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V7 $ J ̂  • mt> ;u<K*V- ̂  £ f & EHiaj&t) 

[0001] 

*o) O 

[0002] Axuig^sy^p^vdr^—tf-c&y. =t 

zti£vizs tsttfiM, M^»Sfi. ?L^s 
&M.m. mitwmmms ins. raj®^. m. m 

fess. mmm. #^ss. v$wmi&s n«^ tuim^ 
li^tCJjl^TAXL0jg^!J^I£A^^^tlTlN'2) (Mol. Cancer Ther. 2011 Oct 

;10(10):1763-73.) 0 

t/c, 

&Q zipmmmm (NSCLO IZ&^Z, x 
)in^-y\ ^7<51-7"(Z)i;9^EGFR51P^>dr^---tfPI#^y (J^"F, TE 

GFRPM&IJ tn?zttf$>zo ) 

t\ z<D$}m*&ffi$n?te<s XJU 
L/cNSCLCOT >y°^^mL/ci£n, AXL©3§ 

mmnt, IN < ^^©^--x-eAXL© u #> KT-&£GAS6©fgiii^p^iEfi£ 
tl/c (Nat. Genet. 2012 Jul 1 ;44(8) :852-60.) 0 |W]*§&|±||&#^j*E&i$ 

IZ ^ tlZ £ , EGFR^H1£HCC827flftilffl*ifflJ&jfcttiJU P 51- 7rJgfc 

in vitrotCTxjUP^-^StCi: xjUP51-7°ItttHCC82 

7«^IXt#L/c^o5. AXL©i®iiMll^^L/c0 d©«fflJSlC£lNTAXL£# 

x;up ̂  -yicttr&mm ufc0 EM 
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UfcHCC827 L/c 

(Nat. Genet. 2012 Jul 1;44(8):852-60.) 0 

AXLPM^J, fo&mML 

£ £ <h (C<£ <<J xjurn51-7"(Cft L o t ft 

(MoI. Cancer Ther. 2013 Nov; 12(11) :2541-58.) 0 

^^'eS>i>?L=lffl«fflfl§^d3lNT:fcAXL©^3b^^«fflfl§ttEGFRPMS!ltcM-r 

o t (Sci. Signal. 2013 Aug 6; 6 (287): ra 

66.) o 

AXLik¥mfe^(D&mmzM UTfc&iB;ISlC£lNT^£tf&;*ftTlN£ 
o (AML) Wni*y-y7)uiz&^Tibit¥m&izttLT$mi\tk 

Mitffemm%^(Dwim^fo%t%7Lbnx^z> (ca 
ncer Lett. 2008 Sep 18;268(2):314-24.) 0 > -JMZ&V 

X <Q3-tcs AXLCDiff^Ii^r^lTj! 

i RNA(C & V AXL£ Ri^f & CI £ X\ m-m^RWMXh 2> 

rfV'PV'f K\ t>)Vft-J^1-yizNtZ>^%.l\lk(Di^t>i^lbtlZ> (MoI. Ca 

ncer Ther. 2010 May;9(5): 1298-307.) 0 >~J)IXtML(DM% 

b tls (is i RNA(C J: V AXL £ Ri^f & ^ T? *> 3.7°^ 51 

&ttizAXL%mmm%T%z£xisxj>^Tymn,mz 
&£ (Cancer Res. 2013 Jan 1 ;73(1) :331-40.) 0 EGFR^apitt^^©S$^ 

if m-— 314RI^'T?fc V m(0MSb tiZ tf. 

MMftIZttffitrCttilfflG>#Mtf%btlZ>o flftiZ£IN'T*>X7° 

=?^y^Wkm^mtLbtctz.5AXL© ® fssitf me> *u siRNA^C£yAXL£PI 
<hT^>X7°^51>(£>!§Stt;^/Lii't£ (Cancer Sci. 2013 JuL; 104( 

7):904-11.) 0 

[0003] 6-i^U-3-({3-* S^>-4-[4-(4-*^Ukf'*;7*>*>-1->nU) 'J Vy-
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l-'f Jl/]7i-JI/}7$ J )-5-(T" K ~P t: K P-2H- \f.-p y-A-4 )\z~F $ J ) \f.~p V 

K (j-^Ts r^tiAj tnoz.t-tffoz>o ) 

Z.tm\\btlT^Z> OftfFjtitK 1 ) o 

^fF^UCdSlNT, 

0J5 4 7 £ LT^©7 U -|W\ ^MM 5 lit [sZ:Z<D^§7V)l>fflktf 

ALK (iti^yi ~tti^y4) , RET (tti^ys) , ROS 

0J6) , FLT3 (g*g|0!J7) 

&Q mmxmziz, mmxmzumztiismm 
<D&m*i—i*<D?t>s Snmm&lZln^Ts im^(D*1--1zlZttLT5Q)% 
^±©PlS^ffl£^Lfco<h^§E*6£ftTlN;z> (ISM 8) 0 LfrU mt 

1 8ffl|I©^ffldr^---tf(CAXL^#ttlT^^t(Z)(Z), ^CD-fb^tltfAXUCtt 

t z> ^ L tc z. t &§E*6 t t £ tir IN & IN L . 

^£itK £ mm -Ztltcif® -ZfoZfrlZ-D^T*, IB® & ft IN0 

[0004] JftfFjtiKl : SgS&HI£W0 2010/128659^/* V 7 is V h 

[0005] AXLi:iItl.iMffiiI!» fc&WMt LTAXL^^HL/c^ 

MEmum m(ommt LTimmsmiztttz^^tiz^vm^ 
*mm L nnM^cti & o 

[0006] *f%w% b&s msmmwmmmftvMm* @ ftizmm&m u/cisn, 6-
3-({3-p< hdr^-4-[4-(4-p<5l>'UH0^^^>-1 -'T JU) ^>-W 

JU]7 x^JU} y $. J )-5-(T1, K "71; Kp-2H- y-A-4 jvy $ y) Vy-i 
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y, Z.(Dfttc£ti&j5mttzEIM 
Mtf. ftzmmtLTMLtfrnftmbtc 

m(ommt LTimmsmiztttzML^itiz^vm 

^^L/co 

Ttefrt>s 6-x^U-3-({3-p< S^$/-4-[4-(4-^^JUtr^7^ 

>-1—rJU)tr^'j^>-1—r;u]7x-ju}7$y)-5-(^ KP-2H-H°^ 

>-4—r ;)£°^is>-2-t)Jlstf*+l-< KX&^©MII¥ft(Cl^£tl£ 

iks jkxfmm^mzsftn-ztizmmtk^mtzMuzmmtzmsmmmm 
fc&WMt LTAXL^iifiL/ciMfflEl», BU©SMil£: L 

TtrC^J^JCMf £AXUg1£<blC <fc y Lfc^>£MEliMj5£t) 

