
WO 2012/005383 
	

PCT/JP2011/066029 

TAILULEW111Ch 6 apiliani&ODWZMP 

5 TAW-Of 

*5611Att. TV.CANLEgailiC•/<—,:, TERT 	fliti \ --M- IIMAIICVIFN 

-I-  6 	-M, 007 	& 4 : ot 9 1/FR 	ti. 6 IlifialnEz zniAlliWill& Oil I/ \ it riclitratl or) 

P 9 ----------:,P'At:{41-f- 60 

10 IN 	1:I 1 a #i- 

44,7)VAt, ILM11144:561-6MI-eb, 9 , Niftegimr: :51, N -c-  a, io%otcfl 

7 - 0-DillA_t:'-c-'417)VAL.:Tffit--4-6.-= LffiO64-v-c-06,, -lit, ILffik4:_igpil,u 

LAttkOA 0-) 5 tD, in 2o%ffiLor)W1,-MIL u-c-k-L-4-60 Ii`, 	,Ist---eb,-D 

-cs t, 56e4---za4-rz,:av \ too) (0.10/0f1rA--.), 14,ffi Aih46/*--4--  6 L L ffil-n 6 tvc- 

15 06. 

14.,ffi /0)Ut 24 	- It 1-- ffi 	-.--otco, 	&I), 

	

ILffikoDMil#4t, Mffik.-ett,M14110194:371-f4rhtaAigiao.)Mw4,:m6 	6 v4 --r, 

IL4-1MP-MNIMP4t, PillM/Vxgr4CP4L- Wi -D -co 60  nhvuo-Drp--et, titz_- 

.m 	F 12 y ;,...w.,fiK0)56N,ffi litt-1,--D 7 Li Y 	---y= Ill 	_q.(_-41*ODVAffili-R"-ftb -0  

20 ERBB2 (erythroblastic leukemia viral oncogene homolog 2) 5 	ra 0.-)MN, 

ffigti--c12)6, obvP6 1- 9 7°A4)j--7-4 '-17°L4Pft.ftu6ftMotor)tt, 4 

Fiffi  Y  < , 'i it-T&Tft•-•eb) 6 L-  L 7) 6 , A /5-040WPopriN56ffinitti,-ct, N  6,, 

id4:_.-.31, \-c-, T;Vt. t 14111Mil1 -14411F--4-6 L L 4:16-f 	1,  rigioffik 

-----2ii/=.x-- .)_,,o-)11Mffilil/1,-.--a \ 60 IIII-Milah 601- 3_'-f. 	et,ttlit,ktoo.)--tii,..  4 

25 tt. /KO (Diti--AV 	-&/v.--c:1, \ 6 ilft VI, itfokf L 4: 1 6 IlirgiLapa5t4:_ig u 

-0, vca, .0 it ffi, I1E0) 1 5 /-,-( ;,t" b p ffimp--.8 ----;---/v./ --..Ao-)1,N < -07)4:-'01/ \ 

-CU. t# /V)31{ -k1L4L'L 1 611trAlL--0,V6N 	AW7:moil-6 o) 4:.- 4,j 	jiii-eb, 6 

. IN 	a, 4-rt# a 5c # 1 tt , I * t'c IL 114 _E & Mil In — t I- Telomere Reverse 

Transcriptase (hTERT) i-E,h'L-, SV4OT 1=n19TAT -Ez-Y HRASV12  ill- 	3,,n) 

1 



WO 2012/005383 
	

PCT/JP2011/066029 

I-6 L L 4: 1 o -c, VI &5-CILNI_EJA*11111aohAit r:htx)j ut-z-S,M--e 7,6,, I it, 

Kendall, S. D. et al VI, T g t.11.481-EgalliWa ,-: hTERT if-T-, TP53 g.R3L4M-T- 

, Cyclin D1 	1f -, Cdk4 gz,--ALM-T-, HRASvuilf-T-Nz.-Y c-Myc ilf-+ 	4A 

--J-  6 L-  L 4: 1 9 , 41,7)V-AIM 	1/4041-  6 L.  L 4: b- ) U-Cli \ 6 (4-rt4Nk 2). 

5 6 V:-., 	1.10)311-1-+a-Aciiil̀-  .-q-  L U-c-  hTERT iti-±, TP53 	A  ilf- -T-, HRASvu 

ii-1R -Ez-(1 PIK3CA gtAittl- -Tg t I- ILBLEAABC (,:..4 	t.„ L.  4-t,p-,,,IL 

-q-L- mtAtm,- 4-1,-c-to6 	(p 	3)0 

cb,t../- h 6, Lo-)1 5 taAhifte) 6h-co6iLtinb 6-r, mi4M-L- -30-c- 

, '-'' rrT_-  rksZ 	6M Er 	tt,64LhVali&IL/63Eg44-4:- 1-0/ \ffi4a1tTr-1117)VAIIE 

10 Ailti4N,::11FR'-e. 	it L ti N 5 *M vim giya u to, \c, t.it-,,=, 	1, 9 7°,1,0-- -.( -7tg 

nbv-affixammt-L- ---Do-cas 	it.1:_-_,73-0,0ww,?,41,--cl, Ntca No  

MFliMj----  3ti \ -C • ffik*EliMo)ari,EztYtichVAIJ0)11M564-Lit, hVtit 	7),  611Z Er U 

ithVAIM4* -1,Cti L.-co 6 ffi, SA 	7)61-Vfz 	tt,i--,AVI)*IIICIVDM gri, Tt.i't 

15 

0-)i-tf -t-R_ 'IA 	•fl 1-  6 it 61) 4:, *111Mrpl-eitr-o-)gtAo-A-kSt: a 6- 	ffis)6,, 

ito-C, `0)1 5 tagE“-itoD3q-Rtt- -)-ii,ffygoom,-.-Aii, \ ittAi•I- , 146 

tuk_TINNTRt. 6 niillaM:Z.pfli 1-  6 L L h'-e.. ta No 	its L-  o) 1 5 taniffavi 

, 144t0)31-{R-TtAft 	,(1 1-  6 LY), ffi/vU:-..54-4-611A,z oDig-0O13414--,Ifft--j- 

6 i-:. 61)0)13C:111v N6 L--_. L h'-e 	to/ Nt'AiiffiS)60 

Mi1ATA 1 	: 	Elenbaas, B. et al., Genes Dev. 2001, 15 : 50-65 

20 -4,1T5 4-r4 2 	: 	Kendall, S. DiSean., Cancer Res. 2005, Nov 1; 65 (21): 

9824 - 9828 

4-rf-4,:iT,Sc 	3 	: 	Zhao, J. J., Proc Natl Acad Sci U S A. 2006, 31; 103 (44): 

16296 - 16300 

25 30)10)rm7F-,- 

i_hor)viRt:_z-g->t, igi1-0DA_ROVZ7)44'it- 	J-Lit_ffiA), --y2-ii.aics m:., 	I 

9 7/1/*0-7-  4 77.114LhA,-- --ii/Migiao-31T67)47,-,-_- ji,.--ct, \ 6.  

446P)] 	64I, T'V-c t b f LOWANIIJntLitM-tylkilf 	-4-Lis L L'... ct 9 , Dupe, 

411EUifi1L 	-q-  6 :..: L4:bWt.,./to  L o) 1 5 t-,-__ L-c-14 6 tutditromt, Tvoi 

2 



WO 2012/005383 
	

PCT/JP2011/066029 

Mt-L-3t_M+4{/F-f-To --c-11iMIL 	-q-- /-: t 0)--eb 6 k.-  61), ist1- -0-AR,9)4mhmt 

4-1, --c I/ \ 6 0 4•4611)1 	64,:_.  1 9 44 6 tuft :_-_. 41, 6 olliMal& V-ARi 6-331v u tc: L L 6 

, t 1- #LhVAIIIns t44: I- 9 7°)1, )1-----  4 7't.ulLhVAIIMor3Ra44-M417M-J-- -,i- 

L 7)4111'9] U ft 0 1_;( _E OD :11 L 	6 4•560]4: 	-0 It o  

5 

tt.dpfD, 4-561Attlik-FT:31-4-6. 

[1] 	4-1,114"&hilIWL-_, J;( To 	ftl (1) Ezot (2) VA-4-  L L v,:_-  1 9 , NZ 

(1) p53 MV11 

10 (2) v-Src 	1- 	-'7  4-A 

[2] 	-9-4 	9 •'41V4--ti --)---- 11-1±0-)JkOJMNffi 	6 -J_- &- 	4-1.6 , rifTE [1] r: 

rEaza))7m. 
[3] 	fliw-E1-4 	9 vfiktf-441 --)--- itf--ffi, 	Cdk4 J-1-11---ck 6 , fiffil--e,[2p:. 

ti•-Ego)).3 &c. 

15 [4] 	EgILBLEZfoi0,-:, 1. -F- 0) 	ft (1) 	— 	(3) 	Jih---4-- L-  L t:_et 9 , flifillil 

M 	11FR--4--  6 MP. 

(1) p53 OViitt-R 

(2) EGFR gtAit1- -T--0-)4 

(3) c-myc 311- H- 0 WA 

20 [5] 	riiiiiElliZAMffis = 	1- 12 Y 	-_IV-iiKor)N,ffi liNtb,-0 7°12 	--7---  12 :,-1-ct- 

-94W0DVAffirk-ft ,-D ERBB2 or)56N,ffi MAT' b) 6 , Fliae,[1]—[4]opottu7J,  1 

--Dt:_riENZoMP. 

