341066_060cH_192308)

7V F =T DERSEREF oY U FF—¥ RTK) x5 16 %, BER L~V TRl L 72,
7Y YVF=F AN Z E P ALK B L UYL X © b c-Met/HGFR 125 L T ATP A B2 EER %
KL, 0O KiEIZZFNZER 0.50 nmol/L 3 X T} 0.62 nmol/L Th o7z, £72, RON RTK iZx LT
LIHEEREZRL, 0O KifElZ 9.1 nmol/L Thotz, ZiL, ALK FHEDHK 120 DIEATH-
7= (&1,

2) MELALTORE (REEES PF-02341066_060ctI_192308 , BEEES
PF-02341066-Pharm-001)

R L~V TR b EMRTKIZ T2 7 U YV F =7 OMEEAZMR L~V THERT 572
%, ALK, c-Met/HGFR 33X T'RON EEMIAEZANCT Y UV YV F=T7 DX F—¥ Y VEB{LEEEM
ERRET LT,

NCI-H3122 38 X OYNCI-H2228 it b Mg O#LMIE T, 2 G EESHAniz & Y EML4-ALK
AAEEEL R variant 1 (V1) BX O variant 3 (V3) 2RHELTWBEY, 7 U VF=73,
NCI-H3122 #fa (EML4-ALK V1) 38X T8 NCI-H2228 flifg (V3ab) @ 1604 fiiF a3 L 5REIZE
7% ALK U VEMLATRE L, %D ICs X ZNFH 63 nmol/L 3 X T 74 nmol/L Th o7z (F 1),
EML4-ALK V1, V2, V3a 8 X OV V3b Z 33 X 87 NIH3T3 fifaicBVWTh, 7 U Y F=71L ALK
U ML (1604 frF o o VB E) 2BLE L, F D ICs fEiX 60 nmol/L (V1), 69 nmol/L (V2), 27 nmol/L

(V3a) BLU 4l nmol/L. (V3b) Thotz (F1), iz, t(2;5 YEAMIEEEIZ LY NPM-ALK @
AEHEBERRBELTVWAE FROERMKY 73 (ALCL) Karpas 299 fifgiziVWTd 7 U Y F
=X ALK ® U VE{LEBRE L, %O ICsEIZ 35 nmol/L TH -7 (£ 1),

E 51T, c-Met/HGFR (2514 AEAEMET LIZRBRTIL, 7V Y F=713—#ED e MEREHR/LME
JAlZ 3BT, HGF IZ & - TIEMH L SN 728 AR -Met/HGFR 3 KX CMEFAIZEML L T2 874
% c-Met/HGFR OF 1L > U VERMbZFAE L (¥ ICs fE=11 nmol/L), =V A EidA XD LK
MBI RBWTHERROMEEAZ TR L. (F 1D, £, -MetHGFR DIEMHELERIL, v D%
SHOEEIZBOTBREERICES L TN AERE LT LERENTEY, THLEE
REET DBBZEITBIT B c-Met/HGFR FREAI DEEZIR bIHI NP B, 7 )Yy F=T711,
ATP $5A ST 24K (V10921 T 19 nmol/L, H1094R T 2.2 nmol/L) 3 X U P L — 7 R (M1250T
< 15nmolL) 23t LT, BFAERZAKL RSN EOFEELZRLED, ZhicstL, EELr—

1) Koivunen JP, Mermel C, Zejnullahu K et al, EML4-ALK fusion gene and efficacy of an ALK kinase inhibitor in lung
cancer. Clin Cancer Res. 2008;14:4275-83.

¥2) MEEES PF-02341066_060ct._192308

#¥3) Christensen JG Burrows J, Salgia R. c-Met as a target for human cancer and characterization of inhibitors for
therapeutic intervention. Cancer Lett. 2005;225:1-26.

#£4) Sattler M, Salgia R. c-Met and hepatocyte growth factor: potential as novel targets in cancer therapy. Curr Oncol Rep.
2007;9:102-8.

5) HEEE S PP-02341066-Pharm-001
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TERMA (Y1230C T 127 nmol/L) TIIBARSZAMAE L IR L CHEEREEOET (171044 2858
D HZED,

7 VY F=TN, c-Met DB X T —E THS RONRTK OF 3 Y UEMKIZS LT H REME
A%R L, NIH3T3 MIICHIL <872 RON 12595 ICs fEI 80 nmol/L T - 7= 2,

ULDFERNI G, 7V Y F=T7 OFKBEMERBICIE, ALK, c-MetHGFR X TPRON 2385 L
TWD EEZ DNz, 723, RONIZEET 252 BRI M L TRV, FFEDRE CiER
FEHLTWDHZ L, RONKBvUVRATIIAEERRAERL LN TR O TREM LOBRSITEWE
HRAENBZ L0, FUBAIOENSFE LTERTH D AIREENTREN D,

R1 BHIBRARFOL X T—EEIUVBERREICHTEH VI F =T invitro REEH

] Ki % 721X ICs fE *
HER
nmol/L | ng/mL
EERL~L
ALK " 0.5 0.2
c-Met/HGFR® 0.6 0.3
RON® 9.1 4.1
MR L~
EML4-ALK V1 U »E2{t, (NCI-H3122 & Ffiligs#iifg) ° 63 28
EML4-ALK V3 U “ BBl (NCI-H2228 & hAtmssufa) ° 74 33
EML4-ALK V1 U » k. (EML4-ALK V1 3% NIH3T3 #ifa) ® 60 27
EML4-ALK V2 U »E2{k. (EML4-ALK V2 %3, NIH3T3 #ifa) ° 69 31
EML4-ALK V3a U B8t (EML4-ALK V3a 33 NIH3T3 #ifg) ° 27 12
EML4-ALK V3b U »E#{t. (EML4-ALK V3b %3, NIH3T3 #ifg) ° 4] 18
NPM-ALK VU »E{k (& bk Karpas 299 ALCL f#fifa) ° ' 35 16
c-Met/HGFR U VER{b (b FEEGEHLAIIR O ) 11 5
c-Met/HGFR U “E2fb (& k A549 fEHala) b-° 8.6, 5.0 3.9,2
c-Met/HGFR U “E8{k (B b GTL-16 BEAIM) ° 13 5.9
c-Met/HGFR U B8k (B b HT29 KEGEHE) © 11 5
c-Met/HGFR U Hi#{t (& b Colo205 KASEE#E) © 10 4.5
c-Met/HGFR U V(b (b b A498 BXgmEMmpa) © 13 5.9
c-Met/HGFR V > Bk (& b 786-O Bl ° 19 8.6
c-Met/HGFR V »B8{K (v b MBA-MD-231 2L L) °© 5.1 2.3
¢-Met/HGFR U VE&{k (=™ X IMCD3 Bl i) ° 5 2
c-Met/HGFR YV “VE8{k (4 X MDCK i) © 24 11
MSP Al RON U B¢, (RON Z&3i NIH3T3 ija) ° 80 36
c-Met/HGFR VJ Bl (ATP #E& AL BAE[V10921] %53 NIH3T3 fliE) © 19 8.6
c-Met/HGFR J VE8{l (ATP #5585 BIR[H1094RFEE, NIH3T3 ff3) © 2.2 1
c-Met/HGFR U “E{l (&b — 7 BIE[Y1230C) 33 NIH3T3 #Hf) © 127 57
c-Met/HGFR U b (P L — 72 RIK[MI250T|35 3 NIH3T3 #ikg) © 15 6.8
c-Met/HGFR U “#{l (BF4% o-Met/HGFR $E NIH3T3 #fa) © 12.6 5.7

a) BERL-VVOFHIZ oW TIE K B, #E L~V OFHIZ oW TCIE ICs, H 2 R,
b) PF-02341066_060cf 192308
¢) PF-02341066-Pharm-001
(e . MEERS PF-02341066_O60ctl_192308, Table 2 38 KX O EE %S PF-02341066-Pharm-001, Table 1)

1) #EEER S PF-02341066-Pharm-001

¥E2) #4EEE S PF-02341066_060c 192308

E3) Wagh PK, Peace BE, Waltz SE. Met-related receptor tyrosine kinase Ron in tumor growth and metastasis. Adv Cancer
Res. 2008;100:1-33.
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3) VNIYFTORMYVOBRILALSELIUVHBBLALTORS (REEES
PF-02341066_060cl_192308)

t MZBITE 2 VY F=270XBEREME LT, 77 % 5K (M10, PF-06260182) NEE 4L
TW3, ¥, MEREWE LT, O-MTAIAED I Ly v Binsgs MDD, RULRERE
& M3), O-BT7NAIMEDT 7 Z 5K (M2, PF-06268935) BXU'M2 OREEAAAE (M8)
BRHEHENTNEE, ZhboREMOFF—PHEEEEZRIT 2720, F27ZMMEOTT X
F LA <=—T% 5 PF-06270079 3 & ' PF-06270080, O-Bi7 V¥ /L& (M4, PF-03255243) BI T}
O-BTN¥NT 7 & sk (M2, PF-06268935) @, ALK, c-Met/HGFR 3 X TXRON (Z%}9 5 FHE
VER & 5F4E L 7=,

57 # AMKTH 5 PF-06270079 3 L O PF-06270080 1X, #H#ix bt k ALK, c-Met/HGFR 72 6T
IZ RON OWFHIze L THREEAZRL, ZOKifElX, ALK IZx L TEILEN 2.4 nmol/L B
F V1.6 nmol/L, ¢-Met/HGFR 2%t L C#IZ# 0.45 nmol/L 3 X T* 0.56 nmol/L 72 & TRZ RON {2
KLU TENEFN 7.7 mmol/L BL 2.8 mmol/L TH-7= (5 2),

TDDEER L~V THBNER & —E LT, PF-06270079 33 X UV PF-06270080 i, #fifa 1~
JAZB TS, EML4A-ALK, c-Met/HGFR 38X TUNRON OV VU BbAHET I Z &Rz, T
7245, PF-06270079 35 & U PF-06270080 i, NCI-H3122 #if2 (EML4-ALK V1 238) 1ZB1T 5
ALK U VERME (1604 fFu s o 7&dE) ZAEL (ICx MEIXZFhZh 284 33X T 194 nmol/L), =
7z, NCI-H2228 s (EML4-ALK V3 Z38) @ ALK U Vb (1604 frFu o R E) ZFHEL
72 (ICs fEIZZALFEIL 554 BL V355 nmol/L), T H DT 7 & LMED ALK FRETENEIL, 1Cs fEIC
EAHETI Y F =T LT 1/8~13 £ THo7=, £7=, PF-06270079 3 X T* PF-06270080
i%, A549 fFIZ 31T 5 HGF H# c-Met/HGFR Y »ERMLIzx L CHREERZR L2 (ICs fEIX
FREN 19 BEXW12mmolL), ZOERIRZ VY F=T D 1/4~135Th o7z, —77, RONIZ
%t L Ci& PF-06270079 3 X TF PF-06270080 137 V V' F =7 L A% S LT LOFHEERE
& L, NIH3T3 2 33 1F %5 MSPHIIE RON V » EA{KIZ 34 2 ICs fEIX % 124 85 8 & U 40 nmol/L
Tholz (£2),

—77, O-BLTVXNT 7 Z LK PF-06268935 38 L Y O-iL. 7 /L% LK PF-03255243 i, kgL~
NVOFHIZIBNT, EML4-ALK, c-Met/HGFR 3 £ T RON DWW UK LT 10 pmol/L % TD
BECHEEREZRI RN,

1) 2645 (1) 3) H

PFIZER CONFIDENTIAL



g)JF=T 2622 PHhEEMNITHHER Page 11

®2 FHNRRRFOL X FT—EELIUTREESEIIHT HREMD in vito BEER

BT e KifE ¥ 721X ICs, 1 ® ﬁ;g y
(nmol/L) 2y IF=T
BEEL L
aNE=vi 0.50
ALK PF-06270079 2.4
PF-06270080 1.6 3
7Y IF=T 0.62
c-Met/HGFR PF-06270079 0.45 0.7
PF-06270080 0.56 0.9
7V F=T 9.1
RON PF-06270079 77 0.9
PF-06270080 2.8 0.3
R L~ L
TNIF=T 63
EML4-ALK V1 U Bk (NCI-H3122 #ifa) PF-06270079 C 284 3.7
PF-06270080 194 2.5
=y 74
EML4-ALK V3 U Bk (NCI-H2228 i) PF-06270079 554 7.5
PF-06270080 355 5.0
IS F=T 5.0
c-Met/HGFR U »EB{k (A549 #RED) PF-06270079 19 4.0
PF-06270080 12 2.5
IV F=T 80
RON U »E&{k, (RON & NIH3T3 #ik3) PF-06270079 85 1.0
PF-06270080 40 0.5

a) BERLNVOFMIZ OV TIEKIE, MR L~V OFMEIZ DV T ICs B2 RS
(Higt : 845555 PF-02341066_060c] 192308, Table 1 35 X 0% Table 3)

4) 2V IVFZIOXxF—HHEERORRKE (4.2.1.1.2 HEEEHEE PF-02341066-Pharm-001)

7V F=TOFF—EHEEHO ALK B L c-Met/HGFR 12519 5 3&REERETT 5729,
0120 OB Z X F—FPIZONWTER L~V TOERZEMLE, FORE, ALK 770
c-Met/HGFR & D WEIZRWT, 14 O X F— B2kl T B BIRMEN 100 fEREThH o7, EHIT,
INEDXFF—EEB LV c-MettHGFR L EZRO—EDOX F—FP T4 527 U Y F =T DIERA A
L ASATEM L, 7 VY F=713, -Met/HGFR (ICs fE=11 nmol/L) izt LT, VEGFR2,
PDGFRS, 3 X TF Sky RTKs {22V Tl 1000 #5784 £, IRK 3 & Y Lek 120V Tid 200 f£24 L, Axl,
Tie-2, TrkA 8 X T TrkB (2D TidAI 30~50 fFDBIRMEZ R L7z (R 3), MIRL~LTD 50 %
DFRVEDZED, in vivo TD c-Met/HGFR (2§ 2 BIRMEZ BT 5012+ TH A ERETT
B2, v b ComBRBIEMREBIELZX— T 2% HWT Tie2 U EAMLIRE/ER % 51
Lize 7 UYF=71F, 50 mgkg (24 B2 7= - T c-Met/HGFR 151 % 99%FHE3 % A &ED)
BLU100 mg/kg DHEERR QS TIE, Te2 UV rBbict LTEKDOSH 3MEERERES 2o
Tro DT LMD, invivo TIX c-Met/HGFR % 24 Bz > THREICHET A HED 2 ED A

1) 2622 3) 5
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BIZB VT, Axl, Tie-2, TrkA 3 X OV TrkB 2%t U CHEER Z R TRIBEMEITBEVN L B2 6Tz,
X5z, B FTO250mg (BID) KEHGIZIT B MIEPRE D Cmax iX 577 ng/mL GEREATLR
BELLT54ngml) THYE), BRIZBWT/ V¥ —4y hOXF—¥eHETHREICEES
AREEEEIMENE B b,

£3 fALALTOY )Y F=IDF+—HEERE

S ICs, 18

nmol/L ng/mL
Gas6 HI# Ax1 Y VBB (Axl 383 NIH3T3 #Hja) 322 145
EGF #lli# Tie-2 V > B{k (Tie-2/EGFR &3 NIH3T3 #lifa) 448 202
NGF #§# TrkA U > #{t (Trk A 385 PAE @) 580 261
BDNF ## TrkB U BBk (Trk B 353 PAE #ili@) 399 180
BCR-Abl U »F2{t, (BCR-Abl %3 BaF3 #lja) 1045 471
A4 A) R IRK VU Bk (IRK %3 HEK293 #fR) 2887 1300
$i CD3 PLEHIE Lek &7t Zap70 U »BR(b (Jurkat FlRR) 2741 1234
Gas6 Hlli Sky U v E{b (Sky 3 NIH3T3 #Ri) >10000 >4500
PDGF-bb #[{# PDGFRB V - E&{t. (PDGFRPH IR PAE i) >10000 >4500
VEGF¢s 3% VEGFR2 V Bk (VEGFR2 33 PAE ##}3) >10000 >4500

(M8 |45 EHE PF-02341066-Pharm-001, Table 2)

(2) 2 RTK ABEE 7 Hifamee(=xt I SEELER (in vitro)

1) ALK A5 T 2 MIRHSEEIC /T B EM (REEES PF-02341066_060ctil] 192308, #&E
%2 PF-02341066-Pharm-001)

ALK A EEEIX, MER IO ALCL %0 ALK B{aFEICERE/MN 2 F T 2 EEOMInEE
BLOWIATEORGREICES LTWAZ En5E, Zhbofluikicxtdss )y F=7
DYEFIZSWTHRE Lz, 7 VY F =713, EML4-ALK V1 %I LTV 5 NCI-H3122 fifif /AL
OBIEEZAEL, TR =V RAEFHELED) (R4), 77, 1(2;5 ROKEREZLY
NPM-ALK Bl &7 BV 2 338, L TV 5 Karpas 299 ALCL #i} 3 X O SU-DHL-1ALCL Hif@iZ 33 T
b, WIRHEFEEZIE Lz, ZhbO NPM-ALK DY U EMIRD 7 U Y F =712 & 5 H5EH
1T, GU/Gl BB T A MBS IR & 7R b — AFEITBEE LTV B,

2) c-Met/HGFR AB§5 9 2 #faikeEicxtd 21EM (FEEFS PF-02341066-Pharm-001)

¢-Met/HGFR 1%, 4 DOEEMIER L ONEE L% N MR OMIREEE, FER LI CREOREHE
WICHE L TWAE), —HEOMI L~V TOFBICBWNT, 7 UV F=71kt b GTL-16 BEM

1) 4E A8081001 BRIZIIT 5 HAAD Cmax (577 ng/mL ;2.7.2.2 %, ¥£21) Lk MREAREEER (90.7%;
2644 (20 1) B KvEH

#2) Pulford K, Morris SW, Turturro F. Anaplastic lymphoma kinase proteins in growth control and cancer. J Cell Physiol.
2004;199:330-58.