(cwr^o 

[0007] t/c, *fgB£&, 

icnig-rsns^sik LTAXL^^iiL/c^^y. sy©^^ 

UTtrC^J^tCMf SAXLS^btC <fc y L/c^H^CMf £ 

o 

[0008] t/c, hmzmmt&m£mmmmm^(Dmik(Dtc.sb(D, && 
WMt LzhXLtfmm%Ltcmfemmmmm^(Dmik(Dtc.sb(D, mvmmt 
UTtrC^J^tCMf SAXLS^btC<fc y IKtt^llifclMffliill 
tl©^ia©fefe©, it^AX^omM^lZ^n^n^ikCDi^m ; AXLtd 

&£H*§<h LTML1frnm%Ltcm£m(DtcSb(Ds 

mommt [.x^mm^wjznt^km^mtiz^^mm*Mm 
(Dtctsb(D, ^b^AX(i^©M^ft(Cl^^tl^J^(Z)M ; AXUCHIjrr* 

&&m<Dtctb<D, fo&rnmtLTMLifmm%Ltcm£m(Dtcsb(Ds momm 

t UTtrC^J^tCMf SAXLS^btC<fc y L/c^)^©/c^(Z) 

. 4b^t)AX&^©Mli^ft(Cl^£ft£^ ; &tJ\ <b£-tlAXtt^©£!i££ 

^ft£§f^;*ft£J&©;£&fi£tt&lc£^T£C:£fre>&£AXUC|l|g-r£ilS 
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frbt^mmhm^zttt £Axugi^bic <t y 
izmt^o r^j £&, ^(D>£m%<j&Mtt%k: ^x^comcow] 
ti-c&y, 

[0009] 

MLmmwmttmLs Axn:iiti.iMffiii!» $>zm 

mt LTAXL^iif i ^\(DWMt UTtrC^J^JC 

ttt £AXUg1£<blC <fc y L 

HI®(DfS3i&IM 
[0010] [^1]^1 &HCC827^TjB^r>;UC>tf-t£x,/UP51-7l£^Ci:£x,/UP51 

— 7°ItttHCC827^T^ / U "7 £ * CDfEM©iifMs WeOfiOiUUP^1 

-7l£^¥, 4b^t)A$^% Jl)^n^-y'tit^Ai^m^(DT:f)^m^ 

(DB&faM%7TitM~Z$>2>o 0$C£^fo 

[^2]^2(iHCC827^m^^t7X (Cftt£xjUP^ " 7"& 

fofa%7FtM~Z$)2>o ifii)?0t^^to 

[0011] VAT. *%m*mmizmmT%o 
±^0®y. ^tlA©^^tt6-x^jU-3-({3-^ hdr*>-4-[4-(4-^^ 

)l> t?^<z7 Vy-\~4 JV) tl0/^ U 'vV-l-'f JU] 7 x ̂ JU} j7 $ y )-5-(x- h7t K 

P-2H-t°^>-4—T >/U7$ J ) H°^^>-2-^jU#drHt$ K"C^> y s "t(Di b^f 

i£fcm~F tc^-r 
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UbM 
HX 

N N N 
H H 

[0012] m<omm<o—Dmxn?$>z>m*MMLs A 
xL^fgijtL/c^ Rxfs 

AXLtfmmMbfcmt uriis tsttSMs M 

^mnmCDo-tb. IE^MS§6^J:b^LTAXLA^i!)^Lfc^$:# 
IfZZttfV&Zo Mifcs ftffifflfemiZttt&AXLftfefclZ J: V &&&%$£& 
Ltdmt LT^ EGFRPI^$Jlc<fc£^lCttt-£ffi&te£^#UfcEGFRCDJg 

mmsm, RmhamMvgg 
Ws Zfn?XTn>M:El'&^faRmER2&g.fam&'V$>Z?l& (h 'J 7° 

; it^mmzttLxmmtkMmb/ctst£#®st46M 
; MtHc, */*zf:7:?>lzj:&mmizttTZi5;&i&%m&L 

MiismRz? K >J yju%ifT<( yyL&vH^btizEGFRm 
gffltLT&% XJUa^-y\ >f7-r^-7\ SZfgMt 
LZl£2LJl>n^-7RZf?7 -r ^-7\ WWMt LT^XJUP^-7"^:^ 
if £ zttf-zszo it^mmizMLxmm^mm L/c^t£#i®t£6M& 

u-ai, iy^^tfv 
, y^yjutrs/x ^tzi&cnbom.^itmi&z.ttfx 

*f§H,E © ̂ b^ti A x &=t (DWM^ 

?Lm, *mm 
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[0013] o 

(1-D 

fozmmtLTs A. 
so<ommt L 

Xs it^As jkxfmm^mzm^u^mMn^Mt^%mmhm^zn 
t %AXL^t^biz J: y L/c^)£MH££M$tlo 
(1-2) AXL(cM^-r^^MEm^©M^©/cto(Z), lb^t)A(Z){£ 

fflo £>£H*§<h LT. AXL^^^HL/c^)^fflE^I^©M3a©/cto(Z), 

^b^A©Mo sy©^^uT. $mm£mizttt%ML%>\^tiz£v$m 
\^m%Ltcmhmmmm%m^(DW^(Dtctsb(D, it&MA©^0 

(1 -3) AXL lZM&t2>m%tm<Dtcfy<D. \t^A LT 

„ AXL^I^J^I^ U/c!l§)pi^(Z)/c^)(Z)s •fb'n'l'^) A (Z)fs^^0 L~C\ in,!® 

^y>^(c^-r^AXLSt^b(ci;yffiKtt^^#L/c^)^©/cto(Z), ^tiA 

(1 -4) AXL(CM^-r^^)^©/cto©, jbci^Ao &zmmtLX. AXL 
L/c^)^^(Z)/cto(Z)s jb-n^Ao %\\(DWM.£ LTS irL^^U)p^(C^)" 

-rsAXL^^btc<fc ymn^mmLtcm^motdsbcD, \t^A0 

d-5) \t^A(Dmtiim-kttmzflL^tzz.iifrbtaz. wuzmmtz 
m£mj5:&o £>£H*§<h LT, \t^A(Dm$)lw%:ttmz&5-tz>ztfrib 
&£, AXL^^^HL/c^)^^)io Ey©H*§<h LT, \t^A(DM^]m^ 
mz&5-tz>ztfrbt<zz>, fcm#\%tmtzttT2>ML%&ikiz£v&$ife.*m 

[0014] (2-D ib^t)A^7^n£j^ Rxfmm^foiz^n^nzmm}*^ 
tt^AXLcriit^iMffliiMio fozmmtLXs it^A^^y 
•vjumiks Rxfmm^mzm^n&mm^^mt 
iffliiMo mvmmtLXs 
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iz fF# ̂  ti & mm imMftm iztttz Axuzmb iz <* y is m$. % 

