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£d<h^?£lAN0 EGFRPMSl^©^^^^^ ^EGFRRIS 

m iztttz u & ft b >&i?£^ 9 /c£ it, *%m iz# & 

IA\, Ifs ffi&V-fc-tegCDfc 
&><D&mzBiz 1 mgjg-c&y, cT&g&3 2jmc 1 mgjg-c$>z>z.tt 
®/0>7^bs 6 

ifs 
[0029] ^B^tc^SjSS'lt^flU^^aiNTffllN^tLSJfajSltV^U^ 

itelCE G F RPI^ytC^LT^yittt^^LTlN/cM^^^^^^/j-

fcCDT&oTfc <fclN0 igi(CE G F R Pfl^&UCtt LT^yittt^^ LX^tc 

W#Xfo-oXbs MfcV->7J\sfrt>&mM<DK R AS»{s?fi5M£I£X& 

y/<7Mtf &Hti£ftft-3fc*!-£•(c(i. ^te ̂ ©MW>7° 

JU^mx£tlfc0t£jC£LNX, EGF 

T££0 ^(Dtc/sb, EG F RPMSy^ESfflf £££lC<fcy, JMifs/Jv^ll^ 

t#£tl£pTtgtt;6^N(h¥U£T$£o &IZS m&y-y-jll-frb^mw.o KR 

[t^(DM.m^yzf)vtfmsL^titc^^z^x, EGF RPis&Kcfcrr*® 
S14tf<£<. EGF RPiS^Jlffl LTtSfi^/jN^m^f^tl^lNPltgtt 

[0030] *f%mz&zm&&:$mi5feiz. EGFRPM&J£v?*\syvtz&m 
^fr£>M^ft/cMW>7°,MC>tf LTft? IA\, ddT\ rE 



WO 2014/148557 15 PCT/JP2014/057556 

GF £&s EGFRRi^J©^HMS 

tk&tttcmZs ^iEGF 

w- •r & y. ^ ©m icM<D E G F R pa^sy ©&HMS £ g w- <fc 911 & 

%*mmtZo EGFRPi^y^tc^yittt^^tfr^ii^^^^^ u 

T"? lyyiymlZ^dt>Sk^(DK R A S (DX^j $ Z tlZ£ V s >J 51 

* EGF Rpi^jro^'tt^^iy-rsci^^-e^so ffcto 

*>, V?+ls>¥nilZ&mgfrt>1$Wt*tlfcltlL)&+t>7Jlsfrt>gm%!<DKR 

ASlfeffi 5fe^ItX &^ (D * > / ̂  ft &l±l £ tl ft o fc*!£- (C ^ §£ 

EGFRPM&Kcttrsigfcgtetf &y. EGFRPM&J£vr^is 

> VTZ> Z. t IZ <fc y e>ft£ RTt&tttf imIN <h¥U£"e $ So $ 

IC, R AS3a{5?G5fe&$Xtt^©* V/^ft 

^tl±l^tl/ciI^(C^ ^^fliEG F RPM#JlCttf£!ifcgtetf{£< 

„ EGFRPM&J£ u ^ * U >V LT fcbtit*INprfgtt^ 

M^trn'Mx^Zo 

[0031] &fc\ EGFRPM#J£'J^*l^>*T£iiulCgtt£ffe©ftffia«££U 

VZZ£tf-e%Z0 UTtt. 

. K^H^nfeEGFRPMSl^tt^SiSm© 

<fciN0 

L-ai. #?^ft2££y©£2i£^£. 

IA\, 

[0032] brimM-tnt* Mmn&x.imm#mmmfe*mt 
£-fb£-$i"C£>yf#£o Mfofttzte, (i) ftiftSirc&k no^ 

i/)i, S/^kTx y)W^£ys 5 -y jitn- 2' -T#* SsO'JiSy 

s kTX t: K •=£*>£ IsTs X&P< h h Udr-te— K ; ( i i ) D N 

ABT^^J. m?L&s -?\s*^4*/y\ (i i i) DNAMJ, flUtf. 