3) BEEE S Pr-02341066_060c] 192308

¥4) HEEEF S PF-02341066-Pharm-001

¥¥5) Christensen JG Burrows J, Salgia R. c-Met as a target for human cancer and characterization of inhibitors for
therapeutic intervention. Cancer Lett. 2005;225:1-26.
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REDHETE, HGF #IEIC X 5 & b NCI-H441 Bl oEEB I 0= F U AL ™M R o 7 2~0
R 5 WNT HGF Rz X 32 MDCK Hifg o EBMME/ o8EEZEELE (R4, 2nbo
c-Met/HGFR %3 B85-3 2 HEfRMERRIC o S BER E Y, EEARLHIAIC ST 5 c-Met/HGFR V 2
{EFLERE (ICs fEi= 5~24 nmol/L) ¢ R%ThoT-,

E72, c-Met/HGFR 1%, MEBFHEATERF DA MR OEAR L ORI EHEICBEE L T 5%
D, 7)Y F =71, HGF FIC X5 b MESBIRNEZMEROAER L O~ MY LBz EE
L7z (F4), ZNOOFERMD, 7)YV FoT70ORBEESRIT, [EERIROMEEE =X EFICs
T HEREEM L MBS AEMBIERONF OFEEZN LTV A ATREENTR S his,

R4 ALKBMEFEAES LU c-MetHGFR H'B85-9 S #latkaeicxt 3~ 3 46 B

. ICs 1
REA
nmol/L ng/mL
FEEHRER
AARIESE (EML4-ALK VI B NCI-H3122 i) ° 54 24
TR F—3 A (EML4-ALK V1 BBt NCI-H3122 ffigs#efa) ° 110° 50°
AHBRIEFE (NPM-ALK BB4% Karpas 299 ALCL #ifa) ° 60 27
HMiaETE (GTL-16 BEMAD) ° 9.7 4.4
HGF RliiladEE (NCI-H441 FhEfpa) ° 11 5.0
HGF #li#~ + U V21 (NCI-H441 i) ° 6.1 2.7
HGF ## = v =—4# (MDCK #ifg) ° 16 7.2
PR
HGF HliEia7E (HUVEC) ° 11 5.0
HGF #l#~ + U %13 (HUVEC) ® 35 16

a) PF-02341066_060ctfi] 192308
b) PF-02341066-Pharm-001
¢) ECxfE
(H# : REEES PF-02341066_060ct._192308, Table 4 33 & U5 &% 5 PF-02341066-Pharm-001, Table3 35 L 18 3.6.1 &)

(3) invivo BHIFF—EHREERAS S UHRESHROERERE

7V F2TEDONT—ED in vivo REBREITV, 1) BEHOENFF—+¥ (ALK BLG
c-Met/HGFR) OMHEER, 2) FolmEOBEEF/VICBIT A HIEESE, 3) BEMEPRED
H#EEZ BR & L7z PK/PD fi#tT, 4) FUBBEZROERABFICOWTRE Lz, 216 0REBRTIL,
7V F=T OBNSFTHHEEX T —PERRAL T HE MEBERETRE~ Y ACKT
BEL-EEBETTAVEAWE, FHMECAVZE MEEIE, 1) invQ) REASMIC LY ER
HINZTEE(L L7 EMLA-ALK A E A E 255 LTV 5 NCI-H3122 i, 2) 1(2;5) YefafiinmEic
&9 NPM-ALK %38 LTV Karpas 299 ALCL, 3) c-MetHGFR DR HHHIE L CIEH
ANZTEME(E L TV D GTL-16 £ N B, 4) HGF & o-MetHGFR O F 2 RE L TA— 7 54 >~
N—TZ R L TVW5 USTMG b MHRBZEMER KO PC-3 & MRTSZARE, 5) EEME»O4Y
RHCIEMR B b HGF 2844635 72910t N MRCS SIS 2 RIEAE L7 & NCI-H441 i
BTHD, ZHDORBRERIT, BEADMBETRE (Cef) 25N NIBIZHEBLIW

1) Christensen JG, Burrows J, Salgia R. c-Met as a target for human cancer and characterization of inhibitors for
therapeutic intervention. Cancer Lett. 2005;225:1-26.
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BERT D2 — VORERIMOBE L Lz, 2P, FRVRY, MEXTO ) Yy F=T70Mm
SR T T ADMIEBEABER (964%) PEAVTHELZHEREEERELE L TURLE,

1) EML4-ALK (Bt NCI-H3122 MERBBEETLICET AV VY F2IJROKER®
EML4-ALK FRE/ER L MEEDIR (BEEES PF-02341 066_060ctl_1 92438)

7 Y YV F =7 DEET EML4-ALK FREER B & OHEER 2 HRET 5 72, NCI-H3122 it
REBHEES VBTS2 )Y F=70 13 BRRNRERREER Lz, BRAKRER, BRI
BB L, BEEHO EML4A-ALK U VEMLIRIES ELISA IsCHIET S L L biT, BBEARL
JEERNOEH LT, EML4-ALK U VEMER L ONEEHEICx 3527 U YV F =7 OIEREFHiE L
Tro 27 VY F =713, 200 mg/kg/ B T 24 K O SRREMEIZ72 > T EML4-ALK U ER{bZ
EZL (5% 1,4,7 B L0023 FFRIZE T B FHESE 83~86%) , IEIEHEAE % 94%HEF L 72, 100 mg/kg/
HCiE, FEHEIC 24 BRiC 72> T EMLA-ALK U > ERfb % 7T7~85%FE L, MBI % 74%HE
L7z, 50 mg/kg/ B TiX, 5% 1~7 BERE Tid 62~74%, 23 B Tid 59%D EML4-ALK V “B1b
FE(ERZR L, EEREMEE 40%ME L7z, 25 mgkg/ A Tik, EML4-ALK V VELFREERITR
E4% 1 BT 27%, 4~7 BFREIC 55~62%, 23 R T 41%Th D, EEHEEERIT 38% ThH -
72 (™1, #£5)., 2hDOERMD, NCI-H3122 EF VTR A HEESHER & EML4-ALK U B
{UREEA DBIRIE, 100 3B LT 200 mgky ABRERICA D=L S92, BREMBTH D 24 Kl
DT RTITHIZ B3V EML4-ALK U VBB EER (77~86%ME) & —H L CIEFHEHE %5 <
FHZE (74~94%FRE) 52 &, £77, 25 BI V50 mg/kg/ B # 5-HFIc A Bz X 91T, EML4-ALK
FHEMER R E5%O—EOREFICRON25E1E, FEEDRIIAETIEH D ERIZETE
K72% (38~40%[EE) ZLAHALMNERo, ZOERIE 17 BRRPDERERRICBVNTH X
SEBEN, 7V Y F=71325mgke/H, 50 mgkg/H LT 100 mgkg/ B DFEORE TENELI
BE 17 BT 17%, 29%38 X1 86% DIEEHEFILE/EM %R L, 200 mgkg/ B TiX 11%DEEEHE
ERZRLE: (M2, £5), £, 2COFTESHBPICEERBD Lizh, RERD ORE
IIBREEL Y 100 BE 0200 mgkg/ H OFBERE Tholz, TNHDFRERNSG, EML4-ALK U
B FRAOCIZIERRICEET 2 Z EMREPRERRICTI2DICHETHY, £z, £D
BEMIIBEFTHL ZEBNTREINT,

¥ED) 2644 (2) 1) 1B
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1 NCI-H3122 fifE REBHEE TIVISH (T 5 EMLA-ALK U UEES K VIESIETEICH T 5
FEE{ER
1800
L [ | —e— Control
e B th __ 1800 Ff—m—25mgikg QD
E O 4h _ =3 L | ~e—S0mglkg QD
g a0 L B 7 Values = Mean + SEM £ 1400 || _, 100mg/kg QD
S= | £ 500 F| —*—200mgikg aD
228 B 23h Py C
2 £ 80 XS £ |00p [Values = Mean + SEM
() - F
a8 [k = Fn=10-12 * 38% Inh
» :0:( g 800 b o .
2 [ > . * 40% inh.
o =40 %9 S A
5 5% & 600 [
= R I B S f *75% Inh
< = H B F 400 [ T
20 K Ol K9 M o0
oilim Wl I 200 £ 2 &= 94% Inh.
K Bl R -
] L R, HH 1 M 0 , ]1|3qaylso_fDlosling‘ o
25mg S0my 100mg 200mg 10 15 20 25 30

Crizotinib Dose (mgikgi/day)

1y

Study Days (Tumor Implantation at Day 0)

MEXE~ Y Rick b NCI-H3122 Mg+ BESHEL, BEAEELE (180mm’) w7 RICZ U SF=7 (25, 50, 100 5L
T200mgkg/B) & L IELEE 13 AMROBRE L, ERIZZ VY F=7 0 EML4-ALK V VEM{CIEIER, & RIiTEE
FEREERERYT, EEMEEERL, RB 260 AOBEESHICESE, KATEBELE, 100x (-] (V) YF=7BOR
526 B OIBER) - (7 VY FoTHORER 13 BOESBAR 1/ (HBEORR 26 FOEESE — GHREORER 13
B OBEBEER D. *p<0.0001: XREE & OB (—TRESBEON, (K REEFE PF-02341066_060ctl_192438,, Figure

2 NCI-H3122 fifERERBEE TIVICE 1T 2 ESEEICT 2EERAS L UHRELL

1800 | —g~control
— 1600 [|—E—-25mgikg QD
F | —e—s0omgrkg QD -
£ 1400 [} —=—100mg/kg QD =
£ | ——200mg/kg QD =
o 1200 F S,
£ joop [ Values = Mean + SEM " 17% Inh. g
= [ n=9-12 £« g0 |
= soo | H” 29% inh. %\
- ;
S 600 f 2
= E by
F 400 ¢ &% 86% Inh. =
200 [ =
F : e’ 100% Inth.
4] o 1 17 days of Dosing \ ot L
10 15 20 25 30

Study Days (Tumor Implantation at Day 0)

MRXE~Y Rk F NCI-H3122 M s RESHE L, BESES L (40mm’) w7 RIZ7 Y FSF=7 (25, 50, 100 BL
V200 mgkg/B) ® LIIBEHEE 17 BRRO®RE Lz, ERZZ VY F o7 OEEHEREER, ERIIEECS T2
2T, IEFERERERT, HER28 ADEEFEICESE, WA TEH L, 100x (1-[ (7 VY F=7B03E 28 A OE
BERE - (V) YFoTHORER 12 AOEEAR 1/ [ CHERORE 28 HOEEAE) - GHBEORR 12 BOEES
) D, *p<0.05: IREL OE (—TEEBSES) . (Hflh: #EEEE PF-02341066_060ctl_192438,, Figure 2)

30

25

10

=g Control
=il 25mgikg PO QD

=G 50mglkg PO QD Values = Mean + STD

——180mgkg PO QD | M = 9-12
e 200mMgkg PO QD

L 18 day;s of [}osing ,
15 20 25
Days After Tumor Implantation

[
16

w1
36

2) NCI-H3122 [EEEBEETIVICHT S EMU4-ALK FBE S & VEEEEREO PK/PD 8

(HEEES PF-02341066_060c¢
HEZES PF-02341066_130cti 213230)

192438, HEEERS PF-02341066_010ct._1 24928,

NCI-H3122 i REBHEET VICBIT A7 U V' F =7 DEMLA-ALK U ER(LFE/ER & migh
BEOCBRERET 27D, 7V VF=70 4 ARHEEHRRIB LI 14 BB 5RB S EH L7~
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ZHERAT, FEARMMERRE L ALK U VELBAERIZOWT Hill B3 = v M &2ERLL,
EREATMEED BCo IBEZHH Lz, KEROREH D7 VY F=7 OmEPRE & EML4-ALK
U VB LB ELEF ORIRD &, EML4-ALK IZxE3 2 FAFHZNR ORI IZ MR P IR E D
BREEILIGBEBRA Z N RENTE (B3), ZORRZEIL, I HERESE~DEDOSIT
BT 3H0DLEZ BN, LEN-T, NCI-H3122 BERESBHETT VIZEI1T 5 EML4-ALK Y 1k
FHZE & i EE O BEfRI Link B F AED &2 AW TN L7, EML4-ALK UV »ER{LRAE 0 ERIE
1% Link EFNVE XK —& LT, Link EFVICE 5L, 4 BEBIO 14 BEKRGRBRIZBIT S
EML4-ALK VU v ER{LFAE/ER D ECs fEIX, ZhFH, 51nmol/L (23 ng/ml) 3B XU 19 nmol/L
(8.6 ng/mL) &HEE Iz,

3  NCI-H3122 fEERBBEETIICHE TS U YV F_J8OFE5R/FO EML4-ALK 1) U ERE
FEZE R ® PK/PD 8BS

-

o

(=1
1

| | =t A1k phosphortation 1h
I | —— Alk phosphordation 4h
| ¢ Alk phosphoration Th
L | —&— Alk phosphoryiation 24h

PKI ko Lo G5 @ el Bl it ose —FSb High dos 2 |

-
(5]
=]

PD
r I—e—Low dose =—g@e—Medium dos e === High dose

20

1400

-
Qo
o

700

o
[=]

180

=2
o

] 60

Y
=

40

Crizotinib Plasma Unbound {nM}
. 3 B

EML4-Alk Phosphoryiation (% Inh.)

S}
o

120

Alk Phosphorylation (% Inhibition}

N T 0%
5I 1 ID 115 QID 2I5 0 0.0 1] 1 10 100 1000 1 D‘
Time After Dose (PO, QD, Day-4) Crizotinib Unbound Plasma Conc (nmol/L)

Ry AICE P NCIH3122 B2 BEBHEL, BEAESELE 320mm®) v U XLy VY F=7 (25, 50, 100 B&
V200 mgke/B) b LIS 4 BRRA®RE Uiz, EXIL, 7V V' F=7 O M RE ORI (RER) & EML4-ALK
) VEMLREEER OREEL (FEK), MIETEEIT LCMS THIZE L, EML4-ALK U > Efkid ELISA s CRIE L7z, “Low
dose” , “Medium dose” 3B LTX “High dose” 1%, ZHEH 25,100 BL 200 mgkg/ B & RT, AL, BE#1, 4, 78
TUUBEBICBT52 )V Fo T OFEAEMETERE L EML4-ALK U VEMLEERO Hill B~ 2 v b, (HHA : &
&5 PF-02341066_060c1l_192438, Figure 3)

o
o

bz, 7Y YVF=TOEBEEHMEER D PK/PD HHEEZH LT EIED, 7V F=T0D
17 BRER53REEER L, NCI-H3122 T 7 /W) 2R EDR 2 BB AE TV %
FWTHN Lz, Z0OuYRT 4 v 7 BEHEEET VL, EEHEEREFRORBELE R —
B L, ECsfEi% 23 nmolL (10ng/mL) L EHEhE (%6),

LLE®D X 51T, EML4-ALK U ERLRREIEA & EFEHEEREER O SO%HEREIZRIETH Y,
EML4-ALK V VELBREER ORER X ORERFEIY, PUEEERICESEMICEBRL TS EE

7£1) Sheiner LB, Stanski DR, Vozeh S et al, Simultaneous modeling of pharmacokinetics and pharmacodynamics:
Application to d-tubucurarine. Clin Pharmacol Ther. 1979;25:358-71.

7&2) Sharma A and Jusko WJ. Characteristics of indirect pharmacodynamic models and applications to clinical drug
responses. Br J Clin Pharmacol. 1998; 45: 229-39.
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Z b,

3) NPM-ALK [B1% Karpas 299 ALCL ETMIZH T34 1) VF=TROBERO NPM-ALK [HE
EREREEDR (BEEEHFS PF-02341066-Pharm-002)

t(2;5) R EAMRERRE I & Y NPM-ALK Bl &8 AE 2339 5 NPM-ALK [5t% Karpas 299 ALCL €5
NERWT, 7Y F=70DNPM-ALK U VER{LIEER LB R AR L, 7V Y F=
7D 100mgkg/ B2 LY, BELETRTO~Y U AOEEITR 5B 15 A UNICERITERK L
= (R4), BEBEE 31 BICZ VY F=ToRE2PIELEL 25, BBEIEOMLE, &
B 600mm’ ZHBLAKRESICHALLL X2 VY F=T7ORELERL, &5 13 BEREL
A, BEEENERICGEELE (K4, 7Y VF=TJonBEENRIARKEN T

(X 4), BEFES D NPM-ALK U VEMUIREER & BB ROBMRE AR L HREEZIR> TRETL
7z& 25, 100 mgke/ A R EFFORAGIEENRE GREIBMR) N5 Oh7ZENY, NPM-ALK Y &
LIk 5MERR (24 Kei) £FICbiz o TUREZREICEE (90%LL L) Eh Tz (K 4), NPM-ALK
U VERLRRE OREREWIGE (25 £721 50 mg/ke/ B R 5-FF D 90%: R OMRE) TR KOHIEE
PRI/ NP o7,

4  Karpas 299 ALCL EEBIEETILIZEIT S NPM-ALK U VERES S VIEEIETEICHT 5

REZE1E H

1600
: nltiivn,
§ 100 -~ E 1400 |- —g— Control
£ r i PF.02341066 100mgikg QD
8 £ s P 02341066 50mgfkg QD
d L e 1200 wiinem PE-02341 066 25 mglkg QD
= 80 - G 1h 2
= L O 4h £ 1000 b Values = Mean+ SEM
3 =) =2 n=3412
= L B 24h =3 %
% 60 C - 800 57% Inh. * Complete
s 5 Regression
K~ L

600 |
B ol g
e | -
= 400 "
X 20 £ = . . 96% Inh.