[6] 	410-2,EgILN±W11111Vul-01ffi, Z.N.Ifi 	It 4141- IA ffi Ell ,I; 0 ni )1a ''c b)  6, 

fifire[1]—[5]0)1/ Nttt,7) 1 .° 4: ii-ER0D)J 	M. 

25 [7] 	wiri-e,[1] —(6] a) V \--ri-Lb 1 -D 11,-2,R,0)-&v,:: 1 9 tqz 	4-1.itargaita. 
[8] 	1.;( -Fig)Ttl 	-.011.?, ilta(DitiNINV10D 	9 —=---- 	'MPO 

(a) ninE[7] Lir,ENCollirgAM L 'Mit% L 	1- lit 	-q-  6 VI 

(b) naMaiMoDiMMI3V-tf-AX MW.--4-  6 ifl 

[9] 	flinfE[7] VLIEROgIa*IIIM 7)44M 	tt,Liirm ,)1,0ito  

3 



WO 2012/005383 
	

PCT/JP2011/066029 

[10] 	0.-roDifiltts\ IIIMDMIAP10-) 	9 -------- r"&c, 

(a) fliTE [91 	L-Lt---EazoptEta-- ---t'ii-vit L foltw L 	1-0 -q-6Zfil 

(b) IlirgallnoiMlit,--)AXVft--4-6T.fl 

5 *WA 0DMA4',: 1 91WM 	4-1,611IMAligatt, Egailnt:_afR-197M-fi--  0 -cjiM 

IL 	1-:.-  lt, D---eb, 6 it al), 311- ÷9DgRi9DVS7)44-Z. 	tycli )6. vto-c, * 

v,I.- 1 9 ,ILffiivoRib-Lt-30- 6161,z oDi-EAT - orAl 	 qa),Ifffii:4-rgt:/fifflii,  

------.A7AtIVt416-rifittlA*1_,-c- ii \ 6. IL, 456[910D 	LPG:.: 9 11f141611I 

11101, 1- 9 7°/1/-)j----  4 7'irA1L7)VtioDMM.W- t-(1)-C, L• tt:i -"CifilMANtif 

10 L 	i-c-C 	tz-_ b 9 7 P ii, 	)1----  4 7M 41AVA) oDifICARtgf-AMOIM:4-rgi-LA 

fil -eb) 	Tifritit“, l.. --c 0 6. 

ffioN*VAP)1 

Ml: 	*M010) ---D0DASO-NVIII-6Tgt1-11,Nkg0AnorATM4-4114J01 
15 ,1:Tr--4----c17)60 

M2: *M010-001-5tat:—t6,AILWERME60ill$MMOAIF 

TOMPF--,--4--C17)6. 

El 3 : 	*MIT] OrAMPIC4LW 	Lit 11',1 -0)3M, L Iltf,E 	17= 	,'7 Li --t 4 

.s,P'''it ---efitilEt.,./tr6A -il-;--t 	-eb) 6. (A) Srciftr+0)MN,Tiit 	-CS)6. (B) 

20 p53 or)56M,Tr`tIRI-CS)6. 	(C) )4) Lk: Src 31-1--TiLct 6 --r ''',/ ,o) 9 	rO'fL 

21-;--1-1A-Cz b)6. 

M 4 : 	(A) 	*56 FA 011IMIM0))1MAIRJNOE Tr-1-  7' -.- 7 -Czb 6. (B) 

4•36910ilargnilln 	— F--71, 	t:444A1..---cM 	tuitHIMIRA 	Tr--4-1A -c; bp 6. 

RI 5 : 	4,30A011IVITIE (HME/53/ v-Src *In) 	— V.-717 	4 -,:#10:l..--Cif 

25 b- 	hiLliiMitaa)16ftWeMilk 7it 	C O- b 6 
RI 6 : 	4-561TIODIMITIE (HME/53/Cdk4/v-Src me 	¶7 7 

--C7Fh- 	tuttlifrOlag)rAg*M4it 	Tr---4--1A --eb 6. 

RI 7 : 	7 Gt, TERT 311 -+*- -q---rr_i- fiftquit*5010-Aitamya 	- 

K -7  17 	t:411.L.--c11I1g/JFMC, 	-q-i-L- Ail7/< 	4--. 

4 



WO 2012/005383 
	

PCT/JP2011/066029 

8 : 	4.5010DIIIMITIE (HME/53/ EGFRT7901858R/c-Myc OM) 	— }---- 

17 	,-_- f4M U.--CJFh- 	tuftliiM1140DAW41-1M4.11(ciftlA --c; ./) 6. 

5601 	"--&---4-6 it N5oDlift own 

5 I;(T. *MIN MOW: ai)11-  6 .  1.T oDl'ao)JPg VI, *MIN 00)1-4-  6 itte)o) 

{NT-) 9 , *56P)1 	L.-  orY*-Vopetopgi-i:PR-1-1--6 iir P-aitca No  *Witt, 

0DZWAIlitC/•=0/ liii 9 , 4Vz tcaft--Ch`th" 	.--4--  6 ::: L 	'-c. 	60 

/...3., *119141,TiVL-so-CIffi Utt. -Co-)M, ,-.3I'tiVIK:*, 14fIVL,̀.* - 0)1t, 

oDt4fiTcatt, VM L I..--c *NUJ 	tiVL.  41.7-1-VAs,  t 0-) L 1-6o 	it, 210)1gIllt, tt, 2010 

10 	 iT 7 A 7 Fl V,: MA 	tLi-ti1411CtitJKoDii4 L tx 6 FI*111t4i--anal ME 

2010-154744 -g- ) (DEMIIIARUIAffirLIENV)IVer- /LAA-1-6. 

1. 	nammiE0D{IFNM 

4-Vi)itt, 	- 0")M-0`)StI4:_ti \ -c, TV;ILKE.&*111IntL, 1 -F-0)%iil (1) 

15 R 0 (2) 	hg--J-s: L t -L-  1 1 9 , filMUM Vnit-4--  6 )7lkiVt--4-  6o t3, %3V 

(1) , 	(2) 	olln4ttt-44L- 131/Z. 	tutvi N. 

(1) p53 	ti  

20 

(2) v-Src 514f- - 0-)4-A 

iliessar=o-c, /m6olo-A-mtt, 11--,EM8fIiL-)iia, %fl (3) L L-C, 

-9-4 	9 i•1,AV-Ist - '-i----t'ittiR - 	N$1.158N, 	-q-  6 1.fl --, /1)--ev \ -c t 1 oo  

*501 U. 	,I)M=--  oDS4CL-31/ N-c, T*ILINI±JAMIIIML, 1;(-For)%1V (1) 

— (3) VA--4--L-. L v•_. ..t 9 , 11t 	fill 	•f/FR-1--  6 	+1fft--4--  60 7•3, %ftl (1) 

— (3) 011P4a1-44:13R-Z 	j-utcw. 

(1) p53 Onitittn 

25 (2) EGFR A_Rittf -1-19`)4 

(3) c-Myc 3.1{- -0")*.  

4KM010D4t, TERT itf - A--4-  6 :I.-  L tx < , TVIA_E&RIIEUirg 

IL 	-q-  6:_-  L 	i't(L -4-6 	(RI 2 _5f!4). M-ika-IR+0)MN,i:.-  1 o -c-regaiE7) 6 

1R 001)n 	1/f10--4--  6 MP 4:-_3ti v-C, TERT 1-M-- 	4A--4--  6 :: L l'. < fliMaillao-)ff 

5 



9 

(900) '99 'soli aapuu0) P 4° IAI 04uS) 7:4,4 4 4  i ca+-1V EgdI S 4)  

-2101- VI\111 '-1 41 L 4 4  (Co ( c, k 1 R F-kY_M E9c1,Li 	.1n) 1-.1,-.VS-f-$ — 

= 	Ni 4 /,' 4 80 sYMUID14,-0-k.),-VS-f-.1 — 	*1'._11-4Pgilti 'LIM all --If al -1141 

011.7,: 	E9d sTrfli0 'czkv°11-1 	.,,Ns1-_,Th_l*III-MD-0S-t--YAIWVM 

//: 4 Egd ' -D-E110f(zWr.(co ./N 'VD-1 RVMS-P-YA1- 11Nco egd gg 

0 2k1).--149 tC(/ R --,' 	(9T-gT 'SgE anquAl (g661) a•sa `ouurn 	Sk I11 

WIN R 	?ic6,,Vco .iti.hcz:k,', 1.W4coa- ' G QTD-1-.14TS-f--A --, Mc: 

Egd s_pw„1.-21Ve,co 	— -I *L '[10;f0oItif Pang sqlql-VcD.U. 	/,: /4J; 

Ovna 'T,/-kYk-M cgd.L ''4 	A — 	6 I' -9-k _I 	EgdI '1//:  4 CO 

7-1 	aI 	y 	Ti CO   ,.**CD-ZCCLM 40 //' 4 E9d 'V R FY-A-Maco 89di 

°k g 

VIZ _a-kilEV 	(RII14f S'1-- ,Nii9 q/ 	(VSI1 'ffrx `aillAsaa)llum) R Bzuori 1,1-.- 

ICRIIN-ONMTIkISQT s  > Viz D_ k 1 ElE( 	co 9). -2./1 Al 1r4 9 tv -1 	•TIRITI4f MATH 

%-"iti R 	f ( 

ma pHaimclaoART uutunll) wit RATH] 	1-MajtVTarit '1 	i ' 1' 1c-- --.21 

9T 

°Scfa-RIIMTWilltco -I 	S15.40*1 rEJ',,WUTIICZ'W/Wft±iMNR 

WiltVTIOlt co -1 a coYt' a,  'V 	MIIIIMTWInt -I 	%' 3J ''1*;gUitlItco 

5,40*-1 1 ,WMT-IX'ir4.1*,f,kLM t4 '9,[1g '14)(-P7*44 'V R FRIIIIIMT 

J 	° (   I IEI) 	9 (TD-- (II00  IuTial140°°A1A1) Unlit & T S -P---1( Ill 21 VTai s_f-V OT 