^•7A^>Jk ^Xy°^^y, ^0 P^T.7 T7 $ K\ Xlit'f hPS/i> 
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"77^-K; (i v) 4 K'J ( K^r 

KP> ; (v) 

r'J7ii; (v i) V^--tz I t> >7° S-tz*>X Xtt 

h^7^t]>; (v i i ) — "tz I 0!l*.l£i K (VP 

-16), K ; (v i i i ) W&MM. 0iJ*.tf=UHz$ K 

, PJUt-^X A7 U ^ ̂ rizJU (pac I i texe I) % If>7°"7X3~y 

, Xte^y? ; (i x) dp^—tfPM&k 7^#H°'J K-

Jk X^^PX^'JV, ST I 5 7 1 (CPG57 1 48B) , X&UCN 

-01 (7-t: KP^T^^PT^'J y) ; (x) JH *&*&!&££, 

7°^51> (th i op I at i n) „ PS — 341, 7 [S — 

k ET-1 8-OCH3, S 7 >3.7 x 7—tfPM&J ( 

L — 7 39749, L-744832) ; ^ 'J 7 x y 00*. >7" J Hz 

b^^7hP-Jk f-tz^y-Jk 7^ 

77^ try^ 7^/<J-JI^S y°us/7—*sy&. ^v v ym.Rtf'tvwi 
; (x i ) KX(i7x>U51-K ; 

(x i i ) xX 7d"77^-f K\ XI* L 

H R H7>^P"-7 h;6*#ttl£o t/c, 7*'J>I£S 

-fuy^x yotjuf^v, 
tti£0 i ffi© 

[0033] EGF RPlS^y^^MSm^jb^^y 

©&££^£fTl\ tfD&^blZ EGF R PlS^y©'J ̂  U X>£^£ LT 

^>7°>/kC^ LTfi? ^-fb^^l 

«hLT(i. 7JU;tP7^:>,'k 7*'J>I£S ^r+f U 7°^51X -f U ^ 7^ 

X S/^tTX 7)W^£ys ^fA:>^£X HKPdr^UZs ^ hh 

Udp-tz— k 7U;t^M:>X ^7P7A^>Jk i>77°^51>s :>7P7;t 

X7 7$K, K=£7JUkT*>X ^h^r+fVhPX ^>7°h"tzi>>, k1^ 
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2JX K\ UJliK\ rt<7 'J $*1z)W £>7^7, 

^X tTV^'JT^X 1 i|fi 

X&2ffl^±T&£d<h;6^?£ IA\ 

[0034] ftJlE^^IW^y.h LT(i. -tr7dri>^7\ /^7A7 7\ 

<*>"77\ y7 4 -517\ x;u• 51 -7\ 1/^77I-7\ £ U V> — 

7\ X-^-y\ V77i-7\ I^P'JAX h7^7X7 7\ =H^-

7\ &T/"J 7^rvV7>1 MX(i2M1X±if b 

tl'So 

[0035] tusBXig (a) M+f > 7°>/U^(Z) K R A S ^ 

<, (^rVADNAXttmRN 

*i!±!Rrtg-e&£d<hfr^ KR 

fu§EM+f>7°,iU^(Z)K R A S©#®©^, J&xf 

mt^vyyji^ommD NA^^ 
M^s§y©K R A s»{E?G5fe$$tf&di£ft£frSfr£II^£c: ££<fc 
lJlT9^i)tlU\ KRAS»fe?fi^ii:(i, KRASife?®^ 

7ADNAL< KRAS © m R N A ©£J|g L 

Oi^CDSltfh tulBmRN A©^SSL< LTt#/cc D 

NA, (PCR) #lc<fcoTAlftlc:ii 

^i± bti^Q 

[0036] M+fV^U^^K R AS»{s?fi5M«©*i!±!^ tl/c KRAS 

Mfe^"S5fe^I^(Z)mfe^"SyCD$;/E:(is ^(C <£ y ft 9 Z £ $ 50 

[0037] R AS©#£^©X^M^;U£, «+f> 

7°JU^C#£tlT^£K R AS»{s?fi5M«£. f^^PCR^ffllT 

Ktt©Kpy7°uy hf 

i/^JI/P C R (ddPCR) CDJJMT (Hindson, et.al., Analytical Chemis 

try, 2011, vol.83 (22) , pp. 8604-8610) %mmtZZ £££*>), 

tc^Htst z> z t tf-e $ z>o K • >> 7° u >> h ©iw# w-ntf# IN S £\ 
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0. 0 1 ZtMZte, 

-^©^^Sr&di'f 1 0, 000 KPy7°Uy Vif&WZ1bZ> 

o ^(DtctblZ, 

tiitt IA\ D N 

U>yu p-jUX^yj-trn-Mts mmf£-£0. 1 5%J2TFIC, XttT r 

i t on-Xtt, l&m&O. 0 0 0 3 %J2TF"C£> £££#$?£ IA\ ±IB^ 

fu§Eit>j§Jt^±(C&£ <h K • v 7°U v h IZ<fc £xva >i£ 

U £ d £ Eft left £0 

[0038] t/c, II PCR 

£i5-5oHt-r 

iK R AS07'JJ^ 1 0 6=lkM8ti£j£ 

(CltfKLTfr£>, d^tifS IA\ 

mmtfmitt, ^s§y©7uJUtfmmwic #£-t±-rtc^idh^tgttzz*im 
1££~Ftf£d£tf-CS£0 ^ ̂ tC. fulEO^^JUPC R<h$I 