8 T

é T
e o LK. B3 A e I 0 —
= 25mg 50mg 100mg 10 20 30 40 50 80 70 80

" Crizotinib Dose (mg/kg/day, 4days) Study Days (Tumor Implantation at Day 0)

SCID =7 ATt b Karpas 2909 ALCL ZEEHBHEL, BERESLEL 220mm’) vV RIZ7 YV /F=7 25 BIU50 megke/
B LB 12 B, 7)Y 5= 100mgkg/BiX31 BREREE L, 27V YV F=7 100 mgky/ B B3 19 BRIDHK
Kok, BEFEBESI B2»0HFE B ABKRELE, ERIZZ Y VF =70 NPM-ALK U VEMLEEEER, ARIZIEEEME
FEFERZ T, EBEMEEER (%) ik, RE23 BOEEARCESE, RATEHLE, 100x (1-{ (Z VY F=TED
RR 23 AOEEEH - () FoU#HORR 12 BOEEAR 1/ IRHOME 23 BOBEEAT - GIBEORSR
12 B OEEER) 1. *p<0.001 : fFRRE L OB (—TEBSBOIT) . (8 HEEE S PF-02341066-Pharm-002, Figure 11)
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%5 AKBAEAEBREEETETILCETZY Y FZJOHREENSR (in vivo)

Phiars %i%3 BRI J%ﬁﬁ%ﬁ%

e mg/kg = g e

WEOR | EEER 1 nipm | | momse | memmt | MW

5 (B5H%) | FREHEE)

NCLH3122 180 200 94% (13 H) NA 1/10 NA <0.0001
[ 180 100 74% (13 H) NA NA NA <0.0001
(28 19 180 50 40% (13 B) NA NA NA <0.0001
, 180 25 38% (13 H) NA NA NA <0.0001
140 200 SBHE 11% (17 B) 3/11 NA <0.0001
;%fm 122 140 100 86% (17 H) NA NA NA <0.0001
(B 29 140 50 29% (17 H) NA NA NA <0.0001
140 25 17% (17 B) NA NA NA 0.018
220 100 IR 100% (16 B) | E£ZFED) 12/12 <0.0001
Karpas 299 220 50 96% (12 H) NA NA NA <0.0001
ALCLP 220 25 57% (12 H) NA NA NA <0.0001
540" 100 JEHG 90% (13 A) NA 3/3 <0.0001

a) PF-02341066_060ctiil] 192438
b) PF-02341066-Pharm-002
o) MBI ER (%) 1X100x (7 ) VF=7BOEKEERH - R5HRHANEEER / GIREOERKRERAHE
— B EBEIEEAR) L LTHEELE,
d) JEERMER (%) 13 100x[1— (BRIEEEHE/ R SHBRRERAR JL LTHEHLE,
e) HMARIHIREBBIFOBEERED 30%LL oS & LTER LT,
f) EEENIRERBROBERED 100%0HP» & LTER L,
2 pEITHERL OEBRT—TRESBANICL VRDE,
h) FL5E
NA=not available
(B8 pEEES PF-02341066_060ctl_192438, Table 1 38 & VR4&EE 5 PF-02341066-Pharm-002, Appendix Table 1)

4) ALK BMAZREBMEESREBEETLCET2RESVIROEARE (BEEES
PF-02341 066_060ctl_1 92438, #REEHS PF-02341066-Pharm-002)

ALKBAEREZRBRTIEBETTCRIT 27V Y F =7 OhEEHROERBFIZONT,
EML4-ALK 53 28I 5 > 7 mER (U Bk STAT3, Erk, Akt XUVPLCyR
&) D cabt AEAR b NS HIRREFEREER B L OT7 R M AFEER R L,

T FNMRERICBIT B2 VY F=T OERE, NCI-H3122 fEET vERY, 41 A/ 7ay
METEM L7, 7 VY F=71%, 50~200 mgke/ B DFE T ALK, Erk, Akt, STAT3 33 X U PLCy
U BRIt U C BRI 2 MEIER 258 Lz (M 5) #Y, F£7z, Karpas 299 ALCL E5/WIZHE
Wb, Erk, Akt, STAT3 3 X UPLCYDFEE &\ o 72 NPM-ALK 23B5-9 5 ¥ 7 F VAREERITH
LThARKENRIEERZR L (M6) P, ZhbORNL, FERV I FIRERIC
w4 B MEIVER E FUEBMR N ISIER CHERE TREAT I Z AN E R o7,

F 70, W EERB L OT7 R P XBEEMIL, FERD<—F—TdH 5 Ki67T B X
VB A= 3 [Z OV TRERBICENFERB LA A 7Tay MEEZHWTHRFZTo 72,

NCI-H3122 ffifia £ 7 /L CHUIEE IR 2 510 L 72 38R C 74~94 %D IEEIBAEAEIEA 2~ L 7= 100

¥£1) Pulford K, Morris SW, Turturro F. Anaplastic lymphoma kinase proteins in growth control and cancer. J Cell Physiol.
2004;199:330-58. :

12) REBHEEPF 02341066_06001._192438

7E3) RBR#EE PF-02341066-Pharm-002
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B L 200 mg/kg/El (CBWT, HEKFRZR K67 OMBIERIZED o (K 7), MIaHEFEREE
APTIERSDRICEE L TWAZ ENTRRENEED, $72, hA_—F3 [ZBELTL, 50 Bk
™ 100 mg/kg/El’C“ﬁEﬁ‘iT?E’ﬂ?‘&%’fMlﬂ’Eﬁﬁb%k b, 200mgkg/ HTT T b—LtigolZ &b
(K 8), TR = 20OEMbHUEEROFRAE LHBET 2 2 R E iz,

5 NCI-H3122 [HEREBIEICH 5 EMLA-ALK BBEET 52V FILEERSFICHT S

C’zz;:;é;%‘;ﬁ Control  Somgfig 100mgfkg  200mglkg
phaspho-Al
{Tyr1278/1282/1283

phospho-AlK {Tyrl60d
total-Al

phospho- Stat3{Tyr705] §

total-Stat3 m N T
phaspho-Ak{Thr308) R
Phaspho-aki1{5473) \

iotal-aktl W“ ‘

Phospho-PLCy g e N I TN AN Y

Phospho-tyc gl oo MR o B 8

NCI-H3122 fiifE % BB L BIRRIB~ Y A2 7 VS F=7 (50, 100 BT 200 mgkg/B) L IXHEE% 4 BREOER

5L, BiRE 7 KRRICIEFESEEEDRLT, 1A/ 7ry MEZTY I FIMEERSTICHT 2 ) Y F=T DER%
A U7z, (Hifh : #1555 5 PF-02341066_060c] 192438, Figure 4)

K6 Karpas 299 ALCL EfERBIEETILIZHITS NPM-ALK AABEE T 5L 5 FILIEERDFIC

T HER
A. B.
PF-02341066 mg/ke/QD, 4day, 4 hour PF-02341066 me/kg/QD, 4day, 4hour
0 25 50 100 0 25 50 100
- - w7 p-PLCrl ——ew ALK

— Bp g s Wy womp ve o P-MAPK/AA/AY e e v s oy www FALK

p-Myc W T i B T s e p-AKT (ser308)
Ehve O e v e e . B-AKT (serd73)
. ¢Fos ; a
PRl e il e e o o c-fun IR oo I )
NHNM : CyclinA IR R pee———

N“NN%‘%* %iwi*“i Cyclin-D1
WP e WP W W e W e A

Karpas 299 ALCL % BREBME LR XBEv ORI UV YVF=7 (25, 50 BL T 100 mgkg/B) b L IIBES 4 BREOE
BEL, E#ES 4 FARICEERGEZERLT, 14/ 7y MER TV I EERSFICHET 52 VS F=T DB %
FHE L7z, ERNIHRARICBEGRT 5 7T UEES TR T 2MEHER, ARIXT A b~ 2MENBRT BV 7 F R
BROFITHT2MEWER ZRT, (it #&EEE S PF-02341066-Pharm-002, Figure 12)
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K7 NCIH3122 fEREBEETIICEITHMIEE~Y—h— (Ki67) [2xd S/ER

Vehicle 100mgky 200mg/ky 43 Tm K67 positive cell score
e 42 4 Velues =Meanx 3TD
335 4
o 50
g 25 -
1]
o 8
= 4
= L3
Z PR
05
Animal & Animal 41 Animal 51 o0 }
(Grade3 (Grade 2 (Grade 1 ) o o
*F5% Kig? 50-75% Kig? <G0% Kig? gonbrol  25ig  SOmg  100wmg  F00mg
positive cells) positive cells) positive cells) Crizotinib dose (kg/day)

NCI-H3122 i RESHE L-BERB~ Y X222 VY F=7 (25, 50, 100 BLT 200 mg/kg/B) b LA % 14 B
Eofh L, BRES 7T REZICESESLER L, Ki67 Lr-UVTRERREENFETREL, Ki67 BiEMmakosls
BATRBEL HE L7, * p<0.025 : XBBEL OB (—REESBAN. (Hifh : BEEES PF-02341066_060cl] 192438,
Figure 7)

K8 NCI-H3122 fEEEBREETNICETEITFR N —RI—h— (AR/—E-3) IZ01T D
i3s3

Crizotinib Dose
{mng/kg/day}.
CleavedCaspase3

Control 50mg/kg 100mgfkg  200mglkg

GAPDH

25 -
E ™ Cleaved Caspase3
a . '
Fn" 20 Values = Mean + SEM ~
L n=3 ‘ T
8 E 135
2 3
82 10! b
R
]
§ a‘s | .
[
¢ 50 100 200

Crizotinib DOéa !msiksldéva 4-day)

NCI-H3122 i % REBHE L - lRKE~ T Ric s UV V' F=7 (50, 100 B L0200 mghkg/H) b L iIBHEE 4 BRAROR
5L, BRES 7T SHARICESBESEERLT, 415/ 71y MERTHANR—E3 FEICHT27 VYV F=TDER%E
A L7, *p<0.025: XHBEEE OHBE (—REBABS) (H : $EBEES PF-02341066_060cl]_192438, Figure 8)

5) #YYFIRAOKERKD c-MettHGFR BEEALMEZHNROBER (REEES
PF-02341066-Pharm-002)

2 ) F =70 c-Met/HGFR FREEH B L OFIEESR ZHRETT 5720, GTL-16 BE EAEREMH
EFAERWEZ )Y Fo7OBERRIONER DR SHRBRICBW URFNICEEZHEIL,
c-Met/HGFR V > (b & OFEBEIESE I3 2B 2 35 L 7z, FEEH D c-Met/HGFR U »ER{LIR
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REIX ELISA {5 CRHAIL 7=, ZOfER 11 BEBRERBRICB WV TIX, 50mgkg/HTZ VY F=713
54 24 BEfICb 7z o T GTL-16 EFEF D c-Met/HGFR U Vb Z52EICFHE L, EERGE
100%FHE L7z, $£72, 25mgky BIZBWTH Y VEMEE L OEEHEE 2 IZIEEEICHE L,
12.5 mg/kg/ B Tidix 5% 1~8 KefE TId 80~90%D c-Met/HGFR V LI EMEH Z R LI2b DD,
16~24 FFE TIIPREFED 50~60%ICE T L, MEEHEFEHERIT 60% TH -7, 6.25mgkg H TiX
¢-Met/HGFR U VER{LBREMER X 5% 1~8 FFRE T 30~50%Tdh - 7228, ZDIEHIL 16 BRI E ©
ICHEL, HENICERREEEEREERIIRD o7 (K9,

INODRERND, GTL-16 ET MZRIT 2 HUEEIEA & -Met/HGFR U > E{LFRE1EH D BLR
i%, c-Met/HGFR {&tE% 24 FFIC o7z > TRAIAETA Z LI L » TEBEME L ERICHES
N5 L (50 mgkg/H T 100%DIEBHEEMNE), #5HBO—EDHDED c-Met/HGFR JEH:FE
Ei, RRMRICEL 29/ E725 28 (12.5 mgkg/ B T 60%DIEEHEFEIAE), -Met/HGFR {&
PEDRRED 50%IZH 72 72V EA (3.125 mgkg/ H B XL 10 6.25 mgkg/B), AR IEEHEAHERES R
FHLNRNZ LB LNE R (H9), ZHbDERND, 7V VF=7 OREES R L&
KT D72DITIE, c-Met/HGFR FHE DRV EE TH » HEHE P27z - T c-Met/HGFR
U UL ZIZIEERICHEE 0% L) TR LRURETHB I LRRR N,

K9 GTL-16 BEEEBEETIVISETS c-Met/tHGFR ) U BEH K VEBBEIZHT S

REE1EH
1200 -
140 - I | —e—Control

= — [ | —&@—50mg/kg QD
2 "E’ 1000 |- | —e—25mgikg QD
‘s 120 A 1h £ - |—E—12.5mg/kg QD
E, 4h = [ |—e—6.25mg/kg QD !
S g0t sh g 800 | |-~<—-3.125mglkg QD 5 25% Inh.
2 3 r = 16h E] - Values = Median + SEM 34% inh.
65 80 { D 24h ] [ n=15
22 L = 600 |
o £ e - Hl * §0% Inh.
= 60 g I
. g wof
£ 4 & * 89% Inh.
[} i N

200 |- ¥ 100% Inh.
Eé 20 -

11 days of Dosing
L | A 0 | st 1 I L I . 1 ey 1
3.125mg 6.25mg 12.5mg 25mg 50mg 10 12 14 16 18 20 22

Crizotinib Dose (mg/kg/day) Study Days (Tumor Implantation at Day 0)
MERERE<TRIZE b GTL-16 BEZEBBHEL, BEAESLE Q50mm’) TR 7 VY F=7 (3.125, 6.25, 125,
25 BIU 50mgke/R) & LIREHEE 11 BRERDZEE L, ZRIEZZ VY F=70 cMetHGFR U U ERLIEEER, &K
FEBHEEEEER R T, EEEERERL, R 20 AOBEARCESE, RATEH LA, 100x (0 (7VVyF=
THORR 20 BOERANR) - (Z ) VF=THORR 10 BOEEAR) /[ CHBEORR 20 BOEBER) - (R
DFER 10 B DIEEAR) D * p <0.001: xTHREE & O Ll (—TEE SN . (H#8;4.2.1.1.3 $45E% 5 PF-02341066-Pharm-002,
Figure 1)

8) ZVYVFZIRBAOBLIUVUETREED c-Met/HGFR ) Y E4{LFEED PK/PD 18R (REEE
5 PF-02341066-Pharm-002)

7YY F=T OmBERRE L c-Met/HGFR U BR{EBE/ERAOBIMRIZ OV T, M ECy EIT
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EB LTHI L, GTL-16 BEERBHEET VTR 2 HERAICONT, HEERMm TR
BE L o-Met/HGFR U »ER{LFRER O Hill %7 = v FEIER L, FEREGEMEDR ECoiREB IV
ECo BELZEH L, ZNHDRERIZBNT, 7V F=T7OmFEHREL -Met/HGFR U VR
{VFREDBHR2 O, MIERHSEMMBHER LT c-Met/HGFR U VEMLIRESIRIIH 5 BRER
TBZERENE (K 10), Z ORMZER, M OEMMRBE~OEYOSMICERLTEY,
PK/PD HRRICBVWTE AT U YV ANL—F L LT—RIICA LN TV, Hill BT vy MBI
BEROFELPRL, b MCAR /BREEZIMNET B0 Ceff (BEAZMEEPIRE : BCo)
2R B7HIZ, PK/PD ©F AL LT Link £/ (Sheiner 1%) ¥ 2 3RBRGETF AT & H
Wiz, B0 2 o0FFATHEBENT ECofE (Ceff) 1TIZIE—HL TRV, FHEARMIES
JEFE L LT 12.9 nmol/L (BB RGSE T V) 38 X U 12.7 nmol/L (Sheiner ) T& - 7z (¥ 12.8 nmol/L,
5.8ng/mL) (& 6),