* 	Ni-Vco Art 'T.1 >1 T-1421 9 	'9.G Co Rillt 	sKvqz °s cc)_,Rilim T 

S-Prif1-21W4,1tTlXVTArItco -I 	T1 >1 T-14219 	' 6 QTD-R,Elllitt'TS 

.-P- 	ITT:21 VTA1t,V2CV-TtIl1t (DM*,  c-PTIXACIMTI >1 Tfli 6 T ' G QTD__ 

Uinta S--PrliELIVT4,1tVICVTarltog-fltlaTI >'1 T 14 'V 	FRIIIM 

Tiarla,Ti '_a_kl.--21E(tiRiNtr 0 2k111494V 	7:. SkI11WW2-*fiftWilco. g 

R './ 	4 z 	'1./ 4 '-1 	T,1- 	R -4T4 	1t °0*T.1,./ co (i, S'1-a/As121*1,11-ViT 

tiRcfMTS-4--TLIE1---2-1VTIVrt 'V R FRITIMTalttai s1k1F- I'4Liai1V 

°k 1* k 1.)-1- 	14&.7--i`r 'TIMP-i'l cav-210 

6Z0990/110M1713d 
	

£8£00/ZIOZ OM 



WO 2012/005383 
	

PCT/JP2011/066029 

2116-2128) Vf) , 	r ,'- -±- 	1- *)f ----  4 7 TP53 it ,f -or)N$.1J3MirTGf 6t1, 

6. *561A 4:IIN-C4fi IorAttYlrA 	-q- 6&L U-CGI, 	V:Z --)-- •'/ 1- -1/N p53 

)j--7-  4 .7 TP53 ilf- -(1:,1,-F, p53CT iii--  L tliN 5) 0-)iii+-4-A-etci) 6. 	l' 

----": -)--.:/ 1- 	)1--i-  -f 7 TP53 5-Ekr-or) 	Y 1,71-1-  'r6OLI6t, Shaulian, E. 6 ,Wca 

5 (Mol. Cell. Biol., Dec 1992; 12: 5581) 	_VI4---4-  6 := L --C1146 4i..6. p53 	.%A' 

WONtit*4:1E C-CiVli --4-  6 TP53 ilf-+Xtt p53 	.:,/ 	'All, AfI L. < GI 

liMatfiEli)1(0)iffR-T-XGI 	A 	% -CS) 9 , 1 9 41-'i 1.. < 112.M1iO3-11 

Xt‘ti  

6. 
10 t..5, 	orAtitttz -q-61t4.) 	).3/---3, 	'4 p53 	 9 GL- , 	 -8-40, 12 	ft, 0 7 

X 1.-.- -.i*A4- 	NI/DMIL'ArA 	.-q---C 	N o 	OD PA //' 	 L-  t Iv 	I -1 t p53 OfAttit* 

L PROMA-CVA- 37  : 	RoVeiL7t3. -.  - - 6 	L hTiffiL-eb) , 	 L 	6. 

[v-Src 3,1-{R- j GI, 	L 1- P  1,-f il, 0D —ft---eb) 6 Rous sarcoma virus 4:- Eli 

1-6 ffi AirAilial -  L 1.,--056RJJ'LL to)" e SD 9 , - -- 0601.1G1 Mayer BJ et al.(J 

15 Virol. 1986 Dec; 60(3):858-67.) 4:. 	ti,--c- I, \ 6. 
F-9-4 	9 vfik/7"-St -t --V (Cdk) ita-T-i GI, *111Inklii)i0M13A4-1-6 

31':/W=— 1 .--J-6S_IR - T1i) 9 , 	- 0)7 -7 -' 9—GI, Cdkl —13 	6t.IU 

416. *56P)IGLI, \ -C*111171LE1ANIII14Li4k--1-6 Cdk iltiR+GI, Cdk1--13 

0)1/ \--ril=—  Kt61.-111R ----e-D -C t I I/ \ffi, tcf-'1 LK GI, Cdk4 	— 1 .--4-6 

20 ik..-{--- (Cdk4 inf- .-) 	flitiN6 Li Lffi--C; 	6. Cdk4 GI, Cyclin D1 	A'oV,:'- 

1- t---eb) 9 , Cdk4 itf-T-0)AcRffiA-ftnargpom 	J-u-c-i, \ 6 (Zuo, L. et al., 

(1996). Nature Genet. 12, 97-99) o  Cdk ittf- -0-) 	P' 1r2J-.-  K6E1_1GI, NCBI -7' 

--37 --4:_.Ra4'1,-Cti \ 6 1.)0iV111-111f110. 4-5M,=-3tiv-C, Cdk 11-1R 

GI, ttfi UK GIPOILM4tElEao) Cdk ittf- -T- Z1t) 9 , 1 9 ‘zf'UK VIM-R.1%1U 
25 a) Cdk 111R.+---eS7) 9 , 	6 G:-"Af- 	UK GI t 1- iii,ko) Cdk 11{R-T---cli) 60  

rEGFR ilf+] Vis 1.)AhtN.N1-.1....-94-1 	//W6 	— K-4--631-{R- ---ek 

9 , EGFR itiR -056M,_EYE-Gliirtiffik, ILffiiti, )147)V-u, InffiAis 110fliatE 
..< 0 ffi Af -CI,I.,',61) 6J-1,6. 	(Sharma SV et al., Nature Rev Cancer. 2007; 7(3): 

169-81)o  

7 



WO 2012/005383 
	

PCT/JP2011/066029 

5 

10 

15 

20 

4-3694,:: 1/ \Z, 

9 , 01*...41, 790 

ffi 7 /1/ * .71 7 L'"_.0:1,4 

— F-1-611-c -7vf 

-7-'-'---  37  -/-<— 	t:-Ial 

(Mol. Cell. Biol., 

554) XVI Scott, 

4:.1 9 'WM Ili -it "r 

01)1(0) EGFR 311-1--eb) 

6 4 -',:t/fi L< 4I>= 

rc-Mycitr-Ti 

Mii`ltl-T- 	/W, 

ilf -q-0D6N,A'A'Gt, 

D. et al., (2007). 

NCBI -'" --?-31' -/— 

c-Myc iltf -T- Gt, 

< tISKtilil:kor) 

fRq--"ck 6. 

1- 621J --F-fie, 	 1 

1 

•aii\----4-61*&014: 1.\ --c- fC11-4-6-11-1R+0D- 

[EGFR 0._Ard1R -J 

Ifla) 	171-:--- :,a,liffi 

4-1t7:  EGFRT790M.L858R 

64-LZ0 EGFR 	 

i'VC I/ \ 6 Wit  V. 

(1984), 4,1577-1582) 

K. D. et al (Cancer 

S) 6. 	*36014,:::-31/N 

9 , 1 9 ATI 

1-x"0) EGFR ilf-T---e&) 

a, fliz oik-1 -y-ommaiiirp-K-o 

1 iit-,c-ixff-37 

ft 2z 0-)ffi/t) L 0 

Nature 448, 445-451). 

4,-_-a4-1,-c-I,N6 

ATI L.< 4 ugRatoi;k0 

  	c-Myc itt1----c'17) 9 

r:Tr-,---j--ffi, 	:: ii, 6 t: 

vi, WV1.A 

74.-AY= 

AN 	:7)' 

MULat-q-0) 

0)31-60,11 

, Samuels, Yet 

Res, (2007), 67, 

-c"-, EGFR ill-q

L.< tta.K.ffiEli0-) 

6. 

.:,A),:a 	n--. 

wAst ffi7f,-PA 	tvc- 

CfL-_- EGFR 311-1----C; 

,(,-:-_, 858 CA a) L7 4 F./.:/n 

W (62,M*1-6- 10) 

1,7J--- V621141, NCBI 

,M:_- , McCoy, M. S. et al 

al 	(Science, (2004), 304, 

5622-5627) 4:_i-ENZO)ViA 

-4t, ATI I...< VitOILIht 

 	EGFR 	1R 	ZS)19, 

DNA 	C:A 4---I-- 6 DNA 

V1-6311---c-b) 9, c-Myc 

I/ `6 (Dominguez-Sola, 

1,71- 	F6Ent, 

I/ No 4,5611A-L-311\--c-tt 

311-1-T---eb) 9 , 	119 tcf-I L. 

< tt, 	t I- Eli )1:0) c-Myc 31 

12J-.- 1-62,A1xtY-,<-7`...1- 

c-Myc ilf-q-a-) 

t 0) 	11111--ii,4fct 

	

 	c-Myc 

, 	6 -,'=ATI 1.. 

pwit- 	4-1,tco, No 

it- 
NCBI 

Accession No. 
Species 

NOM I-4- 

(it• 	T-) 

11-01.1* 1-61- 

( 	.://:. 	N) 

TP53 514-+ NM_000546.4 Homo sapiens 

4 7 TP53 311 	- 
Homo sapiens 1 2 

v-Src 3.11- 	7- 
Rous sarcoma 

virus 
3 4 

Cdk4 1.11.- NM_000075.2 Homo sapiens 5 6 

EGFR it f--T- NM_005228.3 Homo sapiens 

EGFR Vlitf- Homo sapiens 9 10 

c-Myciti-7- V00568.1 Homo sapiens 
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3i-i+4AMb 

436014,:v \ -c, aiR-T- 	HME 	m:_-*---4-- 6i-kii•I- , 	1--,1<-43-11R-30-gji. 36 

t-t y I- L 1..-C3ER-/<, 37 -- PLI4 A 1_,, I1A--< 	37  --e HME *ME 	3filACItl- 

5 turflo. ig-PV36M,t -ty HI, /-/-,“ L 't.)1 -  F 0) (i) — (iii) 	INbAL 

u-c-A-tr. 

