= B AF 5% 0309 56 1 &
4 f 34 3 A 9 H

#;oE N R

4 T i BT 3% 1 T o
e R X fAEFE (B & B
HGEA () R/

JEA 55 8 = BURITEE B 8 Ik Bl AR =
( &~ H®H %A K )

B ERERAEREZBEICRBIT 5 e FEREESEZ v 5
A R R AR LG O SR O/ E DR A > b OSETIZHOWT

WG X0 AT W R E ELHEILE L B £,

HAEREORZEMEOMRFICTET 21584 (KR 25 FiEFF 85 5, LLF Nk &
W, ) ICHES BEFAERSEZBSICBIT A IPSiln%o v NS hetkiiia % H
WA EAEEBREDOEREME IR EBEICOVWTCE., [ BEREHAERSEZEEASIC
BT 5 MR 2 O D B AR R R A R AL T ] O & IR RN DR AE D AR A
M AZOWT) (CERk 28 46 H 13 HIEBWIE 0613 55 3 =524 5781 = BRI FERHE 58
IR @E, LT TERE 28 4E@A) L), ) 1BV T, ZOHEEDORA » b2
ARLLTWD EZATYT,

A AR E R G B R R R E R T RE RIS 2 W e B AR R R
AR OFER O FITHR L0958 (WFEARERE - Wk BEEINE R K
INERRFEEERER) ICB W TR 28 FBAIZ RO LBV UET T 62 LRV L HH
nE L7,

ARIOEET TEIMENZARA > & LTIE, BS HES iPS MR D 7 ) LFT RO RS
IZBWTY 77 LU ANRHAREICER SN2 & WA/ A Cosmic List O EHNK
Ml &, FREGEEREFICEERNLSTHEOBFEDRA » /RSN
el ETS,

MEGB SR T U A B OBEHIC L > TH -2 EREE FICBIT 2 E BRI ST
BEDEZTT] IZO0TE, FERERAERELZESIZBWT, #HBEOY X7 - 8
ELIDRIRT 4 MZOWTHTSITHRF L. £ ORETORERIZOWT S HERE 12 %F
L) 72 @il « REEIT o7z BT, MO R ZRET D MLERHDH Z LIZONT
THEEBFNLET,

FlEfex, b MNEREESmMEZ AW BAERRELFEET HI24 7> T, kxS
ZL Ll BT, JBICESS B 2T Y £ 5. BB TEFHEI X OBIMREEI 1 Xt
LA ZE IA LS BEWLET,



R

BEREREEREZERICEIT 5 Meretkepfilaz V5
BARFRERMEEE OEEREM M OFEDORNA » k

ZHetEE I SREFE I T D U R 7 % 3H i3 2 BRI R B 5 IEERHERD 5 6
SRRl O ZARIL, WELEEE > T, KEZEORNRFIL, 4%E 65 ot
DREFR, S DICIXERBEGEF BT 2IEREWVBIZ.,  ORIBMENT C5 545 5 /2 i
EFHZEITE Y, FITHGE, BIESNSXETH D,

ARSI, ZREMEERHIIN B SR SR T8 & B T2 16 35 2 20 A K AEC )M
BEOL LIZRIT LT fFBROMBICH ST ORI T — 2 2T HZ 2 HME LT
AV

b M ZREMEEAIIE 2 WV D FAEERSEEMIVE LB TH Y | HAEERS 2T 5
HOHAEEREESZ T ODHEZILILOE DAT =T RN —L L HITED EIF T [EET
HbH, FFEREREEREZERICEBWV TR, BAERBRSERUGHR OB P22 S Iz,
AV T F—5 K- arty MESLS ERGD B AN EAERRSERAGHE O X 534 (DL
T, ®%RE) os@me, el LTOBEMRESENFETH S Z L2 REICHFEAEI N,