10 GTL-16 EEEBBEETIICEITH9 Y VF2TRARERD c-Met/HGFR ') U1k

FE{ER® PK/PD 18R
-—8— Met phosphorylation 1h
—#— High dose PK —= Medium dose PK —— L.ow dose PK 120 |~ Met phosphorylation 4h
= _— -~4— Met phosphorylation 8h
g -~@- High dose PD =~f=-~ Medium dose PD =-&-~ Low dose PD 0 ] g - Meat phosphorylation 24h
- E| = = oy
= L 3 '_g S 100 U o
=,00 L d20 £ =
o 3 E 20 £ £ N
A 18 = Or
5 F 400 &= d L
e 10 3 c L
a 3 E 6 s r
[ E 480 B K=l 60 L
2 r E s =
[ E = N
g ' 360 E' 2 40
- £ 3 = (-] r
< 3 o =
g 240 g -9 -
g o1 ] £ g =or
n 3 =
o 120 o o F
ERN— ® °r
0.01 L ! PR - L 11 g = F . | . ) | |
0 5 10 15 20 25 T =
0.001 0.01 0.1 1 10 100 1000
Time After Dosing (Hours) Free Plasma Conc. (nM)

MR~ v Ak b GTL-16 B % REBHE L, BENES L7z 250 mm®) v U ALY Y V' F=7(8.6,17.2 3 L U 34 meg/kg/

B) b L RGEES 10 BREOEE LE, ERIE, 7V Y FoT7omfEHEEDORFENL REHR) & c-MevHGFR V) VB

{LRERADREEL (Faf), miEhEEZLCMS THIE L, c-Met/HGFR U EMKIL ELISAETHRIE L, AR, &%

541, 4, 8BL U BEICEIT B2 )V F=T OIEAEINEHMEE & -MetHGFR U > E{LIEERO Hill BB 7= v b,
(K84 4.2.13.2 458 %S PF-02341066-Pharm-002, Figure 3)

Ebiz, ERREBICBTZ7 ) YF=TmEPRE (b L<I/XCmin) & c-MetHGFR U 1k
B L OHUEEEN & OBRERITT 2720, BREARS 7 E2AWREBRE21T o7z, GTL-16 B
ERE LT ADE TICESBEI =R 72 BDiAR, 1.56,3.12, 6.25, 12.5, 25 3 X T* 50 mg/ke/
AORESRWT 5 X 5ICKREELZHREL, 2 BER SRR L O 12 AR SHBREERK LTz,
IhHD 2 SORBRTELNMEFIEFEEGH Y VYV F =T IRE L BB -MettHGFR Y (b
FEDBMRIT, 2 HREHS (ECp=6.8nmol/L) & 12 RIS (ECy=9.4 nmol/L) TIZFRET

7£1) Sheiner LB, Stanski DR, Vozeh S et al, Simultaneous modeling of pharmacokinetics and pharmacodynamics:
Application to d-tubucurarine. Clin Pharmacol Ther. 1979;25:358-71.

¥¥2) Sharma A and Jusko WJ. Characteristics of indirect pharmacodynamic models to clinical drug responses. Br J Clin
Pharmacol. 1998; 45: 229-239,
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bolz (E6), £z, TNOLDEARCTEHNWZ 2 2ORBRICBIT B 7 U YV F =7 DIEH ECy
fE (8.1 nmol/L, 3.6 ng/mL) ¥, #5338k PK/PD AT T 57235 ECo fE (12.8 nmol/L)
ZIEFETH o7z, 12 ABEAR 5B T c-Met/HGFR U B {L%E 0%RET D - L L 1,
EE%&BE%%%BE DEBB N,
7V Y F =T mEPIEE R, c-Met/HGFR JEMEER L OFIEESI R OBIREZRA M L /2,
c-Met/HGFR &M FAE ORE R L ORGRREIL, PIESSR L EEBEEL 1D 2 L, ERFE
BOREGEDITIE, £@RE5EHEICh o TIZIEREIC -Met/HGFR 2[AETALERH S Z &N
AL E R, T DRERICESE, c-Met/HGFR &M% 90%AE % R/ Mg P IEEA R &
UV FoTBEY BEASMIERRE (Ceff) & Lz, OB L UERE TR L O PK/PD
FEMT DFER, c-Met/HGFR FREIER DIERE AR BAZ Ceff OFEFAIL 8.1 nmol/L 2> % 12.8 nmol/L. & &
H iz,

6 ALK BEU c-MetHGFR IZ ¥ 2B MMBHREDE & H

- ECsfEd L < 1L ECy &
nmo/L ng/mL
NCI-H3122 7 MIC BT AR OB 58O ALK U VEMEPEE (ECs i) >° 19 8.6
NCI-H3122 fBE 7 M BiT R OB EROEEHEERE (BEC,E) ¢ 23 10.4
GTL-16 BEETVIZEBIT 5 c-MetHGFR U VBV IHE
BOo#sE (FH ECsfE) > 1.0 0.5
B THS (FHEC, ) ° 2.1 0.9
RO (FHECy,E) ™o 12.8 5.8
R TR 5 (E#) ECyfH) ° 8.1 3.6

a) PF-02341066_060ctl] 192438
b) PF-02341066-Pharm-002
¢) Link &5z X % PK/PD figtr
d) MERISET ML B PK/PD fZHT
(e  |EEES PF-02341066_060ctI_192438, Table 2 3 X V45 E%H 5 PF-02341066-Pharm-002, Table 1)

7) cMetHGFR EH&iEE MNEEERBBETTLICE TSV UV F_JOEERBENRE (B
E£&= PF-02341066-Pharm-002)

c-Met/HGFR OFREREFEBERE L TV AL NEEREBHEET VT, 7V YV F=7 OhilEE
PREFM LT, 7YY F=T0F, GTL-16 BEET NV (Y 60%DiRHE) ¥ & UV NCI-H441 i
EBTN () 48%DIEHE) ICB W THRAREFBENREZE T RSN (K11, %7)0
GTL-16 BEET/VCBWTIE, 7V YV F=7D 43 BEHRE 0B L 75 mgkeg/H) I 14
BIH 9 BT 30%LL EDiBME (EROEDh) BAH LN, 6121 HITREEEEZRL, J)EW/JT
ERERT 10 HRICBWTHIEBZOBRIIBD bhith o7, if:, NCI-H441 ifiEET L TD
BB WX, 2V VF=70 33 BRES (50 mgkg/H) 12 11 F 3 61 30%LA kD
BHE RRD)) A b, EHIT3FITIIEERIE R LK, é bz, & U YV'F=71, 50 mg/kg/
B ORAET USTMG #RRBHFIEE T /L (97%DHEFEE) 8L U'PC3 RILIREET /L (84% D
FEFRE) B W CEEEMELIZERAICHE T Z L bRENTE, 2B, WThoRBRIZB»
TH7 VY FoTORBEEIREFTHY, ALLREHEIRD N7,
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11  GTL-16 BIEH LU NCI-H441 IERBBETTLICH T2 ESEEDR

600 -
—e—Control N

—gi~~ PF.02341066 75mg/kg QD
—s— PF-02341066 50mg/kg QD

r | —e—Control
50 [ |—#—15mgikg QD
—e-—50mg/kg QD

1600

Values = Mean +SEM
n= 6to8

1200 1 400 [ Values = Median + SEM
E n=10-12

Complete recession =1

Tumor Velime Jran3)
Tumor VYolume (mm3)

800 L 34-94% regression=9 30 ¢ % Inh.
L 15-27% regression=4
[ 20 [
400 -
10 - 5 * 48% Regression.
43 days of dosing A n e
0 Bt ————— L e, 38daysofDosing T
10 20 30 40 50 60 70 80 0

0 10 20 30 40 50 60

Study Days (Tumor Implantation at Day 0)

MK~ v RiC e k GTL-16 B (£X) BLUNCI-H44L fifiE (FH) #RBBEL, BEIES LU ) VT
=7 % LB EERFICRTARB L UM TR OERE Lz, FEFMVERTE7 ) Y F=70EEREERAL =T, &
EBERIZ, WA TEH Lz, 100x[1— (BREBAN/ RE5RANFIEEAR) . *p<0.001: XL OLE (—TRES
B, (L 1458 % 2 PF-02341066-Pharm-002, Figure 6 35 X UF Figure 7)

Study Days (Tumor implantation at Day 0)

ZfEr NEEREBHETET /L (GTL-16, USTMG B XU NCI-H441) IZRWT, AEKRTFHR
c-Met/HGFR @V »ER{LILE L8R8 L7= A BRI A E RS b (R 7,
FTHOETF MRV TH, 50 mg/kg/ B TREZIEEHEEMEDR E IIEEEEDIRIB LN,
GTL-16 EF /LTI, 50 B L V75 mg/kg/ B T43 B OB EHH FIZEREOEEEHEDREZRL,
50 mg/kg/ H DB THRRDENEOND Z BRI N, GTL-16 B LT USTMG E£7 /LTl
3.125~50 mg/kg/ B O B CHEETFNRERME LN, -MetHGFR U VEMUIAE & HilEE
DROMICHABEFENREREBEREA LN E0E, RKXKOMBEENREZE/ D ZHITIT,
c-Met/HGFR [HE DFRE & Fif 2 R AT 2 LERH D Z L B3R Sz, -Met/HGFR FHE
VER ORERINEE THD Z &1L, GTL-16 EF/LTHD 1 B 1 EEE & 1 B 2 BESOFB RO
WAL LHLNTH S, T72bH, GTL-16 EEICRT 2 HUEFEMIRICB VT, 125mgkg D 1 H
2 EI G5 D%hRIT, 25 BL U 50mgkgl B 1 EIHREDZRLEFAETHY, 6.25mgkg D 1 A 2 EH
Epgh#Eix, 125mgkgl B 1 ERGOMRLEFETH 72, ZhODFERNE, 7 IV F=TD
EHRBOT-DITIE, BV Cmax ZERT S Z LTIz, BEMEPRELHRTIZ ENE
BEThHEEZDNI,
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R7 EMEBEBBETTACEITSS Y VFZIJ0ORERFHNESHRE

e ®B5E, HIEENE
EEofEE |BEAE| A7Va—/ | HEEE B e pfE*®
(mm) | (mghke)  |ve (5RO | (s Ay |FOED | FEED ¢

230 50, QD 100% (11 B) NA 2/15 NA <0.0001
230 25, QD 89% (11 B) NA NA NA <0.0001

230 125, QD | 60% (11 B) NA NA NA 0.0013

— 230 625, QD | 34% (11 B) NA NA NA 0.074
GTL-16 F#E 230 3.125, QD | 29% (11 B) NA NA NA 0.144
230 25, BID 95% (11 B) NA NA NA <0.0001
230 12.5, BID |84% (11 B) NA NA NA <0.0001
230 6.25, BID | 63% (11 B) NA NA NA <0.0001
} 620 75, QD 1B#E 60% (43 B) 6/8 NA <0.0001
GTL-16 B 620 50, QD 1B 60% (43 B) 3/6 1/6 <0.0001
170 50, QD 97% (9 H) NA 1/12 NA <0.0001
U87MG 170 25, QD 83% (9 H) NA 1/12 NA <0.0001
R EE 170 12.5, QD 71% (9 B) NA NA NA <0.0001
170 6.25, QD 50% (9 H) NA NA NA 0.0003

170 3.125, QD | 34% (9 H) NA NA NA 0.0454
H441 s 100 50, QD iBHE 48% (38 H) 3/11 3/11 <_0.0001
100 15, QD 59% (9 H) NA NA 2/12 0.0013

PC-3 RIS R 290 50, QD 84% (20 B) NA NA NA 0.001

a) EEHEMEER (%) 2100x (7Y YF=TBORRIEEER —RSHANBESR / HRROEKIBEESHE &
ERMGRERAR) & LTHEHELEL,
b) EEBMER (%) 11— (BRREESRE/ REBAFEESRE) L LTEHLE,
©) WLHEDILR GBI OEREERD 30%LL EORD, & LTERE LT,
d) SEEFTIIREREROEERREO 100%0ES & LTEHELE,
e) pEIEREEL DR T—aREBELSRSITITL VRO,
NA=not available
(8 : $45EE 5 PF-02341066-Pharm-002 Appendix Table 1)

8) c-MetHGFR GHHESEEBEETNICETINESHROERAEE (REEES
PF-02341066-Pharm-002)

c-Met/HGFR %R T A BEREBEE T NVICB T 227 V) F=T OFEBEDROEREEF &
LT, MRBIMEAEER, 7R MU AFEEAB I OCLEF AR EEH OB 21T o7z, #Hila
B, 7R bV ABEBIUOMEHED—I—L LT, TNFNKI6T, I A—F3 BIVT
CD-31 {Z2oWT, TN ENEFEERT A 2 REEBIEFENFIECHME L, 7V F=T714,
GTL-16 BEEET MIZHB\WT 25 mgkg/ BB L 50 mg/kg/B T Ki67 FRE/EH AR L, HIFasZIRH.
ERTUEREDIRICEFS L TWAZ ENREENE (K 12), £72 USTMG MRBIFEE T IR
T 50 mg/ke/ B CEZE % Ki67 FRENED bz, £72, GTL-16 TF /L (253 X 1850 mg/kg/H)
BELUUSIMG 5V (50 mglkg/H) T ANN—E3 OFEMLRARBN, TRF— 20N
BESHEELMET 3 Z AR ENTE, MEFHEREEHOKRFTIX, GTL-16 BEIZB VT 125,
25 B X 50 mg/kg/ H D ET CD-31 BEMENEMEAHEBERTEHICE LB L, BEOMK
INILE B E DR & FIEER & OREKFENRBENS RN (K13), —F, SRR
TN EBEE~OIERIZH, ZODREBICIIRHBRENLETHDIZ EBREINE,
728, GTL-16 TF /L LB, USTMG £ 5 /L ClaMvNL BB E~DERITITE A 8K,
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MmAEFAEMEERIEEOREICEET D Z N TRBENTE, TOORBRNL, 7YV F=T
OHEEZh R, FEEMROMIEE 723 EFIC R 2 BEENRIGIER & &S ERRIER DN
FOBFEEZMLTND EEZ LN,

& BT, c-Met/HGFR 533 VI IUVRERICRBITI B 7 VYV F=T DIEfA%EA L/ 7a v |k
BB X OSSR RS TR L e, AMETTIE, o-MetHGFR 23532 v 7 F N nERL
FTHDY B Erk, Akt 3L Gab-1E iIcoWTEMEiZ T -7, 7 VY F=71%, GTL-16 &
FATENT, 12.5, 25 8 X150 mg/kg/H T c-Met/HGFR (&AL — 7B X OSEEEBAL), Erk,
Akt BL Gab-1 OV VEMLZFABKENICHRHEELEZ (K 14), ZNHDOfERNG, 7V
Fo T OFEEHRITI, VI INVEERE~OERAPEEL TWD Z ENRRENT,

12 GTL-16 BEMAIC 511 2 MBHETEIc 33 2 BB/

A. B.
« 607 — 60]
> 2
© 501 @ 501
@ ®
Z 40 2> 40
.a 30_ .; i
2 g
52 201 R 20
~ 1 = ~ e
s ® -l R
x g - Vehicle
Vehicle 12.5 mgikg 25 mg/kg 50 mg/kg 0 Day1 Day2 Day3 Day4
Crizotinib (PO QD, 11 days) Time {Days)
C.