(i) HME AliETV-4-1 rAlit IX70 --- 37  — ; 

(ii) riA7°0 ---5 —V,:: in-frame ,-:::&iiì citilf-+ ; KU 

(iii) RNA 3.;To-)WgWeiRtYX 9 7---7--"'-=----A-(L -)--)1/ 	— K-4-6A2,1i 

10 

HME AliCs-Cfisti.  7°0 -- — 37  —MN L 1..---C 41, CMV, CAG, LTR, EF-1 

a, SV40 7°1=7--1--- 1-164-t,67, 	:=4-1,6:11-117th- h6130)-C4Itn\c, 

114,12,36M-•< 	37  —VI, 411,12,36N,t -t y 1- 0>ft,i,:, 3F:AC114-Lit HME AM 

ti  P. 	a ,--4-- 6itli)012_NR-7—t-38N,t -t y I- 	•fEJ c -co-c-  /6 looiNIR-- 

15 — )3-0)O1 L 1_, -C GI, • *A - -- “ 	:A-fttilfR -  , iN4 P'.0 -74 ./:/ B * 	* I,  , 

.:, 	7 s. 7 --ff itiR-T-A4 0 X '-..;-.7----  4 7'-'t 	-.../ 3 	--7`-j-J---, LacZ, GFP (Green 

Fluorescence Protein) R-  ( Y /1/ ',i 7s. :, --- MIR 	/-, Lso)36N,I, 7]-.2-5—, **-k-f 

iir<' 	i,-( ii-- -  -; -:%,:/ ---)--titiR -  (Fisv-TK), 	.;7--T-' 9 7-1=1* A 7 -7 P'.74  

:/ J 	(DTA) '-'1.0.) ,)i't 47't I./ 3 :,-- -)3—`-isffi)-ic41641,6ffi, 	Li" 6 t:_. 

20 lijit- 4-1,40, No  

IFMC44-1.i-L-  HME Vett, _L,1-E--- -t --t: ot 9 =t,'--g v:.:3NIR-1--  6 L-  L ffi--e.. 

6. 01'4f, 	7]---- -( 	A-4,htili--+ -- -)J— L u-c- inAuf-LAM--ebet,t1, 

G418 Oirri-L- ttiLitill-etti-,4---j-6 ,'.= L t,-:-.1 9 , —&-t 	3 .s./-ri 5 L L ffi ---  c ; 

6°  tit, 5—Y: - - - -(.:/''-' 	31  —ffi GFP /40.-y1Y0:,A 1A0)1-MR-T- -7—t 

25 -- L u -c&tsNiliit'cri, MAllafftt:_16 -ti'',/ 3 :/t:-)31:a --C, 	FACS 	( 

Fluorescence Activated Cell Sorter) '11- 	111 I/ \ it '1)16 31 	i tl1:6 	36 NA in 0 Y — -7- 

-r.:,,fro -C- 4).:Lto. 

HME Nallat-oilf- -To)347:_-{>Cipritt56N,-,< 	—ct, O0_310&—ii-{- 

-4704iiE7L.M.-‹ 	—V431 WI, 4-1-14-1, -z-06 t ovii I/ \ --c-  t 100 OIL 
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L. "C.  pEGFP-C1TM ( Clontech) , pC1VWHATM ( Clontech) , pMSCVpuroTM 

(Clontech) , pEF-DEST51 TM (Invitrogen) , pCEP4TM (Invitrogen) , ViraPower 

II Lentiviral Gateway System TM (Invitrogen) 	7)%.*tl 6 h6o 	M,-•-‹ 	-- 4•i, 

• - 1, 	1- 13 .4-N9  Iv— Y 3 :/, "V4 	1=i-f,'V../ 3 	9 :/fOt iv./ 1, A M, 9 7-g 

5 7 	''../ 	4t. 17-f ll'ASILA4. 1OC)kf+4MM -L ,zt 19 HME Alina^W -- 	3 

t6 Lil L ffi --e 	60 JEA4-fq-4- AMoxi--Uoit:.- --Dv \ zit, 	[Sambrook & Russell, 

Molecular Cloning : 	A Laboratory Manual Vol. 3, Cold Spring Harbor, 

Laboratory Press 2001.];Fp---4--  6 :I.-  L ffi --e 	60  

10 2. 	gifiniE 

*VA t:_.31/ V-C FEWIMI L 4t, in vivo "ell 1M4:--ihi #111MMt.  6 alin 

*1.- , ±,1-E0D FIIIMOIIIVAnin-&J V,'-- 	li \ -Cliftru idlaWallna) .7)- t. 6 t . 

With rtll'A. --7'il,fAtfii b,6t1 ir 	4-L.611IWNWILa-eb)-0 --c-  t 1 < , b) 6 ott, 

1-101±1A.1-  7 )1,034tb,  6 a iv 	h 6 JIIMIll& 	in vitro "etf-,-4 u t-Am---e b, -0 --C 

15 

20 

tlo. 

llawillinamL u-ca, ILffiitAJC -L--g- ,67VMffi*ti 6 tu60  *MIA 	61*  
aatral, IIIMIEMMLY- 	uv \JfM k L-C, 1LffilAili&ffi4C4i 6h 6o niamii& 

a, 119 4f- 	L. < tt, -=- 	1- L7 Y:11..1-4:i* (Estrogen Receptor: ER) , 7° 0 if? 

t' ;.'5_49;e7-1* (Progesteron Receptor: PgR) R-CF ERBB2 (MVIIt [HER2 j ) 3 .:, 

/P' .̀66):-C- 0`)---t — r_":-Oli \ "C IVIOD i‘ 9 7°>14)/ -7-= 4 7W.NAV-afii&---eb) 6 0 

AliCollaMiLal--E-4--6ilfì ',:tt, IMLII&A-PJ/•. -5-- ii-f-Vitz:_&-rial-  L.-C 

III1 	MOR'411-6 .... L 4: 1 19 	1-1S1-6 L k ffi'-e. 	60 

.--7')14.,btor)01 L U-C It , t I- 	P < POLVAtffitc+I u< , mi.-  2,1-A-ifii0j 	tot 

[CILetitffita 	u I/ N. 	Q4)-A-1410J 	4-1,itliaLf,3tlto)01 L U-C VI, 	— }:•,-' 1- R.ZY 

25 — F.--  ', A V* tf 6416 ffi , 	L.-  tt, 6 (,,--_ wit 	4-1,6 to)--ectivi \. 

TIVAIIMILVCSI-  6 it 6b0)%1.10)7 	& L I....--c It , IlAtAnirel, 	Y7 J- 7)i—±-e 

ittiAL 	-0)=1:7,-------Jf#1M-4-- 6Mt(Ni 7 I- 7)/--n 1:1  -7--  "-jFj)73(,7 	.-t4)ffi 

iqf 6 h6. 131-14Kre•J4:: tt, TP53 gt- R311 -  1-Ez -0 v-Src it,f+s-47u it HME al 

In 	--'71:0)0100- P-11:_ixtqui--L_L-ei 7 b 7 )i—gfitklffift U, glICIMMar_k_ 	1, 

10 
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#--4--  6 t-'17)*tf WIZ, 	Y 7 i' 7 i'--' n 171 :-.----ft-tr y-t-( op-Miiii-L- ---Do-c-  tt, 

1.;( T 0) ZrIK 	. -_, liq "-e 	6 : Tanaka, S. et al., Proc. natl. Acad. Sci.USA. 

94:2356-2361, 1997. 

5 

4,5611A:v\ --(-4464-1,611IMAM (1;ff, F*561A011iliallfai) 11, IMIL---Aii ,  

Mcikft 	1-6 :: L VIVA L 1-6. RI 4A 4:_71--<---)--1 5 (,:.-, *360joipiam4t, t 

}-1L7) AMU* MDA-MB231 'MC (ATCC HTB-26) L kL-<--(141-t-TLA 1, Nimmt 

411-6. 'ii-L, b6ZiieiCL- 310--c-, 4,36010)11IWAii ----ii-AMML-41-141..--c- 

11464-1,611IMMial, ER ( —) , PgR ( —) , ERBB2 ( — ) -eb9, iLL '_tft 1- 

10 

FIEIVDILN±JAAWnliivNitikifi•t,:si ER ( — ) , PgR ( —) , HER2 (— ) --eb, 9 , 

1- 9 7°/14)-J-----  4 7 -Y4-Lh Ailf[finlaor)ff:STrt• (< 5, 6 1&Z),  8) . 

t I- D I- 9 7° /1/ 	)1--•-•-  -f 'IMolLhVv--c#Sit'lliZJIMAIIM---ett,* ii,„ - / 	-.9,4- 

1*-ek 6 ER Ez-cS PgR 7)MN,1_,•-c- , -3 6t, I it, -1.:741401 -12 y,s,--)---t,--c;b, 

6 HER2 4.46N,c-c- tot.nota- e25, 7J-N71- - ,'AMPttlE44-)MML- 16iii-MATffiN1 

15 

,14---e -r, gtif-AffillintattioDILffikek)6L4641,--c-060, 

*MIN DEM*111&tts V \ --NI t argME4--TaMlifigffi AV No Mr-s 	..---',14,h4t 

PL-__*3611ADEMaJn“ViAu--c-11I$JM - ttmf•,- , ILS/ (f) _EJANflEffiA-1- 

6 Nitfifit: 	I/ \ -c-  0 A56t  cii4611C-Mila Li6g44-04-itLArtiOuid111-1 	- - • - ii4h 

t---eJM-4-60 1CO_4f. F  1-010TABLERO&VV-AuLikii•i4c4 , t 1,--ek6 

hVtitA7),61111, 	4-1,k_.ffi /ANL ef44_-_- , b 9 70/14)1-- 4 711ufw Mita L rmil 

20 4-11196:VCR U LEM 	.- -5--'/4-iit --ciFW-4--  6o lito --c, 4,50A0IIiMoi&a, 1- 9 

'7°)I- ,  0 -i• 4 'It.ulLffi AJDifENOMPXViiiMMODIM58:4-MLA 	fil --e 	6 rvitit 

A- u-c-06. 