1. FaetE L COZRMESRMIICRD b5 LZEMEDEEDRA Vb
(1) LFIFRITEEHIEIZOWT, UTOEZHERTHZE
cHEENSA T =L K o M EZITTND,
c RFP—R7 ) —= U I PREUNCEm STV D,
- ZOMENBIEEREE - FHEEATENTEM S TV HEY,
* FRE3THEBEIZBWT I DTHY LARWEHEN S 25481, BRRF TR S e,
VE 1) EMHORIFURIESE SRR 24 42 9 H 7T HIKAFE 0907 5 4~6 BABE LT 5,

(2) FAEEL 72 % ZEEMEMRICIWT, EEEHEEZBETERWIATOS ) AFTR%
T RN

- %A 5L (Conventional Karyotyping X (% G-Band)

- 5 B (= 1~ (COSMIC Cancer Gene Census Tierl + Shibata list) @ SNV/Indel & OV & 5
(= =& (CNV) %)

7k, BB B K ONESBEE (R 1O SNV/Indel L AFIERF 2OV T, & ES A
JATIXZEDT ) DT ) N LTS ARG L, & N ESfilabistoe M &
RetEErfila T, R —5 /7 AL L CRYMEERGTT 52 &,

IHlT, RS ) A b LIE NI =5 A LB DRFOBRFHIEE L TiX, 7—4
N2 TOBEN YR U TEBINERD T XV BEBRLED ) X X7 HOMEE
& U THERETEZL, BERBIETS BMERRENHEE SN D0, REESGE I A~AT v AR TH
DM, AZOWVWTHBETHZ L,




- JEIEAVARE D FREME D B D MK IN - DA BT
* FRE3HAICBWTI O THLRFEZHETILAIL. VA - FBHELI AKX T 4 v b &
BB TR Uy BRRFIH O 42 03 272 0 b 207 L= ZREtErpiiian,
PR RS AMEMRIE T COMKRFAZHR LGS, BME L 70 2 Zrettafifno 7
J BFEMTIZOWTIX, RIFHOFENREZ HDH I EHLED, MIBE~OMPFEECEIC
PP R ERHENTNWDZ L 2RI,

H2) MREIKIT DY R HRMESE 5720, AIRERIRY ERRHEBICB W TRENR 20 EHES
NDZHEMSRMIRZHEHT 2 EBZEE LV, L LAaRD, SRS 7 ) AEITIZB D
TEEPRHENIBAETH, ABEOREELORRT 4 v vRZD Y A7 & kS EHFEL
HEEICIE. YRZ RIS OMERNTFEIND Z ERb D, Z0HED, FIHRRIZIHE N T
X BHIOEHBNZL Y KT ¢ v OEMAFOND ETOMIZ, EEAZHL EFEEBIZBNT
BRIV EHE S NS SRR EER T2 L T 5,

ZOYVRY ~FBEL I DR 4 v FOFHIIZ S 72> TE, FRICREIBROF BCRBOEE
HEOTET UV AICHE L, BEMICHET 5 Z Lk b5,

BAEAIN OFREESC, M, B, RORBFRIEORE, VARV AL T T 0
NEFICEVEANTFEIND Z 03D D, BRI AR MEHITEA, AR 2508 Feige ) 4
B, BAEELANES 28 2 LIS S WERER S, AR OMIRBLER DN S 27 £ ORI &l
ol

* S BERR R IS UWET N H - T2 HB B DEEDRA v b

1) ZREMESHIIE A § v 7 0D OZREMETHHIES T AN OBMEIZI W T, Rfi—
2 OIEGEEEER T Y A MTEDW TS T oL, BEOMK) bRE Sz
LIl dH o TE, Yk A MIBER SN D8R OE BRI SR OEEDMES L
TERESNLTWVWDH I &,

2) JTEEEEHEER U A DUWETIND Z EICHBAT N TOND Z L 2RI &,
FHATIZ L VR ST ) AR BENSET R ONESEEELE U A MIRH LR
7256, ZHEMEERHIIN 2 52 17 A 7= 2 C OB & DO IE SN TRAE S 5 IR & 72
STWNWHI &,