Vehicle :
MR~ U A2 GTL-16 BEZEBREL, BEAEE LR IZZ VY F=7 (125, 25 BL W 50mgkg/B) HL<
REEEBRORE L, BRICRLAESREBORE 4RARICEELRERL, K67 EERVTRERA L, £LK

(A) BEXOTH (C) 13, GTL-16 BEOMMMEHEICN T3 ) VY F=70OMERRAORERGEELTT, FLE B) i1,
GTL-16 BB ORIESHICH 5 7 V) YV F =7 OMEER ORRELE T T, (HH: HEEES PF-02341066-Pharm-002, Figure
9)

7£1) Christensen JG Burrows J, Salgia R. ¢c-Met as a target for human cancer and characterization of inhibitors for
therapeutic intervention. Cancer Lett. 2005;225:1-26
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13 GTL-16 BEMRICE T HMNLEEEISNT SAEFA

Inhibition of MVD (CD31) by PF-
02341066 in GTL-16 Xenografts (Day 12)

150

100

Microvessel counts (mean 10 flalkdis)

Control 125mpk 25mpk 50 mpk
Crizotinib {PO QD, 12days)
BIRKIE~ U X2 GTL-16 BEZEEBE L, BENSESF L~V RIZZ I YF=7 (125, 25 BV 50mgkg/H) HL<

HEEAREORS L, MR 12 AOoRE 4 BRBICESZ R CD31 ik AV TRERALE, (Hf: #5855
PF-02341066-Pharm-002, Figure10)

14 GTL-16 BiEM#la(Zd(T % c-MettHGFR B 53 5LV HILEER D FITxT B
REEA

Crizotinib
PF02341066 POQD

_Q -l w22 Jmalkg
v PHGFR (Tyr1234/1235)

P-HGFR (Tyr1349)
TolalHGFR

P-AKT (Ser473)
Total AKT

P-p44/42 Erk1/2 (Thr202/Tyr204)
Totalp44/42 Erk1/2

P-Gab1 (Tyr307)
, TotalGab1

MR R~ T AT GTL-16 BREZEBEBEL, BEREE LV ARI I YF=7 (125, 25 BIU 50mgkgH) B1L<
REEY 12 BERA®RES L, 12 B EORE 4 SHRCBEERERL, ¥/ TVEESFTFOESHEE LA TuyF 4
T E&fT o7z, (B#: #E5ES B PF-02341066-Pharm-002, Figure 8)

PFIZER CONFIDENTIAL



oUIJF=T 2.6.2.3 EIRHIZEEHER Page 28

2.6.2.3 BIRAZEERER

(1) BEZEE, BREFLEAATUFrRLICHTZER (BREEES 901036, REEEFS
8850568, #HmEEZEH S 8850900_3, IMEEES SP7610, #HIER 2.6.3.3)

3 EOEREN LS/, BRELEBAF Ty RMVIHT D27 )Y F=7OERAZFET 57
¥, EK 10pumol/L £ TORE THEM Y 2 MESRERE L ORISR ERER % i Lz,

U7y RESRBRIZBWT, 7 U Y F=7 4 nmol/L~$umol/L DIRER TREEREE R L%
FE, A FVvFxRNVBIOINFVAR—F— KifH) TUTOERBY Tholz, TRLVFY &
a; (170 nmol/L), ¥ A& I H; (1.6nmol/L), ARH Y M, (2.4 pmol/L), M, (1.3 umol/L),
M; (2.1 pmolL), ==F > (20pumolL), =1 b= (5-HTs[2.4 pmol/L], 5-HT24[2.5 pmol/L],
5-HT,5[90 nmol/L], 5-HT4g[110 nmol/L], 5-HT;[630 nmol/L]), /v ¥ 7 5F ¥ /L (27~130 nmol/L)
FFU T AF RN (230nmol/L), KXIV T AR—F— (590 nmol/L) BLUPE®m =
FF o AR—F— (22 pmol/L), F7z, 10 umolVL T 50% LA EDRAEERBRD biLizEEE (ICs
) 1X, RAKRIZRAFT—¥ 4 (7.8 umo/L) B LT p557 FF—+ (290 nmol/L) T - 7=%D,

FHROSREBLORN TV AR—Z—D b, HBHEKRARETHS 250mg 1 B 2 BIRERICR
iF 2 FEREAT Cmax (84 nmol/L, 38 ng/mL ) DY 30 fZITAAY T A IBEM T CRA B 2R
Lizb DI oNT, XLICHEMERFTEITo, 7)Y F=71%, ta b=V 5-HTg B EDT
=R MESEAITE L TRAEMMEETR Lz (Ki 2 160 nmol/L, 72.1 ng/mL), 7=, &= b
= 5-HT4p 52254 (Kb {23 140 nmol/L, 63.0 ng/mL), 5-HT, 5 & (Kb &A% 2.2 pmol/L, 991 ng/mL)
BXOT7 FLF U o ZHE Kb B2 40.7 nmol/L, 183 ng/mL) (I LTF v & =X FEHE
AL, &I, PRIV T UAR—F— (ICs fEA 630 nmol/L, 284 ng/mL) BL U&= |
=V FF v RAR—F— (ICso &7 830 nmol/L, 374 ng/mL) Zxt4 AEEREZRLE, —F, b
AH I, 5-HTp, 5-HTo BECLRA T Y (M), My, M;) ZHREITHT HHREEMEIIRS A
o,

E1) W|EEES 901036
12) S+E A8081001 FHERIZHIT D Cmax (411 ng/mL ;2.7.2.3.8H) & b MEEARESR (90.7% ;2644 (2) 1)
) LVEH
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26.24 REUEEHER

MR TIL, DMER, FHEMERBLOMRRICOWVWTORERE EH Lz, SR
BRORZEMEBETML, T v FBLUS X TOEERRT I8V CTEIRR /T 2 — & OB
L OBBA~DEEOFME LTEE L, FELRWRY, 72U YF=F%2H\, in vivo REETIZ
0.5% A FNEAu—AERICERE L TROKRE Lz, £l Lzt ERRBRo—ELE 8 TR
T FFRLRVIRY, REMEIEEEERIT GLP 25T L CEE Lz,

R8 ReEMEEABRO—E

B BEEES HRBREZZIIAE
;?;%ﬁ%: gﬁfﬁ% AlE e hERG TR | o5 41066HERG 0.1,03, 1, 3, 10 umol/L
ﬁfﬁ;};g;ﬁmﬁ&}ﬂw‘mwyvA%«’;‘rw PF02341066A0RTA 0.1, 1, 10 pmol/L
zﬁﬁgigj g {;g‘fgﬁﬂﬂ ERNEANLT A l2796-01 1,3, 10, 30, 100 wmoV/L
Ea;;; ?f’ffﬂ%% {;E WERVET b v LEH PR02341066NA15 0.3, 1,3, 10 pmol/L
fi}; j;;ﬁ TF TREOEBRMLINT | e sarossncioolfll 0.01, 0.1, 1, 10 pmol/L
Fﬁfg;g? ;,j; ; %E{%E%gﬂfﬁgéi/ﬁ *| prozsstosiccioosBll | 0,0.134, 0295, 1.192, 1.907 meke
I{;%V:l %fi;%%? ﬁgﬂﬁ%ﬂi WET MDA PF02341066NA11 0.3, 1,3 pmol/L
Z v bR RIE T ER OF 3660 0, 10, 75, 500 mg/kg
Z v FEERRERRIC RIS ER OFEE 3622 0, 10, 75, 500 mg/kg

(1) DOER

1) hERG BRI 54R (SEE% PF02341066HERG, #iEX 2.6.3.4)

7YV F=TB hBRG T RNVENTDIH Y U LBRICKIETEE%S, hERG F ¥ XL EFHHE
S¥7- HEK293 M8 Z W TRy F 7 5 U ETHEME L7, ARBR T, 7 VY F=7 %/ 0.1,
0.3,1,3 BETN10 umol/L COERZFME L7z, 7238, AFBRIL GLP FE8H TFEiE L7z,

27 U Y F=71%, hERG EFITx L CREERFHICHEAMNICER2MEEREZRL (=8
~95.5%), % D ICy ¥ & TV Cso EITZ ALZ 1, 0.3 pmol/L (135 ng/mL) 33 & T} 1.1 pmol/L (495 ng/mL)
ThHolz (F9),

1) 2669 (12) 3) §
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£9 HYYJF=IDhERG EFIcxd 54EH

2 (umol/L) 0.1 0.3 1 3 10

WEIE (%) 98+2.7% 18.8+4.6* 482+5.1* 73.4+5.9% 95.5+1.0*

PE R EHEEREETRT 1=5), *p<0.05 BEREEL OB (ttest)

2) S MEHXEBIRICETIHLIILF v RILIHT HEMA(SEEH PF02341066A0RTA,
BMEX26.34)

7YY FTBMEDANY T LF X FMNCRIETHEE, BT v M bRH L # FITR
BARE AV, SRMEBEHNERECTHEED Y v AFHRLEIRE T 2EERZRIET 22 &
WL VEHME L7, ARBRTIX, 7V Y F=TF2HN0.1, 1 BLO10 pmol/L TOVER %71 L 7=,
723, ARBRIT GLP A CEM LTz,

7 YUY F=F1E, B9 HRICEFIRE L 2 MEMBERAZRL, ZOEMIRERTFHT
1 BE 10 pmol/L THEMICHEETH Y, FD ICs fEIL, 0.83 pmol/L (374 ng/mL) Th o7z,

(% 10),

£10 Y UJF=JOKCIFHEMEIMEI<HT R

EE (umol/L) 0 0.1 1 10

BEEE (%) 3.0+1.5 7.7+£2.9 56.0+4.2 % 942 +2.2*

PRI PEHERBRETT T (0=6), * p<0.05 WHHMREE L OB (t-test)

3) L4 FALLLF vzt snm suan e, mEx26340

VIS Fo2TBL-ZA TNV T DERICRIETEEEZ, ELEy bOLE»LEBEL720E
R E R, Ry F I TUTETIHME Lz, ARBRTIE, 7V YF=7%M1,3,10,30 8K
X 100 pmol/L. TOIERZFHME L7z, 7238, ARBRILGLP IEEA TEM L7z,

7V IF=FNE, L-FA FHNY Y LF % RAEBRICK L TREICE B R IREREAMEIE
F%ERL (IR 93~956%), O ICs fEIX 14.6 pmol/L. (6575 ng/mL) Thotz (F 11),

K1 JUIFZIOL-FATHLYOLF v RILEBRICHT H4EH

BE (umol/L) 1 3 10 30 100
WElE (%) 9.3+0.5 17.3+2.7 36.0+1.9 67.7+7.8 95.6+3.6

PF I EEHEERE TR (0=3~6),

4) Nav1.5F+ bUDLFyRILICHT B4R (S5FEH PF02341066NA15, &SR 2.6.3.4)

ZUYYF=T B Navls Fr xVENT 2T ) 7 ABRICKITTEESLE, Navl.s Ty RV &%
HWEE7Z CHO MR 2 AW TRy F 7 F U ECHMEi Lz, ARBRTIE, 7 VY F=T %M 03,
1,3 BX V10 umol/L COERZFHE L7z, 723, ARBRIL GLP 3EEH THEME L7,

7YY F =1L, Navls5F bY 7 AF ¥ RVERICK U CRERERICHEIICHE B IHIE
FAZRL (M#HI=R 16.4~957%), %D ICs fEIL 1.56 pmol/L. (703 ng/mL) TH YV, BILED ICy
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Ei% 0.25 pmol/L. (113 ng/mL) Th -7z (F 12),

£12 VI FZTDONavis5F M) D LF v RIILERICKT Z4EH

P (umol/L) 0.3 1 3 10
MEIE (%) 16.4+5.7 35.0+4.3* 68.7+22% 95.7°

a) 2 BlOFHEDD, ARERETIERET,
M RIT Y EHELERETTRT (=2~6), *p<0.05 WERIEL OB (t-test)

5) A X DB TLEL TREOFHERICHT 2EE @EEES prozsatossiciootf
BB 26.3.4)

E— 7N ROLENGHEH Lz X oo fEE A, LFHESEMICHT L7 ) S F=TD
TERZ3E L=, ABBRTIE, 7 VY F=7%H, 001, 0.1, 1 BILU10 umol/L DEE% 515
A/BECHHENICREY EIF GER Lz, 03, 1 BEIO3HzZFBOLBTC, #IEEEMN RP), &
BhEMRIE (APA), BARH ENVIEE (Vmax) 38 K OVEBIENIHRTE (APDs, APDy) %5
L7z,

JUVVF=T1E, APA BED Vmax TR LT, WTFNOREEECBROCLERERED
10 pmol/L F THEICHERERHE R S e o7z, —F, APDs T oW TiE, W ORISR
2BV TH 10 pmol/L THEMEAFRD b, EfEORBREIIEABEEICRWTEI Y RED) o7 3Hz
THRK 18.4%D5EHE), F72, APDgiX, 10 pmol/L @ 1B XT3 Hz BT CI3ENEIER N b
7e0% (3 Hz THK 8.1% D% ME), 0.3 Hz FIBRFICIIERIZA DR o72, 1 umol/L LT Tl
EEVENIZHT A EEITRD LN o7 (R 13), 10 pmol/L (4503 ng/mL) TH LI TZLETE
BYEMIZT T 2EENL, WAV AF v RVCHTHEEFERE —BTdLELLNT,
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13 TLXUTBHOBHEHEMICHT S0 VF=TDER
TR
RE (umol/L) 0.3 Hz 1 Hz 3 Hz
RP
0.01 1.4+07 1.7+1.0 1.5+£0.9
0.1 20+18 26+1.6 3219
1 0.9+24 1.8+25 12422
10 0.9+3.0 0.6+2.6 22+1.6%
APA
0.01 12405 -05+06 -0.7+05
0.1 -1.7+04 -1.1+£07 -1.1£0.6
1 -1.9+04 -1.8+08 22+09
10 -1.1+08 2.0£09 64+42
Vmax
0.01 0.4+3.6 -13+1.6 28+1.0
0.1 1.1+£47 0.5+3.2 03+3.7
1 -0.8+3.3 -1.9+25 -5.1+3.7
10 48+27 75+3.2 S124+£5.5
APDs,
0.01 03+06 1.5+1.0 0.5+05
0.1 69+58 12+1.7 02+1.0
1 6.8+7.0 0.7+ 1.1 1.6+ 1.1
10 63+19* Z13.44 1.9 #x* <18.4 2.9 *Hk
APDQO
0.01 1.1+05 20+1.1 1.0+ 0.6
0.1 72+6.0 1.6+1.7 1.0£1.0
1 8.0+6.5 1.5+£1.2 03+1.1
10 4.0+5.7 63+22% 8.1+ 1.7 %*

a BLBIIREBRABIHOBEEA V¥ 23— a VRTROBEIZHT 2 ELEOEHEHEERE ST T (0=5),
WIRMBRRNT 03, 1 BXI U Hz B CTHBEZNEN 34, 31 BIU 28 43,
* p<0.05, **p<0.01, **p<0.001 A ¥ FaX— g VLRI S EEREE L OB CHIED72V > student t-test)

6) MBAXICHITI2MITHRBELVLERNAIA—FIIRHTIER (BEEES
PF02341066/CG/003/., MER 2.6.3.4)

FRErE— VR Y Y F =T R BEIEIRNE S L, ATEIRRNS A—Z2B X OMERM T A
— R IR AERERE Lz, A Y 7AT VB LY — K (8 IB) IR LU Y
Fo7HHE L, BROE, ADLEE, BEEEEEEM (MAP) BIOLEREZREE L,
VI ERER FE R B L ATV, IR EAME, HOREIME, SEHME, IS K OMERE A DA D
EIE, ALBEEDOLFHEE (LFIUES), D3, MAPDgy 3 & TN MAPD g (90 3 X UY 100 %7
S5KEEED MAP #5RERE]), PR, QT, QRS BIBR LU T EORIBELZFM LIz, 7 VY F=7DIE
R, AR HONTOMEEL 150, 160, 170, 180, 190 BX 10200 f4/4r (bpm) ON— JF
T L7z AR T, 7 )V V' F =T 2 AV, 0.9 %EBRBIRICIEME LTz VY F=T7%,0.134,
0.295, 1.192 B X" 1.907 mg/kg PHAET 10 LN TRGEIRNIEZ S LTz, b2 Eh
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0.00939, 0.0207, 0.0834 ¥ X T*0.134 mg/kg/2> DEFHeERIRNIX 5 2 # 25 4317 7= (R EiERE
WELLTERR), hb0HRIE, FHROEDEERABFBREE K& P TSN B IR
éﬂcwﬁbwmumhwmﬁ¢ﬁﬁﬂ%6héio:&Ebto%%&5%,m yEoe—F
4 v TE B, 25 HEOMRFR GRS 10 o%BBLUOYWT 5 SRlcERMZEERL, 7)Yy F=
7@1&1%5!3/&)#%@% L7z, EREREROEFBARMBPRELZ A XOBEARKER (95.7%))

WCEDSNWTRDIZE A, HFBRERKRT 5 SR CiHERAENSIRICZEREh, 8, 24, 84 BX W
164 ng/mL THo Tz,

7 VY FTRMATERICRIETEEL LT, FEXREEL OLKRT, FEERMTEHREN
84 ng/mL Ll EToOLIERES (FK 33 bpm), EEKHOLELERED EH (FK 3.47 mmHg) 23
B DN, 164 ng/mL IZBWTiE, HERICERRLBIENOERTRAL LD, EYkEH)
W BT 2 EEOLHIMEIIRERIEE ABREChoT, £, HETNICABRRIEHNMLED
KT (&KX 7.5mmHg) BLOHFPICERRbOOL TN ENMENRTARD b, LE
Eﬂﬁi—&’ﬂbfiiM@MLHL®#F—ﬂmﬁ¢%VT,ﬁ#%uﬁ (72 PR (BK 163
IUM), QRS (KRS IVH) BLOUQT MR (BK355IVH) OEEXRBD LN, Tz,
TRFREICBNTODSH 84 ng/mL PL ETHEBINZHER MAPD g DIERBH LN, 150 BL O
200 bpm TiXZ7 VY F =T DEE wwaﬂ&motom@MLqu IRDMERNNT A —F T
BN S F2TOEEIASNRP T,

(2) PRAER
1) Navi.1F bUDILF v RUISHT 2R (SEEH PF02341066NA11, HEK 2.6.3.4)

7YY F=T B Navll Fx X205 ) U LAEBRICRIETEES, Navl.l F¥ RV &5
BLS¥ 72 HEK293 MilaZz VW TRy F7 F U ETIME L7, ARBRTIE, 7)Y F=7Z2Hn
0.3, 1B XV3 pmol/L TOIERZFM L7-, 7238, ARBRIE GLP FE A CEM Lz,

7 VY F=71F, Navl.l 78U U LF v RAERICK U CRERFRICHERICHE B2 HH1E
AERL, F v XVBASIRER I OREERIED ICs E1X, ZhFH 0.85 umol/L. (383 ng/mL)
BLC0.87 pmol/L. (392 ng/mlL) Tho7z (K 14),

£14 HVJFZIONavil F MDD LFeRIILBRIZHT Z/ER

VBB (umol/L) 0.3 1 3
WElE (%), RS 26.2+3.5* 532+3.0% 80.6+3.9*
MEIE (%), RIEMELRE 22.6+4.7* 53.2+4.2% 82.3+3.9*

PRI FHEHAFERETTT (04~T7), *p<0.05 EHEXIIREEL OB (t-test)