3. 	tflea-  -- T2/1/0 t 

25 *5811)ir:_li \ -C. 	Fttle. R.--114,ht_l 	Lot, 	fill-E1111MiiiCt I- 05‹...----ii/fiJ 

tt:_fl.Mc-c11Irglffitut-z-liv1thrAl-- 60 .----2)1,fmto-viL c-c- tts  t 

1-P<POLAbtfiffiu<, 	-- 1,, 	•-• -•y l-, 	.75 , 	4 	-9-71/, 	/../,,i—, 

,7-1J- 7Effi)-iqi6416ffi, Lin, 6 4:1g1,t.*ii,6 to-Cat000  `O)1 5 t- --7-s:i1- 

042fia) 5 tD , OIL Nit ffi ttf 'i U < , 	6 rL- EKtixavf-DffiffirL-N-4-6gitvci-I 
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Ul/No L 41 6 op 5 tJ , w-L-stanoi 	4-17--c_yoLegt7)4+-1 L<, 	6 4:.-  viStAlfaili 

it'SRMXG•10'-otriffitLA--- etffi 	Li' No strA4410J 	ttit--LIVII)Afi4t, 

AV 0 POLNAt t: 	12 	t°  9 . /4MtfAlfii$1.1AIJ 	R4-4-  6 :_-_-. L 4:-  1 9 I/Mt 6 

L t --C 	6 ffi, 4T-I t., < lts ikh-.01<v 	--- 1, ✓ Ftc 19 tidr,M=StAffiirP$11 

5 /A,114Jt:-.Stffiffil$Ii 	 -C i'LL1100filtffi 	LI/ `, 	 iliti[101.Mht MN L L VI, 

— K -- 	1-R-Y— V--  I, 	ffi%-iql6J-i,6ffi, L-  41,6 :Pitt 	i, 6 1, aFettta No  

.. -.'114-filt ‘ca-)fligalIfiAllilia°)MI-Uj MttI44: Mt- 	tt,t.li No 	LA 	li, 6 .--7=il, 

M4M:SL; ts--Cit)1(7),6f IA 	ii,--Cii NMPIO_V_INIR.--4-1-t,tIcht, No  '- 	17 	J;km,t,:fl. 

Lt`  $  P-4 L L.--000.•_Gf, Genetic induct ion of tumor igenes is in Swine Oncogene 

10 26, 	1038-1045 (11 September 2006) AssVe 	60 fOiAL.PAIMIIIIV)K4OM 

on7-gtto#ILA7) 64t, & TWY1-XttliklPIPV1444:: 1 6 	Mffi4+1 1- < , —)7 --C, 

fiT014*-Wal„0.7 ,  6 GI, 	irdiN4tiaffi4f '1 Loc, 

4. RIEWilia) 	P.  9 -----= :i Mt 

15 *36916 , IlIrgOth*A110) 	9 --=--- / .ViP+1,1fit-1-6,, 

4,5619]7 9 —:=---MP0DM—opefIL L.--c, J -For)iftlA-ts', liCioDifi 
Aijo) 	9 —:_-__.;/MPTIfit.--4-60 

(a) 44619101VADIE L WAWA L 	1-kit -q-  6 ifl 

(b) girgaingoDimpftwoJxm---4-  6 if-1 

20 IL, *MIN O7 	9 ------,:/PWitorAL.- 0)all L 1.- --C, 1;k-For)if1 -0,-tf, na 

moD(f,-*Alw) 	9 ------ vY.MtVIft-4-60 

(a) 4-361910)11C-MI1ICffi MA 	tuts  RAT .1--  --.--' il-0 lit LiglritWL 	1-Mi -q--  6 

ifil 

(b) smalcoDimPli*TOJT 	W--4-  6 VI 

25 

±.-24:_v \ -C, IlIrgalln L 1014tA L 	1-k-V 	-q--  6 i 'i it tt Iiiirgale ffi Mk 

tuk.- tfit,- --7'il/lbtfi L 1014tW L 	&-̀f0 	-q--  6 J La, rimoiltwffi, Nam 
)nXffior)3H-  L *11  4  11011 	ts. 	-q-6fIti- 4:_ME---4-6 7) \ ait<-3-y-LV,i;- 1-6 7)\ 

(tAllifilialIM (az 9 3L-iii,6*14-- 04V-t 6 ::: L 	ff6*--J-  6 0 nifilifiCffi, LL 
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_t‘f -tfiARIIInt. Ls o)gIfiliiiC---e b6i-214;-  , AMElthM-  u-c-  I/ \6t-g-Attifit .:_ ii-A-Rtilt 

W --ItIg-PIV_L--citimirt 6 L.. L 4: 1 1 9 ,f-AliiilYa L Atillt% L 	1-- it 	.- - 6 L.. L ffi 

--e 	60 —-, liirgailnffilbtf*pki L.-f4f-L-6. 	tvc 1, \ 6trAi•,- , .-4-tt-,-, immoutffi 

44 	tLittLIA.1--T-sii/elt ig)tlft, ANAfit:.-{MktR—t--1-c&4.-4-6L-  L iz..-1 

5 9, AIIIMM L OMIIVA L 	&'-fit 	-q-6 L L ffi--C;.. 6°  ,-: o)i-Aft, R4matt, 

1014tRYDR4t:-0119:_Ufli 	4-1,--c-ii \64M- A-Ltl, tulgtvitt,to, \ffi, 

AWN L l.--c-  a, OA, AT, ffa, WIC Mil1L'f, MA, AMC 01 ruff. 

&Tam-, ifApkiw

4-

m

o

pkiam,fiTa4, Af4M4ffiiW6tu, 4I1- < 

ttffn&4-, flk1191ria1xuvRpmcb)6. 

 

10 1011fiN0)011 L U --c-  tt, WE tz:rn-llia-72-efiThqC1.3, 	evc I/ \ 6JR-0TAIIII-1110Eflo) 

Tif itistffib)61Liì-  tfi, 749-<7°.. -  V, WC f-lif*K-0913̀-T-ILftlftiqf 6416. 

:_-_- 0)15/ARtittNv")1414KM Lt.-Ca, f-t-Attiocm co-q_t'f, 5-7,1/71-12 17 	//1/ 

(5-FU)). Xrgi-ummtiEm (01124f, ,>F V117 .7° ---7:-12( 	rgy.s/ .--13iit--̂,m-c;s7) 

6 	/7.7 :.;7 .;Ez-cY 	ii-772z 1- 	---9-1,—)17, ,,;t v 0 xttivy 	-----vgr,*-  

15 M (DHFR 131MM) ---C71)2 	I- I --t— I-, 	I- 9 	1` 7° 9 .NN, 	
O99>,), 

e9 -;- 	:/•ftf-MPEM- 	(VII *__ tf, 	.;)1,i = ,, 	--13il -e b, 6 5-FU, 	7/1. 

,/ 1- f/:7 (5-FC)) 	, 7° 9 VNI411311W-M (01*_tf, IMPDH13_1174--A-eb66-2z ii. 

t 7°1-7°) .‘Nc-cY -  or)7°1=7 V:, l Y--eb)6 7 -9 - --71- 7° 9 ,'), 	.7-727 .// -7-= 7'. -)-- 

'--- 	(ADA) 	13_11W) 	({Mtls 	•/ 	✓ 1.- 	37..--:,), 	94 7 - 

20

l 1 

 - 131M-M ( 9 4, 	7 1,71-1-  VIY 1--V13_1f1A7M--c- b,6 	KI:2-,,v 1, Ivy), 	tl 

1,A--1- F71- ta 7 (7° 9 :v7-)--127--CS)6.1-7J-77:---;,, 9 :va-7/1/Y: t-  vRt_y 

- 	K9 e.'./, 	e 9 -_ 	.7:;.:,7-)-12 ---eb)631 " 	1='.s./Ez-OtYIN3r1r`‘:/), L-7 

'*-.)-.--V, 7/1/-ii,f0iij (110 jf, --)-4 I.,  T2 ,;.mv.-737— 1=---CS)6-,/12 

* 	7 7 -- 	K. 2z/1/77,-  :Kti -7J----7'7, 	14A11--eb-)6 -7° --:/, t)vV . 

25 7°-, -. .:/Ez.-(YA- - -1)-  9 7° ---:,, :---- b ill YI, 17--CS)63()3/1,/,‘ 7P tc/ til,/: 

=,/Rtr..":.-__A--;z) VEHrgitt*alfiN (-1)2/1/ -74,./;/, -7-( 1,-74 Y :/ C. 