[0039] ^©ffe©;&&£ UTtt, MHt>7°;U^©^It^:ilSy«h LfcPC 

R#lC<fcy, KRAS1B^0IM^P -

^iL/cm, d©i^ijttHC>tf LT, K R AS(Z)^(Z)»{s?5^C^aft(C/\ 

-f 7"U X W fgft 7 • - 7" £ &M 3 tt T ££•{*3 ft fc g jg 

>a>£ft9tu^ tuiB 

VPCR^fi^d^t^S IA\ 

[0040] fulB7°P —7lis mtfi&ftftellftTcffi (3 H % 32 P% 33P|) % ( 

• -y$x yjixis-tym x&fgfe#jT&di^tiic:jiigg;*ft£o t/c, 
^l^70P-7li. iitfPNA, "EJlfoV J-* 

T^PZ^T1-h§I, X(i L N At'feottct^o ftfc\ ^§£7^-7"©^ 

SSStt, ^8 3?^ KfrP>#j 1 OOjOU^K, X(i^1 ofre>#j 

7 5, £>£IN&#J1 5fr£>#j5 0, Xtt#j2 0fr£>#j3 0-C<fcl\, 



WO 2014/148557 19 PCT/JP2014/057556 

[0041] lfn)SHt>70>'U^(Z)K R A ( 

Michael Olivier, Mutation Research 

573:103-110, 2005) LTftffiTZ Z 

o PC Rft^C^TllS^tl/c=*itD N A, $>%> 

IN Jim R N A(C>tfLTs <fc 9 IC* ZUJl^P — 

7°<h-r U 7°u y-rc^T\ ZUJU 

^•-^©5' ^©-gPli, fulB-^llDN A^pmRN A<h#*@liftftlB 

M (7^7°S&) (ClSI+^tiT IN £0 

LTffiliftftlB^y^ LTIN^0 2ffl©:p UJl^p-

^i, ^s^c^LT*@M^cft£J;9(cf£f+£ftT£l<J 

. ±§E-*it D NA^mRNA IC/W 7" U "t? - *> a >&?r 

l\ 7*'J y-f if-*/a > L/c^HC, 7 ̂  y 7°x> K2 ̂  U 7 

--tztf—(C ft U 7 U JU 7°P - 7"© 7 ̂  ̂  7° 

SB#, IHJ5J&&lC#£r£g3ffiM§yF RET2j-fev MC/W 7'J y>T tf-

:> a yf £>o 

zoimz., tuiB0-SPHfi^SlCft£93#tf-C£, IW©^I^77 

V 7°x U 7--tf Miff U F R E h ft tl/c D 

NA|ff^«HLT. F R E J 

o ilfi±s 7°S&^ SiJ©FRET^j 

1z y h (CMS/N'f 7" U y-f -tf—:> a yT&Zt is Vti 

z#mzm&mz%timm*&ih~e:& z^fe~e$>z0 
[0042] KRAS 

Wu, et.al., Genomics, 1989, vol.4, pp. 560 — 569£r#M0 ) o ^ 

tcs 7\s)\/1&mfoPCRt[,T%\t>tlT^2>&ffli%:&mT2>Zt:bt%2> ( 

Ruano and Kidd, Nucleic Acids Research, 1989, vol.17, pp. 

8392£#BSO ) 0 ^(D K R A S 3' £ 

w-e/\-r 7 u y>r xt&7°? -f £ ti&0 KRAS 
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£fcs Amp I i f i 

cation Refractory Mutation System ( 

ARMS) (flj*. 0332435§, Newton e 

t.al., Nucleic Acids Research, 1989, vol.17, pp. 7#B°0 ) 

ZL£tf-Z$2> o 

[0043] ^Vyy°)l^(DK R AS»{s?fi5M«©*i!±!^ *i!±i£tl/cK R AS 

^m?5)££LT&, y->X-&%&&£t 

U W>^^©KRASlfe?©^VA 

DNAgL<(imRNAN 

ZJjfcffm-fbtl5o t/c, ^SIB?U©>£^ PCR^LTfi?Z£& 

vz&o t<om. 
(RFLP) 7°P-7^, %WmftlZlS[j%7[s)V(Dim.^m\lk7sU7 

-^ID N Aim;^i£#sy (ssc 

"^$••2) (Orita et.al., Proceedings of the National Academy of 

Sciences, USA, 1989, vol.86, pp. 2766 —2770% ^.t/Genomics, 1989, vol.5 

, pp. 874-879) o 

[0044] &fc\ MHt>7°JU^©K R AS»{s?fi5M«©*i!±!^ *t!±i£tl/cK 

RASlfeffiM(D&feIZIN tl££dr >> hitt Z> 

z t iz & y, iz m & m§L'&m?5)£ * & y miw izn?z£tf-e$z0 
^§£§i^<h LT^. MTL&S ^^yy)lfrb$iM.$:^\titZ>tct$b(DnM. 