2) Tv FREEREICRITTER (BEEES 3660, #IER 2.6.3.4)
WRRICKIETEELTMT 5728, Sprague-Dawley 7 v b (8 [L/F) 127 VY F=7 (0, 10,

1) #45E% 5 PR02341066/CG/002/ |
#2) 262.2. (3) 6) &
3) 2.644. 2) 1) &
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75 BL 500 mgkg) ZHEERNOFEELL, ERBE (—BRREBLOA—T 74—V FRAR),
PR EE R BRI X VRS UG & IREIE ORIl 2 350 Lz, — IR S ERB IO E 3 i
B0 15 B &2 1 BTV, ZOMOREBRITET GO 4 FFBICER L7, M2 T, Rz
1TV, MEEPRpEREOFMICHE Lz 4 /A EAIER ),

7 VY F =T, 10 mgkg TIIHREEEICKT L TREEERITE 2D o7, 75 mgkg A ETHZE
EBEOETIERED b, 75 BL U500 mgkg iI2BWT, TNREhxBEE L OLEBIT 33 %B LT
48 Y% DM ENEEBE DA, 30 %B LT 65 %D H A 0 FTEIRIE OB 3B BTz, 500 mgkg
TiX, —RE~DOEENTRD B, 8 Bl 2 FI TR X UK REE R F IR 5% 3~4 Kfic
B oz, £z, BRNEOHEN FRE) BIONEBEOKTY 1 flIF 5B bz, vk, Mg
R RER, RAFRUSE L OMKERIZH LTk, EMENCEROD AERIIA bR 2T,

Pk, 7V YFoTOHEROKREIL 10 mgkg TIIHBERICEEL RITI o2,
75 mg/kg LA L THFEBEDIKT 271~ L, 500 mg/kg TIXRE 2 —RIREBOEER LTz, 10 mg/kg
BT BRER GEHAT Cmax 38 X TNAUC),,) Y 1, 109 ng/mL 33 X T 984 ngsh/mL (6.2 ng/mL
B LW 56.1 ngehmL), 75mgkg TiE, 1160 ng/mL ¥ X T 17900 ngsh/mL (66.1 ng/mL 3 L}
1020 ngsh/mL) T&H ¥, 500 mg/kg TiL 2260 ng/mL 3 X % 45000 ngeh/mL (129 ng/mL B L T}
2565 ngsh/mL) ThH oz,

(3) MRFR
1) Sv MERREECRETER (BEEES 3622, HIEXR2634)

PR R RIE T BB A 5Ll 5 723D, Sprague-Dawley 7 v b (8 IL/&) (227 U V=7 (0, 10,
75 BL 500 mgkg) ZEERAKE L, EFFVFRAES T 7 REICL->T, HEEK, —H
BRER I USRS EZHE LRSI T 2REBEZFE Lz, T VFRES T 7 4 BEIT,
B E DR 3 BEEEE D 120 5T o 72, £, BERBIORE O 5 BRI —RREBHEL
1T-7

—JBRREREREL T, 500 mg/kg TRERREE, BAMOFEI GRE) B I UWMENTRD biviz,
BRI BE LTI, 500 mg/kg CHEIERILATE 1~24 TR ECE L OV RIRE ORI EE R
ETFARL B, WHXTRE L OB TEN TN 47T%B LU 28 %DIE T THo7z, —F, FHAER
L UORMBER RIZBWT, —EBEKET 64 %OFHICERZRBMMEZR L, 500 mgkg T
VFRAES T T A REETo7 120 SEOFE E LT, HEWICEERFEERE OB B I U—HE
MG EOBIMMATED b, 500 mg/kg TH b IERMOBAIE, HRRICRIETIER OB
TRDONZFEBHHEOETICERT 2 & EX b, £z, —BEEIEOEMIFERE DRI
5 RIBRREILEE 2 DT, HFRKEIL, HIEBBER O 24 2 %R E PR L O—E
BEROBCOEBEZTT, ZHTmIEPREDORIFE( (tmax >4 FE) 22 —HLho
7. 75 mg/kg DR FIEEHE 25~48 DBV TIHE IS HE B IR OB (HIREE L Dk T
31%) BHbNER, ZOETRET, ARERFEELRD ORI o, e, IFRRE

1) Ty MOMEBEE/EE (943%, 2.644 (2) 1) 1B) IHESEEH,
#2) H|EEEF 3660
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~DOEELRD ORI T,

INBORERNS, 7V Y F=71F 500 mgkg £ COHEEBRS TIIMRRICEEEAZRIFS
BNEEZ bz, MIRESEEICRIE TR ORI B IREET NicE-3< L, 500 mgkg B5
KD Cmax 33 & U8 AUCq.4 13 2260 ng/mL 3 X 08 45000 ngeh/mL GEFESAI L LT 129 ng/mL B I
2565 ngsh/mL) # THo7r,

1) Jv FOMEEAKAER (943%, 2644 (2) 1) H) KHESXEH
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2.6.25 FEHFHEVMHREER
SRR AR RBRIZEM L TR,
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2626 ERBIUEH

27 U Y F=71%, ALK B LT c-MetHGFR %3810 DBIRMICFHE T2 ATP B0 F+H—¥
FRERITH D, in vitro BXWin vivo TEBMIET D ALK 3 X O c-Met/HGFR 22 b TNZ Z U5 8
BET58EL, BRICBWCERARRLPRE CHERAMOBBIRMICHE L, &5,
c-Met/HGFR & 3% RON FF—F 123t LT H RFEOREERZR LT,

e, 7YV F=T Db hOFERFRE CERINIREWTHD T 7 ¥ LKIZ, in vitro #l
AL~V DFRER T ALK 8 X O e-Met/HGFRIZK L7 U YV F =T DF) 18~13 fEDOMEMERERL
z. FEEIEMERRER (PAD BV 2 25%% 8B 584, EEEMCHTAIRBEMOFS 2 RIT 54
ERHBLENTHWENE), ST ZAMMEOTT RAF LA ~<—ThD PF-06270079 3 L W
PF-06270080 @ PAI X 1~2% LHEESINZZ &b, F7 X AMMED I YV F =7 R ERK OB E
BA~0FHIZENEFRISE,

TEME(E L7z c-MetHGFR £ 7213 ALK S B RE 2 BB S ERE L RERE~ U AZBHE LTz
Ex DB ETMCENT, 7V Y F o3RS BB EESDIRE S LIEEDRE R L, 1
REFCET 2R R0, 7)Y F =7 ORBESRICIE, BEEHROBME ZIXATICHT S
EZRLIMEER L &I EHFEMEIER TS L TR LB LN, 7V Y F=TJDhiE
BERITHERFN THY, BEEF O EML4-ALK, NPM-ALK B X T c-Met/HGFR V Bzt
TBHREEM & OFBERRD b, 77, ALK BHEEE REBEE 71 Ok 2EE X O PK/PD @
Fon, FER-EEEDOBZMFEFREIX 19~23 nmol/L (9~10 ng/mL) & %iﬂj iz, £,

c-Met/HGFR [BHEEERFEBMEE 7 L0613, RORIERESDHREZE 3 DI aREHMicbi
2T c-Met/HGFR DIFEH#I1ZIE5E2IC (90%ut) ET2Z L 75%%@65 e Eh, B
B LT AERARA DM IEEOFKEIT 8.1~12.8 nmol/L. (3.6~5.8ng/mL) LEHEh7=,

BIKEOZEERBR L LT, 73 EOBEENLRZER, BRELIZA AV FrRVEATEI Y F
=T OER%E D T NMEERBRB L O REEERERBRZ EH L TR Lz, TORER, o b
=V S-HTpZBAET 2 =X MEEM~DOFREARFME, e b= 5HTyg, SHL,BLOT L
TV o ZREET v EZ =X MEERO W RISV AR—F—BLEOEr b= 5
VAR—Z—HEEENRD bz, 123, T D O Kb B E 7215 1Cs fE1E 40.7 nmol/L (18.3 ng/mL)
LEChol. k7, Ste ¥ F—8 77 IV —ITBT 5 ps5 27 —Bioxt L THEEEMAS AL N,
Z O ICs MEIXEERHEIR AR (250 mg, BID) (BT 3 IERAT Cmax (54 ng/mL ®) D 24 {5 Th
oto p55 T —H L, EHICEL O LEL THIRERNRT A Y 7+ — 2 bHESHL TS

), Fyn KB~ R IREELZRETIZEAMESNTRYVE), $77, Src 77 IV —2B

&) PAIE[ (REMOIEFERE AUC) / CREMEDIHEHET AUC) Ix[ (RE(LEDIEREEM) / (Rt o=
&) ]

1¥2) Leclercq L, Cuyckens F, Mannens GSJ, et al. Which human metabolites have we MIST? Retrospective analysis,
practical aspects, and perspectives for metabolite identification and quantification in pharmaceutical development.
Chem Res Toxicol. 2009;22:280-93,

13) 4ME A8081001 FRBRIZHIT 5 AARAD Cmax (577 ng/mL ; 2.7.2.2 78, #21) &b FREEAREAR (90.7% ;
2644 (2) 1) H) XhEH

¥#£4) Thomas SM and JS Brugge. Cellular functions regulated by Src family kinases. Annu Rev Cell Dev Biol.
1997;13:513-609.

¥5) Grant SGN, O'Dell TJ, Karl KA, et al. Impaired long-term potentiation, spatial learning, and hippocampal development
in fyn mutant mice. Science. 1992;258:1903-10.
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B HEREE RN CRE SN A TREMIZS S OO Fyn FAEIC L ¥ T R0 KGN E LT 5 IREE
HLEZLNANED, 2 U VF =T OEBRBRIZEB WO T Fyn OEZRET 2 ERITA LN H»
277,

LAMEBRR T, DMER, FEERRBICRERRICRIET S VY F=T7 OB O
T, 9y PRICAXZRAVCEIHE L7, IHIC, invivo 27 Ny 7T U —HEBRIZINZ, QT MFREE
EOTREMER BN LB RE L OPIRHRROERICERT I AN Y AF ¥y XVB LT b

U 7 AF ¥ JVITRIETEEIZ OV T invitro TEMFHE L 72,

7V YF=T1E5 y MEHKEIR, TEy MOERGRR, 1 XOT % iR V2R
CBWTHNY T LF % RABREMEMAEZRL, hERG 7y EARTIEI ) U LF ¥ XAHEEA

(IC201& : 0.3 pmol/L, 135ng/mL) %R L7z, F7z, FRERA X TOLMEROBEFRERTIE, 150
1 X T8 200 bpm D2~ 7T THLAMRO 2 MREFE O F51E T & 5 MAPD10o (224K in.h Db
he, ZoZ i, EROLIRBEHEOF ¥y INVHEOHRTHDILEZ LN, 84 BLV
164 ng/mL GERE ST 2B 2IRFAET TD MAPD100 3 X U QT MIRRDHFEEH FHUICH B /RE
RiZ, 7 VY F=7 BB LD 0EBOBAOERBRT 2B THDEEZXONI, A XD 15 A
3% 5.3 M3 Tl 20 mg/ke/ HBED 2/6 B TR 5 22 H OB ERIB L OB ERICERT—F 2B X
% QT BIBOERERNRD bR, TILBREHSBERELEZONEZT, A XD3 % A
R 5 EMRER T, 5mgky BUETERE 6 BRI 13 BIZBIT 581D QTc MR & 55
WHETE L VER L7220, REFIEO QT MEEEkd5 &, mEHEMBESEHWRERD QTe
BIRITRSAMEL Y SEE L TWAR2-72EY, 0L I, 4 XORERSEERRICBVN T
QTc MBI L TRD SN EEIIHAR CII R ot bO®, 7V F=713 Qe ERIEMZ D
DSHEENBETERVLDEE X bk, KB X &RV LILE R OBV CiImATE)
BAOEELRED O, T/hbb, 84 ng/ml [MIEFIERESTE : 250mg % 1 H 2 BHEEROL
MEEE (GERHAT Cmax) @ 1.6 F1LA EORE TLAKOBMADBRD b, BIRAIEERART
RENEE b= S HTEZAREICHT 2EEM & ORBEMER R S L7, 5-HTwZEERITR
TAREEANRITTEEIIEES N TIIW RV, B MLBIZEHR LTS 5-HTs ZHEEKIT
+T57 d=A MERAMEIRICEE L TWB Wb TWAED B0 a4 2 &IV T
X, 2V F=TDORRIVERVIABRRNT A ﬂf—&w&:ﬁﬁ‘é[ﬁﬂ’%f’ﬁﬁﬁ EOBEERDEZ LI
%, ¥77, SLEEHMEDEKTA 164 ng/mL (MEFFIHEHEE) ORETROLN, J IV F=TD
FNT T BF % RAREMER %2 KR U7 ATREME A RIB S 223, 7 R U s AR E R ©
=V 5-HTs SREICHT AERPH VR PRI vt n b=y b TV AR—F —~DHEE
FAORBESELEZOND, £ XDDLIER~DEEORKRT TR bz DMOIEAIL, 84 ng/mL

(MIFHIERHET) DL EORERE COVEREBIOLELEED EF 72 5 TN QRS B L VPR RO

1) Grant SGN, O'Dell TJ, Karl KA, et al. Impaired long-term potentiation, spatial learning, and hippocampal development
in fyn mutant mice. Science. 1992;258:1903-10.

2) 2669 (3) &

#%3) Kaumann AJ, Sanders L, Brown AM, et al. A 5-hydroxytryptamine receptor in human atrium. Br J Pharmacol
1990;100:879-885.

1¥4) Medhurst AD and Kaumann AJ. Characterization of the 5-HT, receptor mediating tachycardia in piglet isolated right
atrium. Br J Pharmacol 1993;110:1023-1030.

S) 2623 (1) &
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EThole, ZhHDOEIZHONTE, DR OEENEZLNDN, 7V F=7 1305
EEEMORSMRICEET 5 Navl.s T b U U AF v FUSx LT HREER (IC10 E:0.25 umol/L,
113ng/mL) ZHLTNBZ EMNET, Navl.s 7 U 7 AF ¥ RT3 EN, 164 ng/mL (M
RHIERER) ORETRD DN LI DOETORZ 5, QRS LU PR MEDIERIZ
LEBRLTWDRREMEDRH 5, 2B, ZOLHIEN DR FIIHEAFZNICIIARE TH-o 2 b0,

RGBT 5 EZEO LB TR GAE L ARE Th oz, MEEA X TORBRFERE
5, DMERICHT D EEARIL 24 ng/ml GEREAED &2 0N, 250mg % 1 B 2 EHRERED
BERRER GEREAT Cmax) DR 04ETH-T-,

7 v MTBIT 2MREREICRIETEEORI T, BERERAECTOIEESE Cmax O 7 £12
BEDIRET, Navl.l 7 MY U AF ¥ X VOREERAPRD bk, Navll 7 h U ¥ AF ¥ R
PRI CHEBI B 2 RAE ST OMAMICEE 2R EZRLZLTRBY, FOEFIXITFVRAZREE
DFEFICER L CODFTREMSHE SN TV AR, L Lanb, HERRO#EIC L 2R T,
75 mgkg U ETRD N BREHEDOKE TR E, Navl.l 7 b U U AF v RVHEER B
L7, mAED 500 mgkg £ THLNRD-T, 2, TNETOLIA, TOMDIE
BRERABRICBOTHITWRAREITERD BTV, 20k 512 Navl.l FREEMICEE L-/E
AW invivo THHBNTWRWZ LI, Ty "OEBBMER A — NI VF S5 7 4 —TRENE L
S, 7 UV F =TI MIE-IHBEF O FBIEME - TH B AR E X bhvd, Lizito T,
MARAEEERT A3+ 30 22 L2 AR A B W Clid Navl 1 FREERIC R T 2 ZeE LD U 2 7 13E D
TERWEEZ N DD, MR- S+ RE L QO RVNER X O ik- NP I EE R A
LHEEOERICBNTL, EEZMTIMLERD D, 2B, BREHEOETHRD bR-ED
RS PIREY, BRARHERAEDHESE Cmax D 125 ThH o7z,

MR RICRIETHEL T v Tl L 72 R, AR RESERERAROIFAR
Cmax D 2.4 %% 725 500 mghkg IZBWTYH, 7V YVFoTdBREICLAFEERRIIEED N2>
oo FERBERERIEBAREE D 24 I A DN R OBAE, #HRRICKIETEAOKRT TR
DHDONEHBEBMHOBRTICRERERT S EE 200, £, —EHKEOHEIMIFERK OB LS £
BERRELEZ DT, E-HERLEE 24 3 THR LMK EORD IOV T b Mg
DEWREHR L —KET, ZOERIZEO®%ORRTE CHEL LZ,

Uk, 20 zEM4TF 238800, 7V YVF=713 ALK B LT c-Met/HGFR Z3ZRANZHE L T
BEEOEITBLIOMEHFAELZEETAZLI2EY, £ M ZBWTINGDF I v FF—PER
FERBET B L THREBENREZ R T EARBRENT, BIRIEERRB L 0L
BREBROBRND, 7V F=7ide FCTLOERICHEL KITTREENTREBINEDR, Th
IBRIRIZBWTE=F —F LB bz, £/, BIRAZEERERE X O invitro ML ER
DFERPD, HREERICEEL KT TARERE X O, BE LERIX invivo DBRFTIE
BOONT, b P TEELRAEFHARRBET I REEIERNZ L3RR Sz,