1`'sYll/ts. ./;/, 	-Me/i/t'-,- , 	Yi,iii,t, 	.11v7j--4--.), 	1, j-.24 sii 

7-- 1311.Vii (4 9 7 --Y-)3,, 	i 	' -- )3.:,, 	-iiit-,-/,:, .m I-71:,2 K, 	1;li.7 

12 	--1)-- 	•', 	':/7°12  7E/ 	--1)- ./.:,), nktPrt44- 1311-W-Ali 	(1's-:,7—-:/, 	t" 
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WISkifill-2-1--=:— 6 	t)--*WcoUIDMTEIR *R111W-11 	RilIMWD Ka* 

09 

D--V 	7-,' S4-404 -11(2,5-XIIIMTD- 	_7 9 --P-0q4 '1 ../lik 	VMDIMB SU T-V-21 

141-f-coYi g 2,111#214 WIRII'dflia— '1 i-VNOTiliMfoRflifitMno .i._‘4-1 '21.-t---P- 

01_40 MAWNYNtlig121 PAIIIIN (1/— Et q /; 	) w-cww.), '.._ woNknoj,9, 

al21RIIIN (1/.L./:--(-) 'A_?.(W— '1 gE[f'/' g 	4#(.$'1/:-__4--IVIV(D'4ft—V1=1-il Vif 

f4D-4:1Wif1114KD—LI4ROItCa—L'IVk 19 cq '_).'*-1=4CD+4— P11--2--il Tiff 21 -•% 4  

01  

) - .7-44-4=1-V-i-ODED —  -KI 	WHIN —PA ' T,1D_ oc,  2/ TO-,%glIIMIco R1114,VB 

°k 'P',44D-Q) 91 	'1-r.T,i,m-_21--n 'V 949 g 

,(-15kV-P- 1-411-N 9147 204/: 	/': --1-. /0.WfUglIM-.— 	rIL 'A 6 --__4:4- 

i- 	'WA kil___4•Cok,,,',4-(1-(-6--,;-_4-_ 	' V -:__--.. in ,ti-. 	'- /-LEI/* 	'. ----a--- 

) - G, 	%G -:_---_- k 	' /..--/":- 	( 	'/.-.-x 	.4 -1 ) 	IIVIA-3-:C ' ('11 --- 

A 	‘114.-- 	6 ./) W-Xliil `4-V6114,,f4 '-- ,1/= 	' (/:/•::-_,:. 	'7.'-- 

6Z0990/110M1713d 
	

£8£00/ZIOZ OM 



WO 2012/005383 	 PCT/JP2011/066029 

a`f111M00,11MT ..- X-1-  L., ii-fillirilit tdIfil,73VFA- 	tuf:1,111-  :7 .7°A,R-„, L 

1- 12 ---)1/Aorsil -cILViz C--c-, 11IMMMOJAfe,11.1,-t6 .1-  L 1) --e.. 	6. 

- ------/I-f_iitfiGI, 	r 	I-3. 	tp.A/1/04ifii 	--c;ii--</-L-  ..--'7-2/14ilt L pi a-ck 6. 

5 "- -j--)14-fillt -"Op4MtMtlt4:-.13R7th 	i-tt. I/ N ffi, f4M U/  lifaIlliCoKOW orY?4-A 

$17 ,  6 , 1 TattattlikMV14-1-ffi4f 	coo  

-9--  .7°)1-77: olliliVilnoWinL-41ffi, 	✓ 1- t2 —ILAolIMAIlinotPri*1 9 tt) 4,  

I/ Nikti•I-  4,11-1, #11/ Vt1014KAtt, tfilliM/-2VJAA 	1-6 t o L **-4-6 .I.-  L ffi --c; 

6. b) 6 0 tt, *V1)10)11IMAII10,1-  134I u, g4:—to-A-q-r-cominErlsz-Do-ay 

10 Ro)--t-,-7)q-T-11-1-6PA il t:tt, 	--0”----s— 	Nrt,1 	FWV L:V4 6 tt,6 T.**, tIA 

14-t.b' 6 4 	ffi 	ii, 	J;(40= L kLrz c-ctiM L-c 	1 6 	 t 	oc, 

11I1VDMV_Vo)TtV., 416"6-r"--Tvi, fliz axerii-)Jmi -L- ct 	L Paz.  0-046 Li.' 

. ffi. 14-*Y9 i,:--  a. itIVIIIM-eb)tal, MI Li-di4,0,o)Vjlijjavnostzmatip-1 

/' --'5 24  — 	— L L, b) 6 v \ tlf4tinfil&--c 	-1,tf{Cli L. it -- ---2)1,04tof4MilVol4KA 

15 R-04t* I.. LIEW*11111`a Mlillntc 	A' -- I — 	— L 1...-C, IBM SSPS Statistics 18 

(SSPS) is4Obtil-FAM Y 7 1- "C; two-way ANOVA tifffil-  6 -:= L V,:: 1(9 .1a) 6 L-  k 

ffi --C 	6. 44611)1 oDt&orY- &t:. 1 9 14 6 hitiliaMnoDIM*4 	5rit--:_tcff2— 	L 

U-CM-1-MIRTfloat1J14-L- Ai 	--c-IETtAic . 	< 1"6 .-_-:. L 4:19 , 	6 L'Ifgffroyg, -ft 

20 456191 ollirghtlEV I , CAA 	6 t-)-i- ir 	irt,t--,...-  ILffi AAIIIn L rAfv*AyJt:_refg uk.t4tA 

L 7J,  6 , *WA 0-) 	9 -----2- vMk-clliMillE0DiniffiWgefilffifital, 

tut-LtAllifiAIJII, "Y.Vi-4-L- ffiA}PM, 0M:11,71V-t2tA 	(Wiiktf, 	1- 9 7/14)/7--  4 7 

1,41,ffik) Mt:At:MI/ vitiktfì-  r__tt-AlEfrefiA4--4--6 LIM 	416. 

L.«,  	iNfll v \ -c-4,-MIN 	il-**111tcf--0)11--6 ffi, it•moitx-'&vc:_---,e,g, 	WI 

25 SW:Pirif tl,6 ta)-Cltica N. 

[,*:{§4] 

	 ff,011-c1t, TR HME alint,--_, 	 1 t:_--)1-1-i11- -T-0-Alifl•-q- inAl--6 L L t:...-  

z 9 tliMAIIM 	1lf$'4 L. it. 
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5 

10 

15 

IliM1111nTE0D4,--_Tr.-4-1 

J;k-Fone,C:_-  -31, \ --c-  , HME *ITO: 

5 4z_-_,1--E-1--60  

2 

LtLiff -0-)fiN:--g; ts;"C, in0 U PA-- 

h 

HME *LIMN 6-. WA Lk 3M- HMO& oVie, 

F 1-  :/ 1- 	if '- --- (7 TP53(p53CT)il1 -  HME/53 igi& 

F z-Z t 	1- 	0 'J---  4 7 TP53 it1.-Ez0 
v-Src itf- 

HME/53/v-Src lifailn 

F -. -j-:/ I- 	0-,---  41 TP53 111--R-Y 

Cdk4 itfR"+ 
HME/53/Cdk4 Nil& 

r 	-3-- :/ I- 	)i•-,----  4 7 TP53 111- --T-, 

Cdk4 511- -7-RtY 
v-Src ill -T- 

HME/53/Cdk4/v-Src gal& 

--;: 1-  ✓ 1- 	0-7-  4 7 TP53 itfR -Eal.  
c-Myc itiR 

HME/53/c-Myc l'failn 

K 3.t s.,  1' -)i--t-.  4 1 TP53 ilf -EztY 
EGFRT7901858R 31,f 

HME/53/EGFRT790.1,858R ,,,,fl&  

K 3, ±:, I- .*0•,--  -(7 TP53 31• .-, 

EGFRT790.L858R  itf+R. 0 
c-Myc 311- 

HME/53/EGFRT79o.L858%-Myc kflfn 

L. 

,:/ 

1, 

47 

t---20,--4--  6. 

1- -LIM_E)AffIliC 	Lonza 

L" (DalC, 	'-'" — Y :, = — '•"-i-  4 .:/7-

01-MIX-V]ii utnikii4+-0,-  

EPV,:--Ctifil Lft. 'ffilta, NTA4 

EzU 5% CO2) --C; 37°C r,:_i-CM4 Us

L L-CI,Vii 1.41 /4,:o  

0 17 4 11/.,<P' 37 -0) HME *111n."0) 

K --;:t .s./ I- *)/ -7-  4 7 TP53, 

NilInti,LA 

(Walkersville, 

MEGM 

1:k T 4:, *110.1--(11-0 it IV oD flIR 	 

HME MiCa, 30 aoDIEJAAttLiiii--4-*-4t 

MD, USA) 7)a 6}14)k Lit. 

f-,7_ --7' 4 J'-/.iii 	Lonza ib,  6 ilfR 	411-LT1)z 

medium (MEGM Bullet Kit; Lonza) 

-'<-5 —pkyearoAro-A-f-  (3% 02 

4K&Di14sz-sti \ --C1C111--  6 HME ;VIM 

b 12 17 -f i,d< 	i•--o-)11Flaugl<-  Iv I.,  

1 4 -,::.T,--  utLitt(- -0') 5 tD s 	v-Src, 	Cdk4, 
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5 

10 

15 

20 

EGFRT79°.L858REa1 c-Myc 	- - 41-ftt,1.;k-For) 

1 9 . 	v  l' IJ '74 /1/56M,J11' 	— 	'f'Fiql.,Tto 

3 

V:= -7F-;1---< 	—1-:-_*11}-!-iLt.?:: L4:: 

v-Src pCX4pur "<-P' 31  — 
(GenBank Accession No: AB086386) 

Cdk4 pCX4bsr -‹ 	31  — 
(GenBank Accession No: AB086384) 