(2-2) Amzmmt&mfemmmmm^oM^LVtctsbQ, 
7^M%ik(Di£.mo fo&WMtLX. AXlifrn%MLtzm^BmmMM^(D 
m^otc/sbo. momMtLx, 
mizttt&AXL}%mkiz&ym%'\^mmLtcm£mmmmm^(Dmik(Dtc 
£>(D, ft^AA$77Jl/iI©^ffl0 

(2-3) AXLlzmmtZ>m>£m(Dtcisb(D, <b^tlA^$7TJl/^GD^Eo 
fc&BMtLX. AXLtfrnm%Ltc.m£m(DtcSb(D, 

mommtLXs ^mm^mjznt^Axi^m^z^^mm^mm 
btcmy&m<Dtzl£><Ds '(b^A^$7TJU@fJt®^fflo 
(2-4) AXUCHIgfZ>m%tm<Dtcto(D. jb^A^$7T;Ht^o 

mtbX. MLtfMf£m,Ltc&y&m(Dtcfy(D, <b^tlA/s$7T;U^o SO© 
mmtLXs fammsmizttt%Axum^iz<£ymn^mnu 

^iAA$77;i/ik 

(2-5) 4b^!A/x$ 

s Amzrn^thznmtLXs jb^A^$7v;ntm©^ 
AXlifm^MLtcmfeWi)^ %\(DWM 

fammsmizttt ^Axi^mtiz^ y 0 
[0015] (3) AXUcM3iT£^#\ AXL^^ilU/c^ X(£. K^J^tCMt"i>A 

xL^^btc<fcym%\^mnbtcmxhz, (i -1) ^ u < & (2 -1) 
(C§E*6©EIIMj5£t] ; (1-2)gL<&(2-2) ; (1 -

3) gLOi (2-3) (CIES0M ; (1-4) (C§E*6(ZMb^t) A, f U 

<& (2-4) (ClBtStfMb^tlA^ 7T;Hl^ ; (1-5) g 

U<& (2-5) (ClEf60>£il^)£o 

[0016] (4) AXL^a^L/c^^\ IWE %ms &M. 
0% t) B$0is HfeilL #PM$Si 
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. tuim^ EFMHS. A 
(i - D g L < & (2-D (CIES©E^I 

m% ; (1-2) SLOi (2-2) ; ( 1 - 3) g L < & ( 

2-3) (C!E*6©{£ffl ; (1-4) (ClEStfMb^tlA, g L < & (2-4) 

(ClflStfMbl^tlA^ (1-5) & (2-5 

) (i-sE®(D/cJ^^T/io 

[0017] (5) K^y)^(C^'T^AXLSt^b(Ci;''J^/Ltt^^#L/c^^\ EGFRRI# 

MlZ&Z>y&WJZ.tttZ>W^t£St# U/cEGFR©Jgt^b^S 

flfci£xtt^si99ffl'e&£. (1-D tu<ii (2-D iztmowmm 
m-, (1 -2) £U<& (2-2) £!E*t©&E ; (1-3)gu<tt(2 

-3) (CIES0M ; (1-4) iZtmCDit^A. SL<& (2-4) (C 

(1-5) gL<& (2-5) 

lZ$m(DfemJ5)£o foZPJrMt LTs ^#J&0£ttT£AXLStefb£J:y& 

Kt:t£^§L/c^\ EGFRPI^JlC<fc£^lCttT£ffiftte£iS?#UfcEGFR 

(1-1) gL<& (2-1) 

(C|Bi6©|lMlJ^tl ; (1—2) ^L<(i (2 — 2) fClE*60f£ffl ; (1 — 

3) gL<& (2-3) (C§B*6©{£ffl ; (1-4) (ClEStfMb^t) A. f L 

<& (2-4) (C|E«g©jb^A^$7^;Ht^ ; (1-5) g 

L < (i (2-5) (ClE®©)a^)io 

[0018] (6-1) EGFRRi^J^^ffl^nSCl^^^^-ri). 

££3* ft] £ fF^ 3 ft £ iZ fF^ £ ft £ i)AXHcM 

JbZmffitLX, EGFRPM£iJ£ffiffl£ft£C: 

tZftmtTZs ( 1 - 1 ) KgEti©llli£M$$lo SO(DMmt UTs EGFRPI 

(2-D (CIBS©E^I^O 
(CMiMt-h LT. EGFRRiSSy^^ffl^nSCl^^^^-r^. (3) (C§E 

mvmmmmfto £^csy©iMi<hLT. EGFRPM&Jtwm-ztizzt*# 
mtT&s (4) (CiE®(Z)Emm^o £ b^Z^\(DfsMt: LXS EGFRPIS^ 
twmztizztzftfflitTZs (5) iztmcommtim^o ^b^mm 
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mtbx, d-i) iztm® 
SAXUgM^blCj; y 

UT. EGFRPlS#J£$E£ft£ £££&$[£ "T £, (2-
1 ) £AXLJgtt^btC<fc y U 
gIMo EGFRPlMh^^^tl^Ch^^mh 
tZs (3) ^zimo^mn^wjzntzkiLy^mt^^^m-K^mMLtc 
HMfflEEHMj^o -ZblCftMOmmt UT. EGFRPiM<hM£tl£££ 

lflfcMfflliiao EGFRPlWJh^ 
t^mtt^s (5) iztmowmmsmizttt&ML^'mkiz 

j: y 

[0019] (6-2) EGFRmM#\£Wm-ZtlZ>Z£*&&}itZ>s MUZM&tZ>&<D%t 

(Dimo o 
-2) JClB^CD^fflo Sy©f§*§£LT. EGFRPlS^M^tl^o^^ 

<hT£. (2-2) iC!B»0{^o EGFRPfiM«h{# 

m$tiZZ£*ft®L£TZs (3) (C|B%©Mo £ ^CSy©!i*i<h UT, E 

GmmMtim^ti^zt^mttZs (4) (ciatso^o s^icsy© 
mmtbTs (5) (CIBS®^ 

1 -2) izBm®fcmm£mizttTz>ML)&mkiz£i>)&m^n%Ltcm& 
mmmnm^<omik<otctb(o^mo £^csy©f§*§<hu-r. EGFRPIS^ 
Mm-ZtlZZ£*ft®L£tZs (2-2) JCiB^rotrC^J^^MfSAXLS 
t^bicj; ys 6 
izmommtisT, EGFRPi^y^^ft^^M^i-^ (3) tcis 

SAXLJS^btC <fc y L/c®>£MEMlJ5£ 

LT. EGFRPlM^^ffl^tl^C 

£ (4) SAXLJg^btC<fc y 
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LXs (5) 