1) 2624 (1) A
{#2) Yu FH, Mantegazza M, Westenbroek RE, et al. Reduced sodium current in GABAergic interneurons in a mouse model

of severe myoclonic epilepsy in infancy. Nature Neuroscience 2006;9:1142-9.
3) 2644 (D 1) E
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NS OIEEREMAREIL, ALK @A BE T BT OEITIE/ NERMEOIRRICB TS 27 Y
SF T OFGERBIOZENEEMTAILDEE LN,
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26.27 HE=x
RBLOMIL, AXPEIPER (2.63) CHEERLZH LT,
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H#—a1)®h F4JL 200mg
H—2a1)®h T+l 250mg

F28 (E>a1—IL2) CTD O#IZE

2.6 FEERABROBMEXRUBMER
26.3 EBEHBROMER
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2.6.3.1 Pharmacology: Overview

Test Article: Crizotinib

Method of Testing Study
Type of Study Test System Administration _ Facility Number
Primary Pharmacodynamics
Potency Against Target RTKs in Biochemical and Cell-Based Assays
Biochemical potency for Biochemical ALK Ki and % inhibition assay In vitro PFIZER PF-02341066
inhibition of ALK using recombinant human ALK protein _060c._192308
Biochemical potency for Biochemical ¢c-Met/HGFR Ki and % inhibition In vitro PFIZER PF-02341066-Pharm-001
inhibition of c-Met/HGFR assay using recombinant human c-Met/HGFR PF-02341066
protein _060c{f) 192308
Biochemical potency for Biochemical RON Ki and % inhibition assay In vitro PFIZER PF-02341066
inihibition of RON using recombinant human RON protein _060c{) 192308
ICsq value for inhibition of ELISA analysis of EML4-ALK V1 In vitro PFIZER PF-02341066
EMLA4-ALK phosphorylation  phosphorylation in NCI-H3122 human NSCLC _060c{f) 192308
cells

ICs, value for inhibition of ELISA analysis of EML4-ALK V1 In vitro PFIZER PF-02341066
EMLA-ALK phosphorylation  phosphorylation in NIH3T3 cells engineered to _060c{) 192308

express human EML4-ALK V1
1Cs, value for inhibition of ELISA analysis of EML4-ALK V2 In vitro PFIZER PF-02341066
EML4-ALK phosphorylation ~ phosphorylation in NIH3T3 cells engineered to _060c{) 192308

express human EML4-ALK V2
ICs, value for inhibition of ELISA analysis of EML4-ALK V3a/b In vitro PFIZER PF-02341066
EMLA-ALK phosphorylation  phosphorylation in NCI-H2228 human NSCLC _060c{) 192308

cells

ICs, value for inhibition of ELISA analysis of EML4-ALK V3a In vitro PFIZER PF-02341066
EML4-ALK phosphorylation ~ phosphorylation in NIH3T3 cells engineered to _0600._192308

express human EML4-ALK V3a

PFIZER CONFIDENTIAL
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2.6.3.1 Pharmacology: Overview

Test Article: Crizotinib

Method of Testing Study
Type of Study Test System Administration Facility Number
ICs, value for inhibition of ELISA analysis of EML4-ALK V3b In vitro PFIZER PF-02341066
EML4-ALK phosphorylation ~ phosphorylation in NIH3T3 cells engineered to _060c._]. 92308
express human EML4-ALK V3b
ICsq value for inhibition of ELISA analysis of NPM-ALK phosphorylation In vitro PFIZER PF-02341066-Pharm-001
NPM-ALK phosphorylation in the Karpas 299 human ALCL cells PF-02341066
_060c{) 192308
1Cs, value for inhibition of Immunoblot analysis of NPM-ALK In vitro PFIZER PF-02341066-Pharm-001
NPM-ALK phosphorylation phosphorylation in Karpas 299 human ALCL
cells
1Cs, value for inhibition of ELISA analysis of human wild type In vitro PFIZER PF-02341066-Pharm-001
c-Met/HGFR in tumor cells c-Met/HGFR phosphorylation in a panel of
human cancer cell lines
ICs, value for inhibition of ELISA analysis of human wild type In vitro PFIZER PF-02341066-Pharm-001
c-Met/HGFR in endothelial ¢-Met/HGFR phosphorylation in human
cells umbilical vein endothelial cells (HUVEC)
ICs, value for inhibition of ELISA analysis of murine wild type In vitro PFIZER PF-02341066-Pharm-001
murine c-Met/HGFR c-Met/HGFR phosphorylation in the murine
mIMCD3 kidney epithelial cells
1Cs, value for inhibition of ELISA analysis of canine wild type In vitro PFIZER PF-02341066-Pharm-001
canine c-Met/HGFR c-Met/HGFR phosphorylation in the canine
MDCK kidney epithelial cells
ICs, value for inhibition of ELISA analysis of c-Met/HGFR In vitro PFIZER PF-02341066-Pharm-001
human wild type c-Met/HGFR phosphorylation in GTL-16 human gastric
carcinoma cells
PFIZER CONFIDENTIAL
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2.6.3.1 Pharmacology: Overview Test Article: Crizotinib

Method of Testing Study
Type of Study Test System Administration Facility Number
ICs, value for inhibition of ELISA analysis of canine wild type In vitro PFIZER PF-02341066-Pharm-001
canine c-Met/HGFR in MDR1 ¢-Met/HGFR phosphorylation in the canine
engineered cells MDCK kidney epithelial cells engineered to
express human MDR1
ICs, value for inhibition of ELISA analysis of human wild type In vitro PFIZER PF-02341066-Pharm-001
wild type c-Met/HGFR in c-Met/HGFR phosphorylation in NIH3T3 cells
NIH3T3 cells engineered to express human wild type
c-Met/HGFR
ICs, value for inhibition of ELISA analysis of mutant c-Met/HGFR In vitro PFIZER PF-02341066-Pharm-001
c-Met/HGFR-V1092] mutant (V10921) phosphorylation in NIH3T3 cells
engineered to express human
c-Met/HGFR-V10921
ICs, value for inhibition of ELISA analysis of mutant c-Met/HGFR In vitro PFIZER PF-02341066-Pharm-001
¢-Met/HGFR-H1094R mutant (H1094R) phosphorylation in NIH3T3 cells
engineered to express human
¢c-Met/HGFR-H1094R
ICs value for inhibition of ELISA analysis of mutant c-Met/HGFR In vitro PFIZER PF-02341066-Pharm-001
c-Met/HGFR-Y 1230C mutant (Y1230C) phosphorylation in NTH3T3 cells
engineered to express human
c-Met/HGFR-Y1230C
ICsq value for inhibition of ELISA analysis of RON phosphorylation in In vitro PFIZER PF-02341066
full-length RON NIH3T3 cells engineered to express human _060c._192308
full-length RON
PFIZER CONFIDENTIAL
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2.6.3.1 Pharmacology: Overview Test Article: Crizotinib

Method of Testing Study
Type of Study Test System Administration __ Facility Number
Kinase Selectivity in Biochemical Enzyme Assays and Cell-Based Assays
Biochemical potency on a Biochemical ICsy and % inhibition assays using In vitro - PF-02341066-Pharm-001
broad panel of tyrosine and recombinant human proteins of a broad panel of
serine-threonine kinases tyrosine and serine-threonine kinases
Biochemical potency on the Biochemical ICsy and % inhibition assays using In vitro - PF-02341066-Pharm-001
selected kinases recombinant human proteins of the selected
kinases
ICs, value for inhibition of ELISA analysis of H,O,-stimulated human AxI] In vitro PFIZER PF-02341066-Pharm-001
human Axl RTK phosphorylation in HUVEC cells
1Cs, value for inhibition of ELISA analysis of Gas6-stimulated murine Ax1 In vitro PFIZER PF-02341066-Pharm-001
murine Axl RTK phosphorylation in NIH3T3 cells
ICs value for inhibition of ELISA analysis of EGF-stimulated human Tie2 In vitro PFIZER PF-02341066-Pharm-001
Tie2 phosphorylation in NIH3T3 cells engineered to
express human EGFR/Tie2 chimera RTK
ICsq value for inhibition of ELISA analysis of NGF-stimulated Trk A In vitro PFIZER PF-02341066-Pharm-001
Trk A phosphorylation in PAE cells engineered to
express human Trk A RTK
1Cs, value for inhibition of ELISA analysis of BDNF-stimulated Trk B In vitro PFIZER PF-02341066-Pharm-001
Trk B phosphorylation in PAE cells engineered to
express human Trk B RTK
1C5, value for inhibition of ELISA analysis of constitutive BCR-Abl In vitro PFIZER PF-02341066-Pharm-001
BCR-Abl phosphorylation in BaF3 cells engineered to
express human BCR-Abl
PFIZER CONFIDENTIAL
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2.6.3.1 Pharmacology: Overview Test Article: Crizotinib

Method of Testing Study
Type of Study Test System Administration Facility Number
ICs, value for inhibition of ELISA analysis of insulin-stimulated IRK In vitro PFIZER PF-02341066-Pharm-001
IRK phosphorylation in HEK293 cells engineered to
express human IRK
1Cs, value for inhibition of ELISA analysis of anti-CD3-stimulated In vitro PFIZER PF-02341066-Pharm-001
Lck Zap70 phosphorylation (Lck activity)
in Jurkat human lymphoma cells
ICs, value for inhibition of ELISA analysis of Gas6-stimulated Sky In vitro PFIZER PF-02341066-Pharm-001
Sky phosphorylation in NIH3T3 cells engineered to
express human Sky RTK
ICs, value for inhibition of ELISA analysis of VEGF 45-stimulated In vitro PFIZER PF-02341066-Pharm-001
VEGFR2 VEGFR2 phosphorylation in PAE cells
engineered to express human VEGFR2 RTK
ICs, value for inhibition of ELISA analysis of PDGF bb-stimulated In vitro PFIZER PF-02341066-Pharm-001

PDGFRp PDGFR phosphorylation in PAE cells
engineered to express human PDGFRB RTK

Effect of Crizotinib on Target RTK Dependent Oncogenic Phenotypes in Cell Assays

IC5, value for inhibition of cell ~ Proliferation of EML4-ALK V1 positive NCI- In vitro PFIZER PF-02341066
proliferation H3122 and NCI-H2228 human NSCLC cells by _060cll92308
the Cell Titer-Glo assay
ECs, value for induction of Apoptosis of EML4-ALK V1 positive NCI- In vitro PFIZER PF-02341066
cell apoptosis H3122 and NCI-H2228 human NSCLC cells by _060c.192308
the cleaved Caspase3/7 assay
ICs, value for inhibition of cell Proliferation of NPM-ALK positive Karpas 299 In vitro PFIZER PF-02341066-Pharm-001
proliferation human ALCL cells by MTT assays
PFIZER CONFIDENTIAL
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2.6.3.1 Pharmacology: Overview Test Article: Crizotinib

Method of Testing Study
Type of Study Test System Administration Facility Number
Analysis of cell cycle Cell cycle distribution of NPM-ALK positive In vitro PFIZER PF-02341066-Pharm-001
distribution Karpas 299 and SU-DHL-1 human ALCL cells
by FACS analysis
ECs value for cell apoptosis Apoptosis of NPM-ALK positive Karpas 299 In vitro PFIZER PF-02341066-Pharm-001
and SU-DHL-1 human ALCL cells by A, phase
FACS analysis
ICs, value for inhibition of cell Proliferation of GTL-16 human gastric In vitro PFIZER PF-02341066-Pharm-001
proliferation carcinoma cells by MTT assay
ICs, value for inhibition of HGF-stimulated NCI-H441 human NSCLC cell In vitro PFIZER PF-02341066-Pharm-001
tumor cell migration migration in Boyden Chamber system
ICsq value for inhibition of HGF-stimulated NCI-H441 human NSCLC cell In vitro PFIZER PF-02341066-Pharm-001
tumor cell Matrigel invasion Matrigel invasion in Boyden Chamber system
ICs, value for inhibition of HGF-stimulated canine MDCK cell colony In vitro PFIZER PF-02341066-Pharm-001
HGF-stimulated cell scatter
scattering
1Cs value for inhibition of HGF-stimulated human umbilical vein In vitro PFIZER PF-02341066-Pharm-001
endothelial cell survival endothelial cell (HUVEC) survival
gi?ﬂ, Z}?:lli: 1f22 lml;g;oglof HGF-stimulated human umbilical vein In vitro PFIZER PF-02341066-Pharm-001
. . g endothelial cell (HUVEC) Matrigel invasion
invasion
1Cs, value for inhibition of Vascular sprouting of human microvascular In vitro PFIZER PF-02341066-Pharm-001
endothelial cell sprouting endothelial cells (HMVEC)
PFIZER CONFIDENTIAL
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2.6.3.1 Pharmacology: Overview Test Article: Crizotinib

Method of Testing Study
Type of Study Test System Administration Facility Number
Inhibition of Crizotinib Target RTKs In Vivo
Inhibition of EML4-ALK ELISA analysis of EML4-ALK V1 Oral Gavage PFIZER PF-02341066
phosphorylation in tumor phosphorylation in NCI-H3122 human NSCLC _060c{f 192438
xenografts in vivo tumors in athymic mice
Inhibition of EML4-ALK Immunoblot analysis of EML4-ALK V1 Oral Gavage PFIZER PF-02341066
phosphorylation in tumor phosphorylation in NCI-H3122 human NSCLC _060c._192438
xenografts in vivo tumors implanted in athymic mice
Inhibition of EML4-ALK Immunoblot analysis of EML4-ALK V1 protein Oral Gavage PFIZER PF-02341066
phosphorylation in tumor levels in NCI-H3122 human NSCLC tumors _O60c._1 92438
xenografts in vivo implanted in athymic mice
Inhibition of EML4-ALK IHC analysis of EML4-ALK V1 Oral Gavage PFIZER PF-02341066
phosphorylation in tumor phosphorylation in NCI-H3122 human NSCLC _0600._1 92438
xenografts in vivo tumors in athymic mice
Inhibition of NPM-ALK ELISA analysis of NPM-ALK phosphorylation Oral Gavage PFIZER PF-02341066-Pharm-002
phosphorylation in tumor in Karpas 299 human ALCL tumors in SCID
xenografts in vivo mice
Inhibition of NPM-ALK Immunoblot analysis of NPM-ALK Oral Gavage PFIZER PF-02341066-Pharm-002
phosphorylation in tumor phosphorylation in Karpas 299 human ALCL
xenografts in vivo tumors in SCID mice
Inhibition of NPM-ALK Immunoblot analysis of NPM-ALK protein Oral Gavage PFIZER PF-02341066-Pharm-002
phosphorylation in tumor levels in Karpas 299 human ALCL tumors in
xenografts in vivo SCID mice
PFIZER CONFIDENTIAL
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2.6.3.1 Pharmacology: Overview Test Article: Crizotinib

Method of Testing Study
Type of Study Test System Administration Facility Number
Inhibition of c-Met/HGFR ELISA analysis of c-Met/HGFR Oral Gavage PFIZER PF-02341066-Pharm-002
phosphorylation in tumor phosphorylation in c-Met/HGFR amplified
xenografis in vivo GTL-16 human gastric carcinoma tumors
implanted in athymic mice
Inhibition of c-Met/HGFR Immunoblot analysis of c-Met/HGFR Oral Gavage PFIZER PF-02341066-Pharm-002
phosphorylation in tumor phosphorylation in GTL-16 human gastric
xenografts in vivo carcinoma tumors implanted in athymic mice
Inhibition of c-Met/HGFR Immunoblot analysis of c-Met/HGFR protein Oral Gavage PFIZER PF-02341066-Pharm-002
phosphorylation in tumor levels in GTL-16 human gastric carcinoma
xenografts in vivo tumors implanted in athymic mice
Inhibition of c-Met/HGFR ELISA analysis of c-Met/HGFR Mini Pump PFIZER PF-02341066-Pharm-002
phosphorylation in tumor phosphorylation in GTL-16 human gastric Infusion
xenografts in vivo carcinoma tumors implanted in athymic mice

Antitumor Efficacy of Crizotinib in Human Xenograft Models of Cancer In Vivo

Analysis of tumor growth in Measured volume of EML4-ALK positive NCI- Oral Gavage PFIZER PF-02341066
athymic mice in vivo H3122 human NSCLC tumor xenografts _060c{) 192438
implanted in athymic mice
Analysis of tumor growth in Measured volume of NPM-ALK positive Oral Gavage PFIZER PF-02341066-Pharm-002
SCID mice in vivo Karpas 299 human ALCL tumor xenograft
implanted in SCID mice
Analysis of tumor growth in Measured volume of GTL-16 human gastric Oral Gavage PFIZER PF-02341066-Pharm-002
athymic mice in vivo carcinoma tumor xenograft implanted in
athymic mice
PFIZER CONFIDENTIAL
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2.6.3.1 Pharmacology: Overview