<J >J tf-iz^(Dmms KRAS (Dftfe(Dmfc?M(C^Sft(C/x 

-f 7 U y-r X RTfg& 7°P - 7> 7°^ -f V•- (KRAS Jtfc?©^$^©93 

7~u XT** U [stj- K) # 

ZtCs MCtt, MtV^^©KRASlfe?fi 

%bUtc 
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KRASOlfe^i 0&Mfrb<DE G F R 

^StC "3 tN T (D$B ̂ #IBf£ £ tltc*®#J&*# £ tlTl'v T t. <fc fNo 

[0045] EGF Rli^j0g^ifflgffl(Dil 

osy, *fgBj^c&£!gssteMy 
^ n ̂  ̂  E ft it $g ̂  ̂  T $, ^ mjj:£ titzmn ̂  s^ 

$. EMJ^E'QftzfcMtzzttf-ezzo 

[0046] ^«y£^U *^£^§5^1500 

tCPg££tlftlNo 

[0047] [^JfefliJ 1 ] 

m%M*^Prmmbtc&m^mmm%2 3^z'D^Zs jgfsit w& 
It RW&. IZ WSL is tl fcifil>sb MM iStltclfil;i f C "a t tl £ K R 

ASIC^T, J >^>y-7Xft7$ 

[0048] (sm-y-yy?)D 

mL^r^lfnti, 5I/t>#SI4ra (3, OOOrpm, 1 0£fH) £?rl\ Jfrji 

j&#%wtc0 $<MC\ i Dm^9<D&%izz>vr&. 
^'Ifn6 m L ^SiL, |W]il(C LTlf^iJ^^fi/c (y-y~f 

JU#^1 6) o t/c, -93©j§^CDJIf§lt U y|£/<7 7 

O^il (FFPE) U/co ftfc\ B*E 

©ftiiMgM^Tvra^ tir& y. £T e>&* 
^ >7*-A K=l>-tz> 

#1f$gtcoiNT^2tc^-r0 r$E#Hj ©JHCD r-j &, 
fem$tlZmj<D&gV&ZZt&MRTZo £fcs ^2^v I"-fe y 4f *> "7 7 
j com® r&yj ({su. vyy°)^m^8t 
^ty7)\,m^^ 5 (i% (c-tzy^>T7"©$^M 

mfiB© rftLJ tt, m$-^&S£fTfeftA^jfc;r££, 
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({S Ls Ht>7°;US^2 0^:2 1 

Ht>7°;US^1 6-m 

u}Avyy)imm&) <£yi¥»c 

r^Lj r 

Stefttuj 

^LTfcxy, 

LTUfctf\ LT^£d<h£SQ*U r|#7tiJ & 

HR^t" 5o 

[0049] imz\ 

-y->? ft# 
ID 

14 
m $E&H ;£ 

1 1 % 67 ±fr$o(Hft BtJIffifl &L 
2 2 n 70 ±fr$£fl§ft %kT'& &L 
3 3 67 AUft ffFtt&fl J£?T$ &L 
4 4 69 SUft %kT'& &L 
5 5 k 68 H7& fcL 
6 6 k 50 H ft $B M ft lff$E& Jfe^T^ fey 
7 7 H 54 mmffi ffF$E& iteff + fey 
8 8 % 71 AUft flfi$E& JStr 41 fey 
9 9 k 66 it lift fltlitSfl £L &L 

10 10 % 78 Asift ffFW$E^ &L 
11 11 % 59 It lift WIE^ £L 
12 12 k 70 Stt$£j]ift fey 
13 13 k 79 ins fff M f E fl ffiff ^ fey 
14 6 k 50 HI fr $£ f!§ ft BTWIE^ ffifr 411 fey 
15 14 k 60 AJI ft BTWfE^ fey 
16 9 k 66 it Sift 

,## ID.9 <t|s]-
(H#6&U ffifi f& ftL 

17 15 k 69 it lift nnflia &L &L 
18 16 % 66 ift HTIE& Jfifr* fey 
19 17 f§ 82 AJSft miisifii<tBiE^ Jfefr f& &L 
20 18 k 81 ±fr$£fl§ft - ft L &L 
21 19 m 69 Afllft — fcL 
22 20 k 88 AUft &L 
23 21 k 81 KM a &L &L 

[0050] R ASlf^M-e^)^ I D#-^-8 t I D#^1 5©j§^C>tfLT 

s J/LE G F R^WMmWi^k'li~o fc0 (.CirC E G F Rj/E^il 

feWM. Ws%M*W£Ltc0 I D#^8©j§^cttUTtt. 