[0020] (6-3) EGFRPI^J£#fffl;*ft£d££#^<h-f£. AXUcP^t"2>mfem 
(Dtctsbo, 4k^Ax&^(DmM¥ftiz.mm^nz>ik(Di&mo 
Ts d-3) (CIE®©^^ 
mmmt^Xs EGFR(2-3) iz 
IEi©ffflo £ b^Z^\(DWMt. LTs EGm&m}tim^tlZ>Z.ttkWi$kt 
T&s (3) (ClES©^fflo £ bi/Z^jO^WsMt LTs EGFRPlSSI^^ffl^n 

zz£*ftWL£tz>s (4) (C§E*6©MO -zbizmmmtisx. EGFRPI 
(5) (CIES^^O ^^izmomm 

t LTs (1-3) (CIES©K 
sAXL^^btc<fcym%\^m%Ltcmfem(Dtcisb(D{t.m0 £ 
LT. EGFRPMsi^^ffl^nsci^^^^-ri). (2-3 

) (c§E*6©m®£y>£i^c>tf-tsAXLs^btc:<fc yLtcm^motc 
sbcDimo ^>oi/z%\}(DW.w.t LTs 
%s (3) wm(D$%mnfemizttt%hyx.^muz&vm%\^mnbtcm 
y&m(DtclSb(D\%m* S^CSyCD^H^UT. EGFRPI$£iJ£ffiffl£ft£C:££ 
ftWittZs (4) 
m[stcm%tm<Dtc&>(D&mo stcZbizmcommtLx. EGFRISS^M 
-ztizzttftfflittzs (5) iztmofam^mizttt&ML^'mtizj: 
y [ytc^lfeW:(DtclSb(D\mo 

[0021] (6-4) EQ*mmnti%m^tiz>z.£?kmqk£tz>. Axucmg-ta^M 
(Dtctsbo, 4k^Ax&:z(DmM¥$]izmm^nz>iko fo&WMtLx, EGF 

(1-4) iztmoit^A. x& 
(2-4) JCiE^0^tlA/s$7VJU^o moWMtLX, EGFRPM&J 

tWm-ZtlZZtZftfflltTZs (3) (C!ES©jb^Agb< fcMb-£tlA 
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^$7 7JU^0 £ >bl/Zft\(DPMW.t LTs EGFRPM£iJ£$E;*ft£C:££Jft 

(4) (ClB®0^^AgL< 

(CMiMH-h UT. EGFRPMM,hM£ft£o££M£T£. (5) ICIB 

S0^t)Agb<tt^tlA/s$7TJU^o ^ b^Z^\(DfsMt. LTs EGF 

(1-4) £§Eii©tn;^J^lCtt 

tzML%mtiz£vmm^Mm[.tcmfem(Dtcisb(Dit^As ^KIJ ( 
2 - 4 ) iZ§am<Dtt.1&#\%imzttT£AXI_S1£te J: y L/c^)& 
^©/cto©jb^A^$7^;HtJ^o £ ^CSy©f§*§<h LT, EGFRRi#^y<h 

(3) (ciES^^^y^^^-r^Axu^b 
(c j; y u fc^&si© ©-fb^-ti ASL< & itsm A ^ $ 7 -7 
juii^o ^e>tcsy©^^ LT. EGFRPi^j^#fffl^ni>c:^^^[^-ri> 
. (4) (csES^K^y^^^-r^Axum^b^ctyffi^tt^^fL/c^ 
i©/c;s!)©ft-&lAg u < te-fb^tl A^s $ 7 "7 Stc-Zb (csy©fi*§ 
t LTs EGFRPMSI^^ffl^nSd^^^^t-^, (5) ICsBiifiDtrCiJfflSy 

^(c^i-^Axum^btci; y u/c^>^©/cto©^b^ AS u 
< (i^b^A^$ 7?^lk 

[0022] (6-5) EGFRPlM.h^ffl^tl^C.h^^^'r^. 4b^t)AX&^©M 
&<D£%}M%tt$tlZl9Ll3-tZ>Z£fr>ote2>* AXUCHIJST 

o ux. EGFRPfl^j^^ffl^nsci^^^^-rs 
. (1-5) (C|Eli©)^^)io m<omm£[^Xs EGFRPI#£y<hM£tl£ 
Z£%ftffll£TZs (2-5) (C|ES©)^^)io £ bizflxomfikt UT, E 

GFRPl^iJh^ffl^tl^^.h^M.hl-^, (3) 

%\(DWM£.LT, (4) iztm 
<D%mJj%o £^CSy©iMi<h LT. EGFRPI^J£ffiffl3ft£Cl££!|#$[£ 

(5) tC|Bli©)^^o ^M©!i*§<hUT. EGFR|SM<M#ffl 
(1-5) lC§Eii©^lB#J&£*lCttT£AXL^1£<b 

tzji^mm^mmbfcm^m^io zbizsijammturs EGFRPIM^ 
{m^tlZZt^mmtTZs (2-5) JClB^rotrC^J^^^-rSAXLS 
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tsbizmfommtbT, EGFRPIS 
(3) (C|3«6^/L^!J}^{C^-r^,AXL^ 

zbizmvmmtLx. EGFRPM 
(4) 

ztc^bizmommtLx, EGFR 
(5) [z%m(D$Kmm£mzitftz>h 

XL femtiz £ y mmttmm u 0 
[0023] (7-1) ffiffl£ft£EGFRR&#£iJtf, XJUP^"7\ ^7^-7\ 

/^-yxfcz. (6-D Jbzmmtbx, wmz 
tl^EGFRPI#^y^\ xjUp^-7\ Xltfy -f T-y'Xfc&s (6-1) (C 

i3i©Eiijiio wommtLT. M£ti£EGFRPi#£y^\ JDIU^-

yxfo%>, (6-1) ^sBSCDHH$iJ®^o 

[0024] (7-2) ffiffl£ft£EGFRPfi#£iJtf, XJUP^"7\ ^7^-7\ X&7 

(6-2) (C§Ef6©f£fflo &£iMi<hLT, ffiffl£ft£EGF 

RPM&Jtf, XJUP^-^ X&^7^-7"-e&£, (6-2) (CIES©^ 

fflo Sy©H*i«hLT, M£tl£EGFRRMS£y^\ JUin^-y'XfoZs (6 

-2) (ClEtfcCDflMo 

[0025] (7-3) M£tl3EGFRPfiSWs XJUP^"7\ *f~? 4 "51 — 7\ 

= (6-3) (C§Sf60{£fflo &3iMi<hLT, 0fE£ft£EGF 

RPM^y^ xjUP^-^s X&^7^-7"-e&£, (6-3) (CIES©^ 

fflo SUCD^^LT. M£tl£EGFRRl#£y^\ JL)VU^-y'XhZ, (6 

-3) 

[0026] (7-4) M£tl£EGFRPI#$!J^\ XJUP^-7\ ^7^-7", 

/^-y'XSSs (6-4) (ClE«60^^AgU< &<fc-£tlA/s$7v;U 

IlJ^o £>£iMi<h LT, ffifflSftSEGFRPM&Jtf, xjUP^-7\ X&^7 

(6-4) (C|ES©^b^AgU< tt-fb^tlA/s$7VJU 

miko mwMtbx, ^ffl^nsEGFRPMsy^ xjup^-y-cfc*. ( 
6 - 4) \ZUW.(D^m Agu< fcMb^tl A ^ $ 7 ̂ JUS£i^0 



WO 2015/119122 14 PCT/JP2015/053018 

[0027] (7-5) ?y-(T-7\ 

/<^-y-es^s (6-5) izs5m<Dfemjo%o r, im^n 

£EGFRPIM^\ JL)lU3--y\ Xltfy 1 (6-5) tCiB 

%\(DBM£LT. #fffl£tl£EGFRPI^£y^\ JDVU^-y'X 

^•2>N (6 5) 

[0028] (8-D 4b-&®Axtejz<DmM¥&iizgtm$tiztks RxtmM^mz&g. 