F -;-: -)--:,1-0.--- -(T1)53 pCX4.1hisD .r< 	3 — 
(GenBank Accession No: AB086389) 

EGFRT7901858R pCX4pur -‹ 	37  — 
(GenBank Accession No: AB086386) 

c-Myc pCX4bleo --< 	— 
(GenBank Accession No: AB086388) 

± 2 0) I' i‘ 1=/ 1, 4 /1/5A1110)-< 	—L , Takara Bio h (Shiga, Japan) 3; 

114 	1.. it pGP 	..6' 1 tY pE-eco 7, 	--- 	1 . 	293T *IVO -,:*- ) --j-  6 L L ---e, 17 4 /1/ 

.-< 	— {1F21L-1:1-  . 	-.- (o'f 4:I, Ecotropic receptor (Eco VR) 	56M, 	-q-f-c_ 

HME *1111n1::±12 ,,-() ,<P 5 — 	4-n3111-‘ 	-q-1--c_.°  

_hrIE 17 -f 11'./< 	37 —i:-.841 I.- ithnE4t, puromycin, bleocine OrD4rf-r-C 2 ia 

MAI' 6 :21 L4L 119 -t I, 	3 	'ff. -0 Lot/ \--rii,o)MAJ.-e-t Iv Y 	3 :/,-rt 5 

isi•-i -c--t) . tttivoiEu, pev.ttniE0DA-s° 9 P.  13 ----til/ta-Mffitili7j, 6 Am up:. 

t..-3, Ecotropic receptor (Eco VR) 	56M 	fit` HME NUM4iVs-F0flIR-ef1 

1,4 Lit° 

j_;( -Fo-).7°,4-7-jii\-C Mouse Ecotropic retrovirus 	receptor 	(Slc7al, 

NM_007513) 0`).-----'-f ✓7TAJYA"it_i' cDNA 	RT-PCR 1:1 9 P 0—.7--  :/ P' 1.- Lc, 

FW 7°,4 -7— : 	5' -GATCCTCCCCAGTGAGAAGT-3 ' 	(6014-16--i 7) 

RV 7",-( -7— : 	5' -CTCACTAGCCATCTGGAGTG-3 ' 	(6EM14 1-4-  8) 

_LIE RT-PCR 001iflat 	pCX4hyg -SP' 37  — (GenBank Accession No: AB086387) 

I,Laig-).iAkt-z-::. ?,A--</— L , Takara Bio h (Shiga, Japan) 19 047 Li:: pGP R 

TY pE-Ampho 7, 	-;- 	V L 	293T Alifni,14, --j-- 6 := L -e, 	174 /1/./< 7 	— , flf 

17 
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Nu. a-  iy 4 11' .'< 	37'-- 	HME *111E4:-- )11,tt 	--t, hygromyc in 0-)4-&1re 2 igrpil 

6:: L r: 1 9 gilqrflIV-J-t 	3 ✓ 	ft 0 it. 0  

- -A  i i rl I 

5 / :// f-A0)411.1-Z, SDS-PAGE 2 U4 IN i '7'  I:1l ''- .7-.  4 :/ 	t•i, t0D4k (Akagi, 

T. et al., (2002). Mol. Cell Biol. 22, 7015-7023) °Dili-Eat:A° -c-fT-0 L. Sr2AW;;i,  

lAtit :7/ ,-A0).7 --)--/i/vi, SuperSignal WestFemto reagent (Pierce *) 

A `Z 'T 	il/ --- 	-t :y4.,: 19 IA -MIL cit. R Src flu*, ti-L-  9 yrOIL Src (Tyr 416) 

MARX/W-1 p53 tii.,{441, Cell Signaling Technology /II 9. ti-i 9 ,:/ 	1h 	0 .7:7 

10 tialK(4G10)4t Millipore RI 9 7 1 Lit°  

A  fif4m.ht-mmv 

ffli, v-c-Aftwiinimmzm 	-/r1-.-D it. 14-11KA:-_a, X 1 ,-__- 7M-i-af -÷o) 

*11 /Er` -q- 	MM, 	-- it 	HME 	i(fRi it 	l 	x 	106  flA -A-  t_iN 	@ c 0 iea Fo- 

15 (single-cell-suspension) 	50% MATRIGELTm (BD Bioscience, San Jose, CA, 

USA) 4:effl L., Mg 6 Xtt 7 074 	0') 	)171 	— V--  1, 7 	(BALB/c nu/nu; 

Japan SLC, Hamamatsu, Japan) 1 it tt, NOD-SCID --- ,y0D1--)Ityi:_-&-F-a 

4-4-  u L. W-L4*, Fl N-eiliW4,0iMa>fq .,‘,. NM ult. IIII-41,6-)iMr: (r u-c a , 

MA& 12 MHZ,  Iiir,:tR-c-DIN5 6 filiTAMIKIVAlirgl,oft-Unt13,61) 64-tfca Niliì- 

20 -Yd. Mist L till* Wt.- 0 	its VfM, 1 * 	1111 i N ." - HMOIM“iit 1. - , J.k -F- 

0)44: 	.--3t/ v-Cllirg a AicgiVi-FN L. anwitL L-"C AfrIt o it 0  

lltaf*Tri—ab2/2 	(a : a'ham, b : K 	) - 

25 IL, 	-7)v-tirni..*-11-V474-t,f,-: HME allta04W0iPX4:5Zt L, M-411.1Tifit 

Ilirgl,ffiJfti-t,LVIii•UirgffW4--,  L 1_. -C1 Wt.- , iSlIrghtL 1..- -C IETA t) -9 It o  

Mil14-4A`33-M-Rttir1160A1L4-4;11L,'E 

AftWini-MMIlAt-L- --31, )-c-, fmuttyuipolin s  4#6-A 20 H IA 4 Er 9 M 

18 
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Ut-c_. Wili(foin, 471,---  9 :,1t1I-Ec(P --, 7 4 	/L],it l.itA4`.-PMIL U, iffig; 

0)7°12  1- = ii-v,-_-  a -0Z--- 	b 	9 	• =2J--; 	(H&E) YfL,-E-11- -D it. 90DC 

a (Sasai, K. et al., (2008). Am. J. Surg. Pathol. 32, 1220-1227) on-Eat:ftv N  s  
1.;( --For)f-A-f*filo-c-St,TAIMIAILV10.,-Fro itz : -9-4 I- 	--, 	-- .'i 5/6 (CK5/6; 

5 DAKO, M7237) , 	f• 12 Y:/ - ce-..b's:{* (ER; DAKO, M7040) , 7° 0 y 	-7- 12 :,---_,- 

941AK (PgR; DAKO, M3569) , HER2 (DAKO, K5204). 

11-11/104N:11, is).-FoflP---eStMitAILWttLfto it. PV-' 	4 am GATIA-P-M- 

-./1/--cilit/,-  7 4 :/TL Li-L-liPL--= 37  I —/v- lnyEuttio JI)304:-...-c- , io inM 

-m:/'.'i 	7 7 — (pH 6.0) Lre 2 worm:m-4-6 ,--_- L t:_-  1 9 , RR 	tIAM- 	-t- 

10 L. 0.01% Tween20 A-41 9 :,MT-iiVtItIA71c (PBST) .-egua-PML- K*fri 

-q-, 0.3%i8 	IL* 	L -f :7 -..,--<— I- 	-q-- 6 L-. L -e, pkgfitos, t2 	./37'--V 

Tat 	--i-L- ., #1.A-M- , 30-PJAVA- fta) 1 &V-L-11K-c; 4°C4:-C-0;t4 ;/- _-, 

— I- 1., PBST -eVtili- Lit& 	iliiL4L-C Envision Dual Link solution (Dako, 

Glostrup, Denmark)`e 30 wim-f ,s.,-._-,<— t, Utt. &L'..", 	-;7 ---Z I -/<:/F.;:,;.: 

15 (Dako) 	-eV-Mt- 	,011..--ct-Iii,MiiiKff0:413V-L 	rAIRIL 	-q-, - --q.  I- 	--"•./ 9 :',8i 

90 #riiiva-- -D -c-tzt-L, 	-f=1 -D L. fam-Pm- 	--, -f I 	Entellan Neu reagent 

(Merck, Whitehouse Station, Nu)e-7 I, .N., 1- t., fc-Al,: t / — )1 '-'- 	-elf AU , MI, 

"N:flt Lit. 

20 	 11MA 

[1] 	HME .01E-- 4h L. it.itf- -o-)3AMF., 

-f IN 1 7t7 	---- -f 	7 ,f-TI/N, HME NIIE-"W 	tuit.11-1R+0),ftriE U 

Ito HME/453/v-SrcilliERZY HME/53/v-Src *111)Y6:-.4A Lk: 1' -;-Z -)-7:, 1-* )-f-----  4 

7.  TP53 ittl -RZY v-Src ik-f-- 463N1....--c-  ii \ 6 L-  L 	, tit 9 ,:/RIL Src flEfilKKU 

25 titi p 53 tn-14K011 I/ N itrialKrAWNWirAL 1 9 4,2 UP,: (-14-1,1A 3A RUN 3B)°  

it, v-Src i'A -19DrAgE4:_ 1 9 , . --17:1 -,i ✓0) 9 :40'fb)qiNN UZI/ N  6 L k 	IA 

7FOIL -  117  ,./.:4-A-w,-: 1 9 WEL FliYJL -1-611fR-T- fa 	A 	4-1„ 7 .-DMR Uzi/ \ 

6 L.-  L NM CP,: (VI 3C). 
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[2] 	1M 	ii, fz-__ IIII-MifiliN op it_hi Mat ow 

inliti 	in, PAIrgigiln 	— V-.--1, 	t:_- )S4.-FfM1_,, f441 	tuttmano)ogirt 
Ntf„--13, up,: ( 	4, 7)tY8). 