F o L F oxjb^^i • 7* 'J >M • t^+i-'j y°^^y 
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) Srfrofco 2 3§^^PH^^"etTl\ 7 80mg/bo 

FOLFOX^^t 3 

00mg/body©7xl"lJ >11 (• 'f Z| # 'J >) <h 1 25mg/body 

5 — F U) 6 2 5gL<(i5 00mg/body 

L /cfi, $f,(C3800mg/body^2 2 0# P^m£)f£ff £-5 L /c 

[0051] [^3] 

,t#ID.80EGFREBSflj^^ gfc: mg/ body 

&H60 -tr-ydpvv^ Pi'=37 
5-FU 5-FU 

2012/7/26 780 300 1 25 625 3800 
2012/8/9 780 300 1 25 625 3800 
2012/8/23 780 300 1 25 625 3800 
2012/9/5 780 300 1 25 625 3800 
2012/10/17 0 300 1 25 625 3800 
2012/11/14 0 300 1 25 500 3800 
2012/11/28 0 300 1 25 500 3800 
2012/12/12 0 300 1 25 500 3800 
2013/1/9 0 300 1 25 500 3800 
2013/1/23 780 300 1 25 500 3800 
2013/2/6 780 300 1 25 500 3800 
2013/2/20 780 300 1 25 500 3800 
2013/3/6 780 300 1 25 500 3800 

[0052] I D#^1 5 ©,&=££&UTtt, A-V A7^'g L < F 

0 L F 0 • 7* U >It • ^+f'J 70^X 

/•S-7A^7,SL < (i-fe 7 dp v V 7Hi 2 

ji — sy A V 7(£ 3 6 0mg/bod y "7 7(£ 800mg/bo 

d y£ 1 FOLFOXjb^lt 3 

50mg/bod y CD 7 U >It (• -f =l <K D >) 14 5 X& 14 0m 

g/bodyffi^Jpt'J^fV^ 2 0tPeWtT£JSffSlftft&^ U 7JU 

^ ( 5 — F U) 6 7 5X(i6 5 0mg/body £ 

HMF»3L /cfi, ^ ̂  tC 4 1 10mg/body£22 

ft^^L/co ^M^^^4(c^-ro 

[0053] 
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[H4] 

aaiD.1 5g)EGFRBgM^at mg/ body 
f£^B 5-FU 5-FU 

2012/2/24 360 350 145 675 4110 
2012/3/8 360 350 145 675 4110 
2012/3/22 360 350 145 675 4110 

^.{4: mg/ body 

fS^B P-fzi TK'J> 5-FU 5-FU 

2012/11/22 800 350 140 650 41 1 0 
2012/12/5 800 350 1 40 650 41 10 
2013/12/27 800 350 140 650 41 10 
2013/1/17 800 350 140 650 41 10 
2013/1/31 800 350 140 650 41 10 
2013/2/14 800 350 1 40 650 41 10 
2013/2/28 800 350 140 650 41 10 

[0054] (H^©CEASt/CA-1 9 - 9 

II^CEAWCA- 19-9^ cLEiAii 

iz^vrnfebtco 
[0055] (lhLmfrb(D-t)l7 IJ- (cf) DNA©^HffM) 

lfil/itZ)v,3(£> c f D N QIAamp Circulati 

ng Nucleic Acid Kit C^r tc0 ^ 

2mL~4ml 

xib-otco DN+yhi:^tiTu5'f>7h7^ 

^>a>[C|^Co T EMii)S5 OyLtL^rffi 

lNTfj-P fc0 

[0056] (F F P E®frfrb(DD N A©^HffM) 