/cliiMitfcot ^tftm£n&zt&<&&11 

[0029] (8-2) 

^?ti5 mm EGFRPM&I IZ & & y&m m nt % mm % mm u ̂ EGF 
sins^^msu?iys 

0>£MHHMmtJ-CEGFRPM&]<h M £ tlZZtZftWitTZm 

UlSfl^o 
[0030] (8-3) 

s n & mm ̂ mtzit^m^zny,xmm^ mm u tc a m 
o x. t\ms n 

[0031] (8-4) ib^AX&^Vmn^folzm^tlZiks 
ztiz mm & ##t -s *> x -f=? ^ yiz j; ̂  fern K n t % mm % mn u tc E 
GFR^apit^^roM®©^ffloTS isx-f^^yt\m$ 

ti&ztzftmttz nnaamtio 
[0032] (9-D foffiMtwm-ztizztzftffitt&s fammfemiztttzAXL® 

R&^(Dmm¥$)iz^m^ftz>ik(Di&mo 
[0033] (9-2) EGFRRIEGFRPIS£y(ci:£>£ 

miztttzmm^mmLtciotm^mm^m-t^'mmms sin 
s u ?)\,*i3T4 7%m®femmmm&.im<Dmzk<Dt£to<Dk,'&tfa 
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[0034] 0-3) 

[0035] (9-4) */Z77?>£Mm-ZtlZZ£*ftWL£t2>s 

[0036] do-1) fcmmtimzn&zttk'&ffi.tT&s smmsmizntzML 
%&4kiz&v%m^m%Ltcmfem(Dtcisb(D, A5u**<Dmm¥$i 

[0037] d 0-2) EGFRPM&KCJ;* 
femizttt&mm*Mm\^tcEGFR(D%mbmm*mTzipmmmms m 
n^xti K u 7°^*#^ y'%m(ofem(Dtc®(D4t^Ax&:z(Dm'M¥ 

[0038] (1 0-3) fc¥m%i#\£Mmt!tiZ>Z£*ftWi£tZ>. 

[0039] (10-4) */Z77?>£Mm-ZtlZZ£*ftWL£t2>s ^^=7^y\Z 

[0040] (1 1 - 1 ) tt,m#\£Wm-ZtlZZ£*ft®i£T2>. trC^J^tCM-rSAXL 
%&4kiz&v%m^m%Ltcmfem(Dtcisb(D, A5u**<Dmm¥$i 
IZt^^tl&iko 

[0041] (1 1-2) EGFRPMSl^^ffl^nZZtZftfflLttZs EGFRPM&KC <fc £ 

femizttt&mm*Mm\^tcEGFR(D%mbmm*mTzipmmmms m 
n^xti K u 7°^*#^ y'%m(ofem(Dtc®(D4t^Ax&:z(Dm'M¥ 

[0042] (1 1 -3) fc¥m%i#\£Mmt!tlZ>Z£*ftWi£tZ>. 
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[0043] (1 1-4) */Z77?>£Mm-ZtlZZ£*ftWL£t2>s ^^=7^y\Z 

A x cDMM¥ ft tc fF # £ ft & ±^0 

[0044] (1 2-1) 

¥mz&n-$tizt&(Dm%}m%:ttmzi9L5-tzz£frbteZs tc 
ttt £Axugte<btc <t y L/c^^)io 

[0045] (1 2-2) fc^tlAXti^© 

EGFRPI# 

"MTMnPilllXti K U ~P)l/^j3~r -f 

[0046] (1 2-3) fc^tlAXti^© 

tc*t 

[0047] (1 2-4) fc^tlAXti^ 

(DUM^ft tC fF^ £ ft £ £ ft t^C 1" £ £ <h £> ft £, ^>X7° 

7 51 > tc j: & femtzttt u /cEGFR^apitt^^©!^©)^ 

~^3 /i o 

[0048] (1 3 - 1 ) ^tlAXtt^ro^H^fttCfF^^nS^^^-rStrC^J^ 
mizttt&Miy&muz&vmm%m%Ltcmmhmnzfc^T, ^mm 

[0049] (1 3-2) lb^t)AXti^©Mli^fttCl^£tl£j££#;pi-t£EGFRRiS 

mz&z>%tmiztttz&tt.fe.*m%[stcEtfR<D%feibum*Gtz#'Mm 
SlllS^Xti h U 7°^*#^ 7"?L^©)^^ye^^T. EGFRPMS^y 

<h ft £ o <h £ M <h 1" £ £y o 

[0050] (1 3-3) <b^tlAXti^©£!i2£^fttC§^;*ft£J&£^T£<b^& 
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[0051] (1 3-4) 

?>iz£z>£mizttTzmmzMmLfcEGFRmmm'tmMiim(D>£mM 

[0052] (14-D 

Zh-oZ, EGFRRMS^y twmztizztzftfflittz 
[0053] (14-2) EGm&mMtim^ti%z.ttkn'i$ktt%s EGFR^R§I£©# 

[0054] (14-3) EGEmmMtim^nzzt^n^ittZs Ewmmm^mt 

o 

[0055] d 4-4) EGFR^R§I£©# 
^mmBim(D}^m(Dtcisb(Dit^Ax^:t(DmM^iz^n^nziko 

[0056] (14-5) EGERmmMtim^tl£Z.t^mtt£. \t^®AX^(D 
WM^mzm^n&ykvmshm.EGFR^S 

[0057] (14-6) {t^A^^CDmm^mzl^^U^^MtZEGER-^m 
m^mpmmmmmsmMzfo^T. EGFRPM&Jtwm-ztizzt 
ttz>n o 

[0058] (1 5-1) RXfmm^mz^-
n^nzmm^^TZAmzmmtzmmsmmwmmmfto 

[0059] (1 5-2) MLlZMMt AXLtfimfSSE LtcmZfoZ (15-1) IZ 
§Ei6©EMlJ5£t)o 

[0060] d 5-3) MuzM^tzmtf. $mm£mizttt%ML%>\^tiz£v$m 
'\^m%y,tcmzhz, (15-1) (ciE®©Em^0 

[0061] (15-4) EG 
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FR-31 (C & Z>t Z>mmtkMm U fcEGFRCDStt 

(1 5-3) 