3) FEERSR AR O R RS 2 WVIT T EMRRIGRE 2) IS LI-BA. #

B2 T EREREEREZESNERERD, VAT - fHELIDHIRT 4 v
N &R IR LTz BT BRI & 2 WISt 02 42 Hlil9 5 2 &

2. Zrethariiig i SRR E M AL T4 O G OFEDORA - k
(1) BEARFIHZHRE Liciprkte LT, BROEE 2 LTWDHZ 2RI H I &
© fil7e LTWRWEEIE, BRIRFIIERFA S,

(2) BRIMTHD invitro BRERIZEA LT, UTOSRFHERT AL




- JREEFC & 2 ZREMEENIIL O TE R G B 0 bR E T T 72 A U e R R R
(Conventional Karyotyping X% G-Band) <>, &% R#iE =+ (COSMIC Cancer Gene
Census Tier1 + Shibata list) ® SNV/Indel & O = B — %% (CNV) % 5 Tefiid S5 A3
HENEBEDY 27 i+ 52 L,

cHTICN BB T O U A RRBMENZGE, BN BT O RN HER S
. BEICHERRBR N E A TV A BT Y 27 DRl 24TV S8 IS it 5 =
&

- Ko b7 et O 7T

- BRI A 2 TR LT2BA O, BIS O HRESC H BRI LIS O ML o B 5 1
B

* FRR4AHBIZBWT I SOTHLRFEZATH2HEE, FHIE UTHEHAZHESE L vy, &t
SRR - B H LR Y, VR ~EL D DR T 4 v N EEEICHREIET 5 Z & T
IS LR LRSS A BBEINDTY, B, VA cBEINDHGIXT 4 v bC
DONWTIE, RIRE~OFBHRELEC N LT FEBHINTND Z L 2EERTH 2 L,

1 3) MBHEIKT DY AT HR/MESE D720, AIRERIRY FFREBIZBWTREN 2V EHES
N5 ZHEMEE I SR ARSI T & T2 Z ENLEE LV, L LR S, ZREMEERMI
H A EMIIN T D7 ) AEFTICB W TRESREB S NZGETHL, 20V A7 % EAl5, %t
LHEDOEELORTT v MBAIFEL O 25412, Sk REVERR It Sk @ /i T4 o i
RANRTRINDZERH D, ZO%AED. FIHEBRIZE O TE, BAIOEBIZEID X2 T 1 v b
DREFEAFF IS ETORIT, EEZH L EFREBICB W TRE DB v W m Ly % i
AT D2 EDREE L,

ZOYVRY ~FEL I DR 4 v FOFHEIZ S 7= o TE, FRICREBBROF BCR B O EE
HEOZET U RAZHE L, RAEICHETT 2 Z 2R RDHNE,

BRI T OFRIES, B, BHAL, REIRRIEORE, VARV A T T
DOWNEZIZ LV FIAFTREZR A 8 5, BRI AN KEAR /LA A AR S Ll i D 350
BN SR 2 & LI < WBREE D, B OMIRBIE N AL 037 EOBLE N B HIET 2,

*JFANE LT, BEFICERG SN &EM T o v R Tz, BFEICERE SNSRI
BRINERE SNDMEN D DN, I L OF AR ENEDOHE AR L0 R ERDHE
MR TH 55513, BHERICHABRL FE R L, RIS CZEBHRNZH N T OHE
HDTEL 2L, ZO5AE, RARFEFA~OURAFREICGECONY T <Rl Tnig Z
EERMERTH I &,

(3) mAEIMITYD in vivo EEFHERABRICOWVWT, UTOO~QDDFK 4 DXL ML EH)