F F P EtyfrfrbfDD N QIAamp D N A FFPE 

Tissue Kit ( + /cQ 1 It> 

FFPEtJ]^(J1 0 jLtmJC 0^:3 DNA©¥I 

\* =?<?*/a VCtofco 

TEMiiJ^I OOjLtL^ffllNT^rofeo 

[0057] (DNA0J1) 

c f D N ARXfF F P N Q u a n 
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t — i T PicoGreen dsDNA Rea 

gent and Kits (invitoroge n £t) -otc 

o fitufcD N A^T Emnmx2 o^ic^u 
tcbcDzm^tco SAF I RA ( T E c A N £t) zm^tc 
o 

[0058] (#y \s<7 k> — 
MtHcitojf^cD K R A s^gsB^wm. y 

-f [s<7 k> — KRASO^Vb^ k> — ^x>7> 

V-|B?U<h LT, KRAS (7*7-^) :5' -GAATGG 

TCCTGCACCAGT AA — 3' (IB^S^5), KRAS 

) : 5 ' —GTGTGACATGTTCT AAT AT AGTCA — 3' (IB 

?U#^6) %m^tc0 ^PCRit)©l^(i2 14bptS>U, PCRlft 

9 5 °c-e 1 o 9 4 °c-e 2 o#pei 6 O°CT-2 o#pei 
7 2oc-e3 o#p^£ 1 +M^u<h LT4 O+M ^©ti7 2oc-e 1 

5/-^i>»(iAB 13 7 3 0 (77°^K 
KAV ^"y^fAX, Foster City% CA)£r^|l\Ts If V f *? 4 ^ — $ 

— 5 (C^lTo II5CD 

rjfajfj r (ffiniu) j £ r (tfm) j i&s 

Ws%m (^>7°;us^i 6©^, $mm 
izu^ntcm%^(Dm^m.xfoz>z.tikimMtz><> t/c, ^5© \%m 

r —j K R A S LTlNftlNil 

t 5o 

[0059] 



WO 2014/148557 26 PCT/JP2014/057556 

[H5] 

•9*> 

S# ID JS£* jfiui 
ifa«* 
(mL) 

cfDNA if 
lt(ng/ 

U D 

CEAjgg 
(ng/mL) 

CA19-
9 fit 

(U/mL) 
1 1 G12V — G12V(ft&) 2 0.61 7.8 8.6 
2 2 G1 2D - G12D(ffif£) 2 0.64 26.5 3726.0 
3 3 G1 2D - G12D(ffi?£) 2 0.13 231.0 1991.2 
4 4 G12V - wild (ft 2 0.49 3.5 9.2 
5 5 G1 3D - G13D(ftf£) 2 0.32 3.5 3.9 
6 6 wild - Q61H(ft&) 2 4.70 1234.7 2.0 
7 7 wild - wild (ft ) 2 3.50 2.3 11.9 
8 8 wild wild G13D(ft&) 2 1.30 9.7 25.9 
9 9 G12A - G12A(ftjtij) 2 1.10 2.0 10.3 

10 10 G12D - G12D(ft&) 1.8 3.40 61.5 44.8 
11 11 G12V - wild(ftQi) 2 0.83 2.4 16.5 
12 12 wild - Q61R(ft&) 2 34.40 19.7 85.2 
13 13 wild - wild(ft 00 2 0.23 2.3 4.4 
14 6 wild - Q61H(ftf£) 2 40.40 1158.6 2.0 
15 14 wild wild G13D(ffi&) 2 1.80 9.6 45.1 
16 9 G12A - wild (ft ) 3 0.60 1.5 3.4 
17 15 G12V — G12V(ft&) 3 0.80 55.2 38.7 
18 16 wild - wild (ft 01:) 2 1.60 22.3 169.8 
19 17 G12V - G12V(ft&) 3.5 21.50 467.0 636.6 
20 18 wild - wild (ft fitf) 4 2.20 2.2 2.0 
21 19 wild - wild(ftffT) 2 1.53 79.4 35.8 
22 20 G12V - G12V(ffi&) 4 22.40 433.7 8.1 
23 21 wild - wild (ft 0£) 3 2.05 n.d. n.d. 

[0060] KRAS (=i K > 12, I 3) ^ C f D N 

A^©KRASirai©-» 8 1. 8%Ufo-?tc0 t/c, JlfgH 

he f DN AlZ&tfZ>KRASmfc^m(DW^%%:6lZ.^to ^6*. 

r p D N A J L/cD N A^rSD^-r^o CohenfflKa 

p p aGMgUCDHaUi. P(-»). P e 

/c= (P-Pe) / ( 1 — P e) 

tctZZs tffllttO. 5 8hft^/c0 

[0061] [^6] 

pDNA 
cfDNA til it 

9 2 11 
2 9 11 

it 11 11 22 
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[0062] I Di§8WI D 

1 4©If©c f D NA^f)G 1 3 D (1 3#@©^U i/Z/ti<77>/i. 