VI 7 4: --,.*-rot 5 4:., HMEC 0110;:_- ;61- 1_. --C K -;-: --)--:/ i• 	)1:--7---  4 1 TP53 itti 	OD 

5 	 iffmva-4--)J-Lf-Laiin (HME/53 Rilli) Rri v_-' -)--.✓ v 	J-fT 4 7 TP53 	f-Ez 

tY Cdk4 3-11R--TopiffAvabilitIlii& (HME/53/Cdk4 . iiillia) --ea, )10-14,0)0A 

7)40.3, 	i-Ltca,--D L. 

RI 4 KT_Y 7 VLTr-1--1 5 r_-, HMEC AIM4:5-(1- 1_, --C V:" -3-- :, 1- 	•,)i -•J---  4 1 TP53 a 

,f -  -T- Eco v-Src iti-÷0-)4AffifibtLital& (HME/53/Cdk4/v-Src *IMECO 

10 HME/53/v-Src . 111C) Tli, tri-C-o 	&56fIlkl;),±.0)ffig#0)1Mb4C-Z 	/-t„ 

100% IgAIMJF:W-4 	Tr; L. L 0 	'i it. , 	R1 4A R UB 	4B 	.'-_. 71-:---4-  1 5 Vim, 

HME/53/Cdk4/v-Src ffIlieRU HME/53/v-Src i'ffil M tt , f)kftlffl 	i-t,--c-1, `6 t 1,  

ILffikaIJIMMDA-MB231 'NM k kL-‹-c-kililirpil -c 1 9 )c.  4diirkIrw-4- 6 L L 

7)6, rvioinift ,11 ---4-6 Li-  Lv9167),i,zt-Dit. 

15 El 7 4:.T1-1 5 -,'=, 	V --. -)---✓ I, 	)i -7-  4 7 TP53 11{R--T--ffi4A 	4-Iiit HMEC 

in (HME/53 iffIM) 	_-_)-k1- 1..., EGFRT790.L858R iiti--.R It c-Myc iti--0-)1, \--rh 

, 	*1-A TVA u it HME/53/EGFRT790.L858R  Nt.y HME/53/c-Myc hilE-ett, ili 

M#U,ffiJF 	J-L,1-,.a,--D it.. 

--, 	V _--: t'/ 1`* 0 ---t-  -f 7 TP53 ittf- T, EGFRT7901858R ill±RZY c-Myc 

20 itm-0-)*Rgi-fi• 4--)-q-- 	ffA  L t`. HME/53/EGFRT7901858R/e-Mye AIM-c; a, mw 

,0DTfhWArE 	ti„ 100%01IfiVhic*7-T,- Lito 

[3] 	1/FR 	i-L- ililial&o.)M1,oprik,-IS 

Aftf4M-hintY:_-_ ,rt 9 414 6 to-ditrgiNto 	I.q 	ref-Z-1-  6 iL- e)r,ziz or) 

25 ffi /1/7 —t — --C't)-At-L, L, fR,.-- LPL°  HME/53/v-Sre *IMO)A-F4tia ,:-1 191M 

IA 5 - e ir-N C tZll 5 V,7: ER(-), pgR(-), HER2(-)-Cb) 9 , ii-o-'<—*-9-11/1104La0D-q — 

t ---eb)6 CK5/6(+)-C b) --D ti: :7_ L 	a 6, HME/53/v-Src . 1111n Gt , & t) ift* OD WIN 

tAtMolL'El-eb)6 I- 9 7°/1/0 -'7----  4 7'I.ufL-D-/<----9-)1,11."0-Y4LA L 4-6R-44-114v: 
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4-,,( 	Ufdlirg 	ff4-t--4--  6 :::. L 7)411011.k-  .. '1:1, 	HME/53/Cdk4/v-Src OM 0`)/A 

-Ff4M:: 1 9 KA utditmoguawnt, 	6 4:7)--,---1-  1 5 4:: ER H , pgR H , 

HER2 (-) 	T1i)-0 .1-L-  :7_.-  L 7),6, 	Mr: 1- 9 •111411---f •It"0-)ILPiLrAliT4-404NLfft, 

fg t.- LINZ 	)M--J--  6 .1 L 71i 	tut,: 0 1 k - _ , HME/53/EGFRT79°1858R/c-Myc *RI 

5 lila OD & TWA1::1 9 JM uf-dimonomnt , 121 8 4:ji---J-  1 5 :_- , ER(-), pgR(-), 

HER2(-)"5 19 , ii-o ---9-11,VORA0)-7-t --eb) 6 CK5/6(+).--eb-D ft '::: L 

7),  6 HME/53/EGFRT79018588/c-Myc All et, at o#0-Arottfiffior)ILAT; S) 

6 I- 9 7°)1/ *0-7-  -f .71"=11.-D---9-iv110DILP:8 Lr6if4-404:16N i.. LEM 	g 

h t6 •I• L 7) -PM Lit°  

10 

J;k_Lo-)MI -1--  1 5 4L, T'VOLN_LgalflE4L- , TP53 gRiLat -  L v-Src 

iii - 04gig-i-fi`b-q-, TP53 as:Rtif--  L v-Src ifM-Y-  L Cdk4 31{- ±0)411.7,-

b-q- 4t TP53 V161-1-T- L EGFR2 l'Aitf- .- L c -Myc ilti- -0-)41.g)-i-N--) 

.--q-- Lat -4-.A.1-6:_-_ -_1 19,ax-cammacofipAr=toLh-co.k. 

15 hTERT 11-f- Tri I/ v-ttV,:giWIEE 	ff101--  6 := L 	IA-  it L 7. -0 tc.: . 1 t`, 

191 -C lt , 	t 1-IL7)V-t/FL7),6flir 	t1,64L,ffiAiNINILF6fgtUttt 1- ILhVf---'7.  

/1/, M--- 1- 9 7>140.--  4 71." 1L7) AJ-----7:?11/ 	{Mt 6 L L 7)1A - it L /". -D it0  

aLLofiffli rAsfiLit 

20 *WA 4:-1 9 , 1 1- or)I1,7) IAPIM k P1 orNi144-1119tRikTr-t-liaalMhqat 

6 IA-1*A 	•11 -I-  6. `opt  5 tcliiM*Mtt, ILhvuoyttit*otat40-)a5-E, '4-Lh 

25 

1-uifiV(-Yy 1-3.-T-0-)14 t, AE-Y4L- tr-LeAtIo") 	9 --------.:/ROt-rotIgC:/(11,11 --Cs 

b)6 PVItilfr-4-6c, 

ft2,MJ 	7 9 ---- 	1- 

62YM-g-  7 : iì-  A DNA 

6U11-6- 1-6-  8 : iì-  A DNA 
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1. 	-FVfLUI_HA*010:-, 1. -F oAt8JIT (1) K -0,  (2) VA-  4 - - L-  L t:_. .t 9 , III 

MA& 	 •flakil-4-  6 	e, 

5 	(1) p53 0)1461Effi 

(2) 	v-Src 	'(- 	- 0-)' 

2. 	-9--r 9 i 	tt--)-----viii 	o) 	J3EN,7)a 	6 	Fth- 	41,6 , giA*IJA 

1 P:TIEgio)A. 

3 . 	Fifa-El-4 	9 :7fiki7:441 -1---vitti --T- ffi, Cdk4 LA-f--y.--c b) 6 , 	ii-fi* 

10 	2 tL7.ENzoDMA. 

4 . 	Il.siig_HANii0-,_-_, vs-Fo)fl (1) — (3) 	-- 	L rL.  1 9 , NW 

NM 	,fift0-4-  6 	-iPc. 

(1) p53 0)440Effi 

(2) EGFR gt-Aiftf+0)42 

15 	(3) c-Myc 111- -0)4 

5 . 	fitiEiliM111&ffi, .m 	I-1=i Y ,:, 1... v.* 0-) m-m, ffi ii-mt 7) ,--, 7° 1:2 y,,A ,.---- ri  ;, 

-`'__4-914:11K0)3M,ffila-ft7),-) ERBB2 0)MNffiFt-it-ek 6 , ii--*** 1-4 0)1/Nt 

b,  1 rm:_2,Ropmpo  

6 . 	04,1--ET*ILN_ERNIIInffiliOLM, VaRtki k_ a ti -D ih 	IN Ell ,I; o)Nii&-c; b, 

20 	6, FA** 1-5 o)LN--rti, 	1 rawie,R0))7 M. 

7 . 	fisti* 	. 1^-6 op v \ --Nib,  1 MILER oDij M4L 1 9 NZ tuttniageno  

8. 	1:k-F-0)1.flA-ti, nIM0)ifiVAtlo) 	9 -----:- 	4t. 

(a) gfiV-IA 7 Cr- -24tCopiiirgIVEL WAWA L 	tOt 	-q--  6 in 

(b) nirgalirao)MMI3RWATVW-4--6 	f'l 

25 	9. 	aW*1A 7 4:-.12R,Onirgall&ffi4M 	tiff":41±1.A.-5-- /I,M4t. 

1 0. 	1 -F-o)ifil -0,-tr, 110A0Dif-TWAIJa) 	9 ---.:-----:z 	MPc. 

(a) iiii*Ik 9 :_.- i,-244zo)ttiA..1-5---/i4J4t L Witt% L 	&'- tit 	-q- 6 ifil 

(b) Mani& opiMlat,--/AT 	WI-  6 Ifl 
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