[0062] (1 5-5) EGFR^P^V^r^-ifPlS^^^ffl^tl Z> Z 

(1 5-4) 

[0063] (1 5-6) EGFR^P^>dr^---trRlS^y^\ x;UP^-7\ ^7^-7" 

7 ^ b ft £ t¥ J: y £ ft Z> EGFRf- P > =>r i~ - if M^J"e fo 

(15-5) (Cl5S©E^im^o 

[0064] (1 5-7) EGFR^PS'V*-}—(15 

— 6) 

[0065] (1 5-8) 

. (15-D frb (15-7) <D^tnhHzmM(Dmm&®Mo 
[0066] (1 5-9) -fb^A^$7 

-?)\oWkZ&%>. (1 5-1) frh (1 5-7) (Dl^ttlAHClBSCDE^ia 

$Ctio 

[0067] (1 6-1) <b^#JAX&*0£jl|£^tofC§^£ft3^ RXfEGFRf-n ^>> 

*-*—-tfPflifftk &xflzQM¥#Uz^$ti&MMffl%'SGTZ>MUzMMT 

[0068] (1 6-2) AXUcM^-t3^\ AXL(16-1) IZ 

BMcomM$R^o 
[0069] (1 6-3) AXUzmgTZ&tfs ^AXL^t^btC J; y}gi/C 

&%m^isfcmv$>Zs d 6 -1) iciB«K©EH^tio 

[0070] (1 6 - 4 ) tn^SU^lCttT SAXL^^bJC <k y EG 

FRf- P > V If PI^ftKC<fc £^LZtttZffitrCtt£ KSf# L/cEGFR©^ 

(1 6-3) 

[0071] (1 6-5) EGFR?1 PtfPMftltf, xjUP^-7\ ^7^-7" 

%.xf 7^£ft£t¥<fc y £ ft£EGFRf- P*>> =>ri~—ifIfiWJ7?fe 

(16-4) (ClEtfcOEMIJ^o 

[0072] (1 6-6) EGFR51P^V=sr^---tzPI#^J^\ XJUP^" (1 6 
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-5) (C§Ei6©EMlJ5£t)o 

[0073] d 6 - 7) (16 - 6) 

«Do 

[0074] (1 6-8) (1 6-6) 

o 

[0075] (S&&HI1 

Mm 2010/128659^/* V 7 Is y h) ICsEiifiDifr&lCtfcoT, 

}£lZ <fc ^TAft £ o -c $ £0 

[0076] t/c, ik-SMAfDmrnnik 
zmmis. m%s n^xnit BOitymm. mm. u 

drlts Mts 7°Pt°^->It. *>n.£8L "7PV8L P/\ 

7^Ht. ?LIts U>P"1ts 

>vy>/u;i5its v 
>3JU*>I£, p-h,/n>3ju*>it, yx/<^^y 

Its #J\/$ $ £>ti&0 &fc\ r^b^r^A 

ictt, ^tiA^ratk MA. 
^tc. 4t^A(D)%mm%(Dm^1l\lik 

^r"atjNo 

&fc\ ©&£fi*§<h L-a£ 

s ^\(D?sMh LTtis 
Jkifmibu, $ bizmommt 7^111^#^ 
tl£>o 

[0077] fc-£y!iAxiz?<Dmm¥toiz^$ti&]£&$GT&mm$aj$y!itts ^ 
IP*>. 2£#JfflE^J^2££yfflJStt# 

*L&k ti7izJl>#k II^Os Ms y&frMlz&zmn&S-s 
x&s HISSF^ I$MI*U mt ifcs&k m 

mxmmiz^zimn&^-v^t 
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nmzMzh o T t <fc IN0 

[0078] Ms 

fc< t*, 1 ffiOTS1£fcE^J£$I^£ft£0 ^ 

Tt<U\ f&#\5UZ%#\lZij&Wlz& yfe£X&l;£t£SL < &Jl;§ttt)lt© 

7 JUA-c^flgUTt <fci\, 

mn&5-<Dtctb<DfoM.2£#Jto£fF!g;*ft£¥L$§&k ;§5<m H 
)i£y. ^>P>> 70£yX&x'J^>jU£y^£#<^ 

JftJGR&k 0] A teltt[7K X tt x * y - ju £ #fr0 

^yj^cpr^b&k ;S)i^y. K^yauaftiism #m#k mofc&k ^ 

My^ttLti\tt<ti\ 

[0079] #mn&5-<Dtctb<D£$fimz. M a © ZK 14 x & # TK 14 ® m M , K^yx 

#7Ktt©)§^y<h LT(is Mz.tfx* J-Jls(DJ: ?&7Jls=l 

-jimtfhzo £e>£#3Hb&k Rfinsi. um#k ?L 
^b^y. #ifc&k £^b&k X&;^?MS;!]£y£#^t<U\ oft<M£$y;U£ 

7- 'J 7fta7 -f — £:jfit~/Jii/§k lxa^y©IB-nX(iMlt(ci; ̂ tls 

ik^ti&o £.tcs lj£ffliulc&sHi7j<x& 

[0080] 1B0&-M&. y ^0.001-100 mg/kg, U 

£ L< £0. 01-30 mg/kg, M(Cfc?£ L < £0.1 -10 mg/kgrffig^-CfcV. oft 

^i0-e^s^(i20~40(c^^T^-rSo ffs^$^£ft&ii^£. ia 

©£«&. WM^tc y ̂ 0. 0001 -10 mg/kg«^T\ 1 B10~*ti£0(C^ 

t/c, mi&m#\£[;Tiz. M^fcym001-100 mg/kg^i 

anu-miu^^^T^-rso tesy#£#jiUT<@ 

>5? ©*!£-tCJTS UT^ ft£o 

[0081] £y^ Eff^y^»^y©ffllI(Ci;^TS^^^\ * 
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01 ~99SM%S foZ>WM£ LT(i0.01~50fiM%©^b^ 

[0082] m, 

x.bnzm*(D%tm#\£Mmtzz£tf-e%Zo $> 

msB^syefeoTtsy^tc^j-fb^ftTiNTt<fciN0 ^ 

/ ̂  - 7°© <fc 9 &EGFR51 • *> > ̂ r-f~ "tfPMftk h7^7X7 7(D <fc 9 &HER 

2*-f—tfPM&k Rtfti)\stf70?3Ly(D&:?te70?3Li-m%0 

H%^!l 

[0083] 

[0084] ^«yi jb^A©AXLdp^— 

4b^t)A£^^U3JU*^> K (DMSO) (C)^?u §iti$>j§Jt©100fe>j§Jt 

©^^liML/co b\ZT*f\L4 7 7- (20mM HEPES, 0.0 

1% Triton X-100, 2mM DTT, pH7. 5) (CT25{£HfKLTW?t)lt;^<h L/c0 

mmLtc^cD^m^tco 
7 7-(20mM HEPES, 0.01% Triton X-100, 2mM DTT, pH7. 5) 