iblZ I D#^8(Z)a^(CE G F RPI#^y-eS)^-tr7drvV7^^^LTt, 

Jl. ~z> tco =a K R A S (DisferP 

<&-f LtEGF 

I D#^1 4 0,t^lis CTMt^Hfr£> 

s mm# 2. O%J^±^/JNL/C0 SS^/JN^ cTii 
(Dmm<DW.mfrt>u&btco ss 
TH!±! L/Co 

[0063] t/c, i Dm^9oB^(DjWs%m^m^mm(DmmD N AA^^ isnw 
(CJIfgH^IHilCDKR ASlfe?Il(G 1 2 A);/)<i|g|£tlfc^\ 

D N A ^^^G 12 A ^ fcQ $ e> (c c © 
Z.(DZ.tfrb, ltn;fX^MS^©c f D N Afr£>K 

R A S •& tl <h (Ci; ^ % M#g§# 

t/c, jiY-^-t^^cEA 

^CA-1 9 — 9 •i)ftr(Cs ^Iic(30c f DNA^HitScfe 

[0064] ftfc\ m%mz 
®sufcKRAs&fc:?tfm,m-ztitc£m%iz&v-c. mizm 

R ASafe?^IE^^tl/c0 ^§£i£H 
frb, jWs%mmmm(Dn%mm^z^Xs ^^©^^SL/CKRASS 

ts 1w&Mizttt&fem&gtt/tzttf 

tcj:y, nf£mm<Dft&*^$uz (i^c^-ai, CEA^CAI 9-9 

[0065] £tcs KRAS0ZI K>6 UC^INT, KRAS=lK>12, 1 3 

im Rxf^mxit, m£M-e$>?tcy->7)MzMLTn&m*frtttc£z. 
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5. y-y-?)U1 4f'Q6 1 H, 2TiiQ6 1 R 

&-ztitco y-y-?)\sm^6s i y-yy°)ii 4%mm 

. PD (jitTtt) (C$si;/co Lfci)^T> 1I^0^K>6 10KRASI 

is KEG F 

•fr-otc o 

jiig±0*ijfflprtgi£ 
[0066] EGF ^mMvyy0)i^m^^> 

o Z.(Dtcdbs jwmMWf&LfcVs 

i&mWZs EGF RPMSItCM-r^JSS'tt. G F RPMSI©^ 

%> z. ttf-zi* &Q ^©iMUttt&twm&o&^b, 

^0^(c#^EGFRPi^y^tt^)iy^i^ mmm&¥ 

LZlA<nRTZ>t%z.t>tiZ>o 
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[11^111] (a) KRAS 

A\ Jklf^ Jfll)S-^>7°;u 

^©fulBK R 

(b) tulBXjg (a) fulEMWV^U^C, If^M® 

K R A S »ls? S3fc^I£X &^ 0 ̂  ^ M I±1 £ tu 

©KR A 

mrtm%(DMm&E G F 
^h¥u^u mz^+)-yy0)i^^ ^m^(DKRAssii^fiii 
Itx&t0$ y/itm&ai£ tlfci§£-(Ctt, fu §E»#©SfiH& E 

& EGF RM^y^st4^)iy^)io 

[iimn2] HuiB^n#®®«i3f)N ti/ciimt^x^iifflMt^^ e>^ai £ 
ti7tK R AsmB^m^mxu^(Dty/<tm^. mzfi^y-yzf 
)\/t>s £>$&& £ tlfcfulfl K R A S3lfe?fi3fcMDm^0£ Jt<T> 

mlSBxm (b) IZJS^Ts ful3»^^^^IX^tl/ctul3«+t> 

7pji/tpiz* mEdmrn^icDKRAy;<?x 
tf&tUZ tltcm-SlZ fu§S»^0tu§ESfi}»& EGFR PMSIJSS 

£* II^RII 1 (c§3«6© EGFRPIi 

[ii^H3] tuiE»#^\ £*<$> 

Z>s m*m 1 X& 2 tCiB*60 EGFR 

[Ii^H4] tulB»#^\ ®£(CEGFRPI#£y£$^tl/co<htf&£. II 

mu 1 ~ 3 ©i\-f ti^-iKciBS© EGFR Pis^y^st4^)iy^)io 

[11^115] tulBW^^s tCtuiB EGFR R&SSiJlCtt LTl!£yitt4£^ L 

tl^c, 11^114 (Cg3*o0 EGFR M^MS'IW«;£o 
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^clI6] fulEM+t>fulBE G F RPi#£y£$l!£ tltdfe. 6O0f| 

11^114 x& 5 izmm 
©EGFR 

5RII7] fu§EW^\ EGFRPMSlro^llMS^S^fem^ ^EG 

y. 

tulBM+t> 7?)\,t>\ fu§Effi}tE^Wfu§E EGFR 

&m%&v&?£TzmzmsL-ztitc*,<D-z$>2>s n^in xtt2ic 
1 m<D EGFR Pis^y^stt^)iy^)i0 

MWl iiu§Effe©^ffi&^&AMb^*£&5y©&2i£*&*£"C£>£* II^II7(C§3 
icEGFR Pis^y^stt^)iy^)i0 

#319] yjutno^i/jus 7*'J>it 
j-y. y^y^^y, yA*>*trx t. 