Test Article: Crizotinib

Method of Testing Study
Type of Study Test System Administration Facility Number

Analysis of tumor growth in Measured volume of GTL-16 human gastric Mini Pump PFIZER PF-02341066-Pharm-002
athymic mice in vivo carcinoma tumor xenografts implanted in Infusion

athymic mice
Analysis of tumor growth in Measured volume of U87MG human Oral Gavage PFIZER PF-02341066-Pharm-002
athymic mice in vivo glioblastoma xenografts implanted in athymic

mice

Analysis of tumor growth in Measured volume of NCI-H441 human NSCLC Oral Gavage PFIZER PF-02341066-Pharm-002
athymic mice in vivo tumor xenografts implanted in athymic mice
Analysis of tumor growth in Measured volume of PC-3 human prostate Oral Gavage PFIZER PF-02341066-Pharm-002
athymic mice in vivo carcinoma tumor xenografts implanted in

athymic mice
Anaylsis of tumor cell IHC analysis of Ki67 in EML4-ALK V1 Oral Gavage PFIZER PF-02341066
proliferation in tumor positive NCI-H3122 human NSCLC tumors _060(:‘1 92438
xenografts implanted in athymic mice
Anaylsis of tumor cell Immunoblot analysis of activated Caspase3 Oral Gavage PFIZER PF-02341066
apoptosis in tumor xenografts  levels in EML4-ALK V1 positive NCI-H3122 _0600.192438

human NSCLC tumors in athymic mice
Anaylsis of tumor cell THC analysis of Ki67 in c-Met/HGFR amplified Oral Gavage PFIZER PF-02341066-Pharm-002
proliferation in tumor GTL-16 human gastric carcinoma tumors in
xenografts athymic mice
Anaylsis of tumor cell IHC analysis of activated Caspase3 levels in ¢- Oral Gavage PFIZER PF-02341066-Pharm-002
apoptosis in tumor xenografts Met/HGFR amplified GTL-16 human gastric
carcinoma tumors in athymic mice
PFIZER CONFIDENTIAL
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2.6.3.1 Pharmacology: Overview

Test Article: Crizotinib

Method of Testing Stud
Type of Study Test System Administration Facility Numb);r

Analysis of tumor microvessel Microvessel density as determined by IHC Oral Gavage PFIZER PF-02341066-Pharm-002
density in tumor xenografts analysis for CD31-positive endothelial cells in

GTL-16 human gastric carcinoma xenografts in

athymic mice
PK/PD Understanding
Plasma ECs, value for PK/PD analysis of EML4-ALK V1 Oral Gavage PFIZER PF-02341066
inhibition of EML4-ALK phosphorylation inhibition in tumors vs. plasma _060c 192438
phosphorylation in tumor PK values in NCI-H3122 human NSCLC
xenografts xenografts in athymic mice
Plasma ECs, value for PK/PD analysis of tumor growth inhibition vs. Oral Gavage PFIZER PF-02341066
inhibition of growth of tumor plasma PK values in NCI-H3122 human _060¢ 192438
xenografts NSCLC xenografts in athymic mice
PK/PD modeling of EMLA4- PK/PD analysis of EML4-ALK phosphorylation Oral Gavage PFIZER PF-02341066
ALK inhibition in NCI-H3122  inhibition in tumors vs. plasma PK values in _1300.213230
tumor xenografts NCI-H3122 human NSCLC xenografts in
athymic mice
PK/PD modeling of EML4- PK/PD analysis of EML4-ALK V1 Oral Gavage PFIZER PF-02341066
ALK V1 inhibition in NCI- phosphorylation inhibition in tumors vs. plasma 0100._124928
H3122 tumor xenografts PK values in NCI-H3122 human NSCLC
xenografts in athymic mice
Plasma ECs, and ECy, value PK/PD analysis of c-Met/HGFR Oral Gavage PFIZER PF-02341066-Pharm-002
for inhibition of c-Met/HGFR  phosphorylation inhibition in tumors vs. plasma
phosphorylation in tumor PK values in GTL-16 human gastric carcinoma
xenografts xenografts in athymic mice
PFIZER CONFIDENTIAL
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2.6.3.1 Pharmacology: Overview

Test Article; Crizotinib

Method of Testin Stud
Type of Study Test System Administration Facilitg Number

Plasma ECso and ECy, value PK/PD analysis of tumor growth inhibition vs. Oral Gavage PFIZER PF-02341066-Pharm-002
for tumor growth inhibition in plasma PK values in GTL-16 human gastric
tumor xenografts carcinoma xenografts in athymic mice
Plasma ECs, and ECy value PK/PD analysis of c-Met/HGFR Mini pump PFIZER PF-02341066-Pharm-002
for inhibition of c-Met/HGFR  phosphorylation inhibition in tumors vs. plasma infusion
phosphorylation in tumor PK values in GTL-16 human gastric carcinoma
xenografts xenografts in athymic mice
Plasma ECso and ECq value PK/PD analysis of tumor growth inhibition vs. Mini pump PFIZER PF-02341066-Pharm-002
for tumor growth inhibition in plasma PK values in GTL-16 human gastric infusion
tumor xenografts carcinoma xenografts in athymic mice
Secondary Pharmacodynamics
CEREP radioligand binding cDNA transfected cells and cell extracts from In vitro ) 901036
and enzyme inhibition profile brain and peripheral tissues from human, rat,

mouse, guinea pig, hamster, bovine, and dog
CEREP in vitro binding and 5-HTap(h) (agonist effect ) from human In vitro ) 8850568
cell-based assays recombinant (CHO cells), H; receptor-mediated

Ca®* mobilization (%) (antagonist effect) from

human recombinant (HEK293 cells).
CEREP in vitro cellular Non-peptide receptors of 5-HT,, 5-HT; In vitro ) 8850900 3
functional and uptake assays (antagonist effect) and 5-HT; (agonist effect)
from Human recombinant CHO cells.
Dopamine uptake from rat striatum
synaptosomes and 5-HT uptake from rat brain
synaptosomes
PFIZER CONFIDENTIAL
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2.6.3.1 Pharmacology: Overview Test Article: Crizotinib

Method of Testing Study
Type of Study Test System Administration Facility Number
In vitro receptor assays HEK-hu5-HT,4 cells, HeLa-hu5-HT 5 cell In vitro PFIZER SP7610
membranes, U20S-B-arrestin-EA cells (M1 &
M3), PathHunter™ CHO-K1 CHRM?2 f3-
arrestin cell line, CHO-rat adrenergic alpha 1,
cells
Safety Pharmacology
Cardiovascular assessment Mammalian cell (HEK293) In vitro PFIZER PF02341066HERG
(hERG)
Cardiovascular assessment Rat isolated aorta In vitro PFIZER PF02341066A0ORTA
(Ca®* channel antagonism)
Cardiovascular assessment Guinea pig ventricular myocytes In vitro PFIZER .2796-0]
(Ca* current)
Functional follow up on CHO cells stably transfected with human In vitro PFIZER PF02341066NA15
Nav1.5 sodium channel current Navl.5 gene
Cardiovascular assessment Isolated Purkinje fibres In vitro PFIZER PF02341066/IC/001.
(cardiac action potential)
Cardiovascular assessment Dog/Beagle Intravenous PFIZER PF02341066/ CG/003.
Functional follow up on HEK293 cells stably transfected with human In vitro PFIZER PF02341066NA11
Navl1.1 sodium channel current Navl.1 gene
Neurofunctional assessment Rat/Sprague Dawley Oral Gavage PFIZER 3660
Pulmonary assessment Rat/Sprague Dawley Oral Gavage PFIZER 3622
PFIZER CONFIDENTIAL
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2.6.3.1 Pharmacology: Overview Test Article: Crizotinib

Method of Testing Study

Type of Study Test System Administration Facility Number

Pharmacodynamic Drug Interactions
Not Applicable

ALK = Anaplastic Lymphoma Kinase; HGFR = Hepatocyte Growth Factor Receptor; EML4 = Echinoderm Microtubule-associated protein like 4;
NSCLC = Non-Small Cell Lung Cancer; NPM = Nucleophosmin; ALCL = Anaplastic Large Cell Lymphoma; RTK = Receptor Tyrosine Kinase;
PAE = Porcine Aorta Endothelium; IHC = Immunohistochemistry; PK/PD = Pharmacokinetic/Pharmacodynamic; CHO = Chinese hamster
Ovary; HEK293 = Human embryonic kidney cell line; hERG = Human ether-a-go-go related gene.
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2.6.3.2 Primary Pharmacodynamics Test Article: Crizotinib

Described in 2.6.2 Pharmacology Written Summary
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2.6.3.3 Secondary Pharmacodynamics Test Article: Crizotinib
Organ Systems  Species/Strain Method of Dose Gender and Noteworthy Findings GLP Study
Evaluated Administration _ (mg/kg) No. per Group Compliance  Number
Receptor, Ion In vitro NA <10 uM NA Binding affinity in the low nM to low uM No 901036
Channels and range was observed for a number of receptors
Enzymes and ion channels, including the adrenergic o

(Ki of 170 nM), histamine H; (Ki of 1.6 nM),
muscarinic M; (Ki of 2.4 uM), M, (Ki of

1.3 uM), and M; (Ki of 2.1 pM), nicotinic (Ki
of 2.0 uM), serotonin (5-HTp [Ki of 2.4 pM],
S-HTZA [Kl of 2.5 l.lM], S-HTZB [Kl of 90 IlM],
5-HT,. [Ki of 110 nM], 5-HT, [Ki of

630 nM]), calcium (Ki of 27 to 130 nM) and
sodium channels (Ki of 230 nM), dopamine
transporter (Ki of 590 nM), and 5-HT
transporter (Ki of 2.2 uM). Phosphodiesterase
4 and p55™® kinase activity was also
determined with ICs, values of 7.8 uM and
290 nM, respectively.

Receptor In vitro NA <10 uM NA Agonist site 5-HT;, (ICso of 170 nM). No No 8850568
activity for the H; receptor-mediated Ca®*
mobilization antagonist effect.

Receptor In vitro NA <30 uM NA Functional antagonist of the 5-HT4, (ICso of No 8850900_3
970 nM) and antagonist but not agonist of the
5-HT; ( ICs, of 28 pM) serotonin receptors.
PF-02341066 was also identified as an
inhibitor of dopamine and 5-HT uptake (ICsg
of 630 and 830 nM, respectively).
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2.6.3.3 Secondary Pharmacodynamics

Page 18
Test Article: Crizotinib

Organ Systems  Species/Strain Method of Dose Gender and Noteworthy Findings GLP Study
Evaluated Administration  (mg/kg) No. per Group Compliance  Number

Transmembrane In vitro NA <10 pM NA No agonist activity at any of the receptors at No SP7610
receptor the concentrations tested in this study. No

antagonist activity at the 5-HT,4 (tested up to

10 uM), 5-HT g (tested up to 1 uM),

muscarinic M1 (tested up to 1 uM),

muscarinic M2 (tested up to 1 uM) or

muscarinic M3 (tested up to 1 pM) receptor

subtypes. Demonstration of antagonist

activity at the rat adrenergic o5 receptor with

a calculated Kg value of 40.73:9.25 nM.
GLP = Good Laboratory Practice; NA = Not applicable.
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2.6.3.4 Safety Pharmacology

. . . Page19
Test Article: Crizotinib

Cardiovascular Assessment
In Vitro

Test GLP
Type of Test Cells/Tissues  Test Concentrations Results Compliance Study Number
hERG Patch HEK293 cells  0.1,0.3,1,3,10 pM hERG ICs5p = 1.1 pM; hERG ICy = 0.30 pM No PF02341066HERG
Clamp expressing
hERG channels
Isometric Tension  Rat thoracic 0.1,1,10uM  Apparent steady-state decreases in tension achieved No PF02341066AORTA
Assay aorta segments within 90 minutes. Concentration-dependent
relaxation of a 45 mM potassium chloride induced
contraction was observed with an ICso of 0.83 pM.
Calcium Channel Freshly isolated 1, 3, 10, 30, 100 pM At 1, 3, 10, 30 and 100 pM, the cardiac L-type calcium No .2796-01
Current guinea pig channel was inhibited by 9.3+0.5, 17.3+2.7, 36.0+1.9,
ventricular 67.7+7.8, and 95.6+3.6%, respectively, with an ICsy of
myocytes 14.6 uM, Hill coefficient 1.1.
Patch-clamp CHO stably 0.3,1,3, 10 uM 16.4%, 35.0%, 68.7%, and 95.7% inhibition of Nav1.5 No PF02341066NA15
expressing current at 0.3, 1, 3, 10 pM, respectively; ICso =
Navl.5 1.56 uM. Approximate IC;¢=0.25 uM
channels
Purkinje Fibres Dog 0.01,0.1,1,10 yM  Up to 1 uM Crizotinib had no biologically meaningful Yes PF 02341066/10/001.

effect on cardiac action potential. At 10 pM, effects on
cardiac action potential were observed consistent with
inhibition of calcium channels.
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Test Article: Crizotinib

Cardiovascular Assessment

In Vivo
Organ Systems Species/ Method of Doses” Number/Sex/ GLP Study
Evaluated Strain Administration  (mg/kg) Group Noteworthy Findings Compliance Number
Cardiovascular Dog/ v 0(0.9% 4M Animals given 1.192 and 1.907 mg/kg followed by Yes PF023410
Beagle (under saline) 0.134, 0.0834 and 0.134 mg/kg/min infusion rate, 66/CG/00
Isoflurane 0.295, 1.192, respectively had increased QRS, decreased heart 3.
Anesthesia)  1.907 mg/kg® rate and increased LVEDP. Increased PR-interval,
and QT-interval and increased MAPDq, at sinus
rhythm were likely secondary to the decreased
heart rate at these doses.
Animals given 1.907 mg/kg followed by
0.134 mg/kg/min had decreased myocardial
contractility, decreased arterial blood pressure, and
decreased diastolic blood pressure.
Study PF02341 066/CG/003.p1asma concentrations:
Dose (mg/kg) 0.134 0.295 1.192 1.907
Mean Plasma concentration (ng/mL) 8 or 24 or 84 or 164 or
Steady state 19 nM 53 nM 187 nM 364 nM
Mean Plasma concentration (ng/mL) 218 521 2210 3363
10 minute loading
Dose (mg/kg/min) 0.00939 0.0207 0.0834 0.134
Mean Plasma concentration (ng/mL) post 196 557 1963 3817
maintenance
PFIZER CONFIDENTIAL
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Test Article: Crizotinib

Neurofunctional Assessment

In Vitro
Test GLP
Type of Test Cells/Tissues  Test Concentrations Results Compliance  Study Number
Patch-clamp HEK?293 stably 0.3, 1,3 uM 26.2%, 53.2%, and 80.6% inhibition of Navl.1 current No PF02341066NA11
expressing at 0.3, 1, 3 uM, respectively, with an ICs;= 0.85 pM
Navl.1 for the closed state channel block.
channels
22.6%, 53.2%, and 82.3% inhibition of Nav1.1 current
at 0.3, 1, 3 uM, respectively, with an ICso of 0.87 uM
for the inactivated state channel block.
In Vivo
Organ Systems Species/ Method of Doses® Number/Sex/ GLP Study
Evaluated Strain Administration  (mg/kg) Group Noteworthy Findings Compliance Number
Central Nervous Rat/ Oral Gavage 0, 10, 75, 500 M Activity monitoring revealed at 500 mg/kg, a 48% Yes 3660
System Sprague- observational decrease in total distance traveled and a 65%
Dawley assessment; decrease in vertical movements were observed

8M compared to controls. Clinical signs were limited
neuromuscular to the 500 mg/kg dose group and included dyspnea
testing; and salivation in 2/8 rats, red muzzle staining 1/8
M rats, and hypoactivity in 1/8 rats. .

reflexes/  Cmax: 10, 75, and 500 mg/kg were 109, 1160, and

activity 2260 ng/mL, respectively.

monitoring  AUC(0-24): 984, 17900, and 45000 ngeh/mL for
10, 75 and 500 mg/kg doses, respectively.
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Test Article: Crizotinib

Pulmonary Assessment
In Vivo

Organ Systems Species/ Method of Doses”  Number/Sex/ GLP Study
Evaluated Strain Administration (mg/kg) Group Noteworthy Findings Compliance Number
Pulmonary Rat/ Oral Gavage 0, 10, 75, SM There was a 28% decrease in mean minute Yes 3622
Sprague- 500 volume, 47% decrease in mean respiratory rate,
Dawley and 64% increase in mean tidal volume,

respective to vehicle controls at the first

24 minute time interval in animals given

500 mg/kg. The diminished respiratory rates at
500 mg/kg were attributed to decreased activity,
as observed in the neurofunctional study.
Changes in tidal volume are reflective of
compensatory changes to the respiratory rate.
Animals given 75 mg/kg had a 31% increase in
mean respiratory rate at the 25-48 minute
intervals compared with control.

No adverse effects on pulmonary parameters
occurred at doses up to 500 mg/kg.

GLP = Good laboratory practice; min = Minutes; M = Male; IV = intravenous; MAPD = Monophasic action potential duration, LVEDP = Left ventricular end

diastolic pressure; HEK293 = Human embryonic kidney cell line; hERG = Human ether-a-go-go related gene; 1Cso = 50% Inhibitive concentration.

* Single dose unless specified otherwise.

® The mono-HCI salt form of Crizotinib (PF-02341066-01; batch PF-02341066-01-0005) was delivered over 10 minutes followed by maintenance infusions of
0.00939, 0.0207, 0.0834, and 0.134 mg/kg/min for approximately 25 minutes, respectively, and compared with time-matched IV vehicle infusions over

35 minutes.
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