(CTflM L/c5ML©4fe)jiSM^K;^ 5ML©4fe)jiSSK/ATP/#S}^ 

&tf10AtL©2^lJt*:f—-7°PH0U>M3847xjU7°U- K©7 

x JUl^TiftTn Ls ^/mHCT10tP^JxJ&^"1±/co SJt&CSKtide£$t}f|£!j£1000nM 

, ATP(iit)jiS50MM, Mg(iit)jiS5mM(CTM L/co 60yiiL(Z)^-$ 

^• — :> a y/^v 7 T7 — (OuickScout Screening Assist MSA (Carna Bioscien 

ces) ) £MLTSJ^£{¥±£1±/CO Ft 'J >mt 

/^7°51 K^TS LabChip3000 system (Caliper Life Science) (CT^IIs /iim 

L/co *1-—(S) tvymk'iJTFtf-

<7jm^ (P) fr£>f+J|£ti££j5£t)J:t (P/(P+S)) (CTiiLfco 
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£T©ixJfc=iytf-*y h£#fr=i> J^JKDW-

WWk£XM1kZ(DK\&^ yifs-^y h £#&/<-/^7 y 

^>y w U ^)\s(D^n 

is?j-J\sfr bmw%5in L/Co IC50{gM^»)jiS«hPlM(ci;^7oP v 

K £M%Mm^(C <£ y 4/ ̂  y ^ © • $/ 7> x- < v £ fl$g(c &X £ 1± T 

tfefco 

[0085] <b^tlAttIC5Jii£ LT. 0.70nM©)jiS"eAXLdr^—tfS1££PI 

S L fc0 

[0086] HMJ2 t; (St®S§yEGFR^M^) J; y 

®3t L fcAXL^lJ;PgIl«£ffl LN/ci^it»JM( i n V i t ro) 

AXL ORF^:^ (Gene Bank accession no.: NM 001699) ^"a^jpMXs^^*? — 

(AXL/pMXs<hl^g L/co ) 4Mg^% Ay 7°^X$ KVSV-G 1 >u.g 

($ h "7 >7v 7 x ̂ 7 a >§Sil (LipofectAmine2000 ( 

"7-f 7"^^ y p*J—X) ) ^rffilNTs GP2-293Av >r — isyWfiflfe, (^^7^ 

^ypy-x) (C^AL/CO mx2Bm(omm±m^. uhP7-nux<hLT 
[°]JjXLs ^U7°U> (polybrene (Sigma) ) ^il-)jiS6Mg/mL(Z))jiST'^JP L 

tcm. t: K#/jN|fflW^«ttPC9«(C»L/c0 2am(cPC9«©iM± 
/W^Ts RPMI1640i^±te (sigma) tC 10%^i£[l5W (-f Vtf h P isny) ^.t/puromyc 

in (invitrogen) £$|->J!l3;0.1 Mg/mL(CT^JP L/ctCDd^^ Ls 1 

yfrfiitco P> hP-,iUffl«<h LTpMXs£^]*§& 

}#mc<£y>IALfc«^«U PC9 vec. tlft£Ltc0 AXL/pMXs^A« 

ICHIUTtt, $ t>lZMLMf£%tBJ&&M1&T2>tcisblZs lt)j§Jt300nM(Z)x,/UP 

^ ~ ICflflP L3B £ d <h T\ AXL^S^Ill-£PC9«£ 

IXtfL/c (PC9/AXL<hi^g L/c) 0 

IXt# L/cPC9/AXLi||^(hPC9 vec.«£s ^tl^tlRPMI1640i^±te (sigma) 

%m^Ts 3847XJU7°U-K(cSfflL/c0 M B ICtii&lJglCJfc L/cMi^b^ 

^©DMSO}^ £fc&DMSO©<^»JPU 5%C02#£T, 37°C (C T4 B ̂ ip# L 

tc o ^(D&s (Ce L LTi ter-GLo(TM) Luminescent Cell Viabil 
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ity Assay (Promega) ) U/cQ DMSOS|-e©}l!]^Lt£0% 

»js ut 

btc0 i00nM^tiA% &#x 

)in^-y^m^tc.0 

[0087] JLJUn^-yMPCQ vec.«®±i^^^Xp$iJLs ^0IC50fil^108n 

M-e^-^/co AXL/PC9|fflfeft bt(t XJI/P?1-

±#PfrJ1" £££&&<* itisM®^&33000nMfc£^T:&«CD£#^&73% 

xh-otc0 t(D-i5. 

IZ-D^Tte, AXL/PC9^J&©it$fi£50^±iCpfrJ U ^nMaMb^A®#^ 

T? X ju • T - 7"&56nM© IC50{g (C T AXL/PC9«tt(D W& £ Pi# L tc0 

£00#, AXL/PC9$fflJ^C£tt£ U >iHbAXL£, phospho-AXLj/Cl* (R&D*±) 

K(Ci;''J5imL/c<h^5s 100nM©jb^A£>#£ 

TTii^^tcAXLu^tixay, Axum^M 
btitco 

PAJKDZtfr^ it a® A (i, AXL/PC9«$UC£^T. AXLJg^biM £ 

fr L TxJU • ? - 1" 5U £ £ # 

[0088] 1113 x;UP^-71MHCC827^TlM^OX^^KCft'r^jb^A 

£ XJU p 51 - 7"#f (C <fc £KJMM(in v i vo) 

(CB17/Icr-Prkdcscid/Cr ICr Lj% M, 4®^ (B^^i? -

AX>Jy<-) ) <D#SmcHCC827« (EGFR^f||$it£©Jffii|S«$0 

fitU HCC827^TlI^T7 3>;M/EJ5£U/co x^pf - 7"£12. 5m 

g/kg/day©fflfi-e 1 B1040 B mmP& d £ IZ J: y, x;U p 51 - 7°ItttH 

CC827^TlI^T7X;ET1,>'U^:tI^L/co HCC827|fflJMM£x;UP^ —7'" 

JDvn^-y'mmiz^yX^P^-^CMT&®ft££3ii§ 

[C £ IN T AXL % T«!J •f^^x;UP^-yjcMt"S 

RZfis AXLjl{E^^^AL/cHCC827(DAXLS^IItt^xJUP 
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(Nat. Genet. 2012 Jul 1 ;44(8):85 

2-60.) o 

xjUP51-7litMC827;£TJl^r^^T:;,MCft LXs xjl/P^x?" ( 

Ul/Pf — : 12. 5mg/kg/day, QD, po (n=8)) „ -fb-o^A (-fb"n 

^A: 30mg/kg/day% QD% po (n=8)) % X&s JLJin^ — Zt (12.5 

mg/kg/day) A (30mg/kg/day) — ^<h'fb'n^ A 

QDV po (n=7)) L/c0 HH 

L tc x JU • ̂  " 7"ItttHCC827^TJl^T 0 ©fu 
a (C)i^ Ltcmmwm^. mm ufciJU• 7~itttHcc827^TMT7x 
^ET^KCftlf •2>}x-§Llfl£n 0 UTfs^ffl U/co 

[0089] Ip^^rlH 1 (C^t"0 

MB L fcx JU • ?- 7"ItttHCC827^TM^ 0 X ^T)l>lZtt't Z 

0 £ 1 xjUP^-7^k&^$^£335.8mm3 

fr£>484.\rn^(DmmWn(Di^ Ib^t) AJ£M^i#-Ctt339. 2mm3fr£>739. 
2mm3^(Z)Sfi1*^(Z)±^JP^^^tl/co ~15. -? £. A £(Di#m 

?¥(ca^T(i341.9mm3^^184.7mm3^(Z)Sfi^I^(Z)^jN^^^tl/co 

oEGFRPI#£iJ-e£>£XJUpfz^©^ICW L 

L/c^tcftLT. 