Fn^-i/OlsTs ;>< h h U^r-tz—k 7 lx "7'f *> X ^P^A7%> 

Jk i>7>7°^51>s isOny *xy 7 ^ K\ K=£7JUkT*>x $ K^p 
Ht>hPX ;b > 7° h "tz :> X kl^^X 7^-^:> K\ =UU"tz$K 

, ^j^fx ^yy^x^y, 

£. 11^118 (CIES© EGF 
5R1H0] tuiBffe©tn;ffiSl^3b^^^-eS>II^II 7 tCiBm<D EGF 

Rmmsm^^miko 
5RII11 ] HUiBfferotrCffiSl^^^ fu§EMi^g-(C£3BC$:^£ tl/c EGFR PI# 

Il^ciI7 (clfltfc 
©EGFR 

3^1112] t7^y77\ /^7A77\ 

% y 7 -f -517\ xju• 51- 7\ U zf^ 7 1 — 7\ £ U V>-7\ X 

~^~y\ V771-7\ i^P'JAX, h7^7X7 7\ =yJ^-

7 s &T/ "J 7^rvV 7> ̂  ft £ I# <£ y 31±R £ tl £ HfiX tt 2 T? 
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$>z>s ff*in uciB^roEGFRPi^Ms^fly^o 
[ff*lI13] fu§E:fr^I^£y©$^>£^h, 

no&Mfemto&mmkzfoz, if*ii ̂  ^ x& 1 2 izmm®E G 
F RPis^y^stt^)iy^)i0 

[ii^iH4] tuiBffisi^ nf£femm-e$>Zs ff*in~i zo^tn-fr-mz 
Im<D EGFR 

[If*iI15] tuiBffiSlA^ If*iI1~1 3 ©iN-f utx—iKclEtfc 
©EGFR Pis^y^stt^)iy^)i0 

[If*iI16] tuiBffiSl^ IW2£M~e$>Zs If*iI1~1 2®i^Ttifr—II(C|E® 

©EGFR Pis^y^stt^)iy^)i0 

[pjt*J-H17] IUPBH5®^\ Dfcllliliiis 1$!®% STil^s 

s iuSJ&liiu ¥?$£* SIIIPP^S RZf^F'M^WMfr'o'te 

1 mxte2m£x±zfoz>s 1 ~ 16©iN-rn^-
IKCIES© EGFR PMSyjgfcgte^fly^&o 

[If*lI18] tulBSfi^^\ W\l^MMM(DWP^(DWk{Wf\^Z^-^±. LTlN'Ss !f*ll 

1-17 ©iN-rti^-ii(ciE®© EGF RPMsyjgfcgte^fly^&o 

[ff*II19] tulB^S§y^\ KRAS^>/^1©G 1 2 A, G12C, G12 

Ds G 1 2 R% G12S, G 1 2 V, G1 3D, G12S2, G13 

As G13S, G 1 3 V, G13R, G13C, Q61 H, Q61L 

, Q 6 1 R, A 1 4 6 T, RXfA 1 4 6 tl%> 

1 Xl£2£l±ZfoZ>s If*111 ~1 8©lNTtl^-lI(C|ES©E G F 

[11*1120] fulEM+r^U^© K R A S ©#^©^te% Rtfm^-M^mM 

fr©>£££, ^§£MHt>7°JU^©IS3SD N Afr£>, ifjfcM© K R A 

s £ tl£ ^t/^S§y© KRAS Jtfc? 

If*il 1 ~1 

9 ©^-rti^-iKciE®© EGFR PMsyjgfcgte^fly^&o 

[11*1121] tu§Eifn5SHt>70>'U^\ Ifn;fs JfiU8t"C£>£, II*iH~2 



WO 2014/148557 32 PCT/JP2014/057556 

o EGFR 

[II*Ij|22] E A^5 n g/m L X&fulE 

»>^^©CA1 9-90M3 7. 0 U/m L&TZfcZ, 

11*111-21 Wttlfr-mzUm® EGF 

/i o 