X )V • 51 - 7" <h {b^ A t (Dffi B13¥"C 

£l±© £ <h XJU p 51 - 7"ItttHCC827^TM^ ̂ ^ffiKC £ IN T 

. 4t&®AlixjuPfz7^©f|icd; yffi**feMI<DS§>jN£BS$f£ o <h 

iHs§£ftfco 

[0090] ^»y4 K^y^MiI©HCC827^TM^7X(Cft'r^jb^A(hXjUP 

x -?*$• ̂  (C <£ £irESfi^lW'flC|n v i vo) 

HCC827^T|B^7X^«L/c0 H 

CC827^T|S0T7X(CftLT, vehicle, x^p^-7" (xjl,pfz7"fS 

$-58*: 
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12.5 mg/kg/day% QD% po (n=5) ) % -fbn^A (Ib-n^A^itfx-^l : 30 mg 

/kg/day% QD% po (n=5) ) % XJUPf1-^ (12.5 mg/kg/day) RXfit 

-n^A (10 mg/kg/dayX(i 30 mg/kg/day) — A <hCD#f 

po (n=5) ) U L/c0 

[0091] 2 

m 1 xjup^-^b^tiA 

(c & ̂  T Mb-SMi A © mf£# ftuc x ju p 51 - tb 

£tcs 30mg/kg/ 

day£0ffifflS#lC£lNTtt£-5m 1 frB &X fcSfij*©?li^it&iEfl£ ft& 

fr-otc0 

\>l-t(DZ.t-frb, xjUP51-7"i£^x^¥©^ll<hJ:b$$LT. EGFR^SPI 

JU P 51- 7"<h (C <fc y ffi&CDSIftlftffl d <h i?ls§£ 

tl/Co 

[0092] ±§E^«y3&tM(Ci:y, XJUP^ " 7<hlb^t) A <h 

L TEGFR^apftt^S^ffl^-eS) £ HCC827&-FJUSv 7 X (C £ , jb^ 

$i A t x;u p 51 - 7"«h ©{jfffl tc & &mM(osMM^m (om^ t u 

tco IP*>, EGFRPM#J^lC<fcyAXL©fg^tf/LJIU 

^©iSmEGFRPI^y(Cft-r^ffiKtt^St#L/c^(Z))^MEm^©^ 

[0093] ±§E§i»Ci:y, 

t/c, 

l&tfAXL© im fSSE L /c^«©±^it £»J L fc0 £ (C ttAXLtf im fSSE L fcUffi 

ifflj® £ is*# £ -t± /cK®=t T JKC & i vx. x ju p ̂  - y t (D iz £ y >m (Dm 

m&tmt&zttimm^ntco oty, EGFRPi^y©^tcj:yAXL©^ 
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£ tl&ik £ EGFRPIS^IJ <h 0{%m iZ <t y »J £ £ <h tf&im$ tlfco 

s ta^Sl^lCM-rSAXL^^k^cfcyffitrClt^SltfU 
ltSfflt15o tv tolls A 

£AXL;mtei: y }g 
Lfc® £. (C J; y >£Ht £ £ «h "C $ 3C 

[0094] *wmmn%&m%(Dm®}i&fizfoz>, 
Axuc^T£^>&M!iiiMj$tk mom 

i&t UTAXL^^IIL/C^ME^M^ £ bizmvmmt Lx^mM 
%miztttz>ML7£fe4kiz&i>) 
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HacOlfiH 
^111] 6-x^U-3-({ 3-p< 

U Vy-\~4 Jl/]7i-JI/}7$ J )-5-(x' K "y t; K P-2H- y-A-^ 

iks jkxfm&¥$itz^-zti2>mmy 

^cII2] AXLlzMMT2>&tt\ MLtfMf£%tLtcm-Z$>Zs ll^ll WCsEii© 

^ii3] MuzMMTzmtf. $mm£mizttt%ML%mtiz£vmm* 
St#L/c^-e£>£. II^I11 (C|ES©E^I^o 

5RII4] £AXLS1^blC <fc y }Ktt£St# EGFR 
51 • *> > dp -t—tz (C <fc £ mm IZ t £ ffitrcte £ St# L fc EGFR© 

Il^il3 izIE®©iilll 
«Do 

#Ji5] EGFR^ • *> > dp -t - -tfpM^y 

&ya~e$>z>. Il^iI4 izIES©lilMo 
^Cll6] EGFR51 • is >dp^- —IzRiS^y^s JL)lU^~y\ ?7 4 T — 'JTk.'tf 

=? J ^ - -jfrb & z> m £ y M$R ̂  ti z EGFR^ • *> > dp-f - a ims^y -e 
$>&s BM#JW5 lZEEM(DmMM!$%o 

^cII7] EGFR51 • is Vdp-^- —iz'PfiS^y^s JUUnT-^ZfoZs II^II6(C 

iE^©HHM^ctlo 
^118] 6-i^U-3-({3-* F^iy-A-iA-(A-^^-)l^=>Vy~^-^ 

U Vy-\~4 Jl/]7i-JI/}7$ J )-5-(x' h "7 t; K P-2H-y-A-^ 

)i7$ j)¥7i/y-2-t))itf*y-$i 

Hkt\ 6-i^U-3-({3-* hdpi/-4-[4-(4-y —NU) 

tr^'j vy-\-'r;u]7x-ju}7$y)-5-(^ KP-2H-H°^>-4 

—r;u7$ y)e^^>-2-^ju#dpHt$ K-e&&, il^n 

7 ©iN-f tifr—iI(C|ES©E^I^o 
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U Vy-\~4 Jl/]7i-JI/}7$ J )-5-(x' K "y t; K P-2H- V-4-^f 

Hkt\ 6-i^U-3-({3-* hdr^>-4-[4-(4-y HU) 

tr^'j^>-1—r;u]7x-ju}7$y)-5-(^ KP-2H-H°^>-4 

m*m 1 ~ii^ii7 ©iNi*tL3bN—JitciB^ronnM^c^o 