8 :51E Sy AR

DOZD AW E B F~DFEM: & R
QW FE & ] - RAREE
OEfitm T T E SN D EEH DO TH




@R T DI T 5507

OB To&RE - BIHIEIE

© T e G- HIRuE & in vivo EME G RER £ G-/ i 2K
ORABRBIZIE & PRI 256 O %241k

BRI H

OBl S TR BRI ET L ORI

NDZEZ KLY -1k =T i

AN T D —EFBERAFFT

728, invivo EIEGERBRIL, DALD Y 27 ZEEFHMET 5 O TR H D55
FMET T, "= FOFESAAER, AN TOERORIIRE 2 FHEiT 5 b 0
T, £l DAMIBIIZERIEIZE T2, in vivo IEEFMERER T3 R PMRW 2 A
MRREN > D Z LIZHEE L, ARE~OMRPAFRELFIC NI T I nTns Z
EEMERT DL,

*JFAIE LT, BEICHRG SN DRENIY AT & FEORENIYIZRBNT, D

< EB 1REIERT S Z L,

(4) VRI =R DAV NI T VDB HIT OV THER TR S
s 74 a—7 T
- JEIESFE AR RE O )L T 1 (VBRI BBROZE A 1 5-45)

(5) RT VXY NRRXT 4 v bOBRED>LRBEHEOZYHIZOVWTHIRTDHZ &
- UERIEIE 2 MR L. A D35BT FOIRR I & Dk

- BEHRED T 1%

- T H LRV EEO T il

3. EEEEERTICEERDHT-HBEDEEDKRA Vb

LR N2\, EEREES 7 (COSMIC Cancer Gene Census Tier 1 + Shibata list) %
MR T DMEMEZ R E LT, 26D U A MIEFIOMAIZESWTEEINDHEND
%o TOHA, WITBITHHERELNTWD Z EE2HERT L L,

(1) JRAIE LT, JEAEEE U TOZREMEMMIL L OE&IN TIZ DN T, Do/ —T =
YU A MIESNTH ) MERMMTON TS 2, TORBEOEY T ik, LEO2,
IZRE-TND T,

(2) HECHERERAERELZES THAEOMRE N T T LR IEEEEER TV A
FOEFRH-TGE S FMEE L TOZREMERHII L O &I T >\ T, o
— ¥ g VIZESWTHMBIT 21TV, 2O RICESOCGHEZMThN TV D Z &, Rk L
L COZREMMHII 2 &3 28B90 6 | SN T 23 28E8ICxF L T, BTIctR
Lo mprEifts i tns 2 b,



(3) M BEE AT U A F OFEHNC L - THIZ RS EERE IS BT 2 AR it S h
HEThoTh, T TICEREAERESNIER TH L2560, HRE~OKEZTEL THA
WRITEIAN.THON TV DEERE | BARKREORMZPIET D 2 LICXk o THREIZE R
LREPRENLEEBEZONLGAIT. FEREHREERELZER BT A7 - BEL D
HNRT 4y b tollEat L, B0 R 2T 5 2 L, 205E . EEREEER I
FELWEMZIIE L TEINEME E LTEREZKRD D Z &,
*RFERE R EEREZERICE OV TREO PGB SN D Z &b FMEE LT
REMERR ARG 2 S5 9~ 2 B RS C I3, ZREMERR I L8 72 2R G R s T O A R i S hv -
BaTh-oTh, =BEEFHEOH DHRIZHOWTIL, EBIZEIUIATHO T, fkke L TR TE %
RHINESTND Z L 2R T OIBEND D,

4. BEFHR

B NI TITESRIC L VBRI (L EOBRTERPRHEND Z ENMLI TN D,
BERINZE LTS E b SRS TS 2 b HEE 2 (SNP) 7 L1 (2 &
LIENT CIIE TOERZR L, I EMEEROZRIN B 0 BRIV T H R
BlEEIND Z LD 5, invitro TEIEE S 2 B8 B IS0 Ot OB 728 B 4 RO
faOZ 2B LTk, RIS EEmRITH TV Ry, BENREEDOR—2TF A
&R DEIGTFIERIL. HIIRFECRE TIEIC L > TR S, MBI W TEE FER O
Mok Z2 EME 2 R TR 2R, L7223 T IBTERIANT— R CTh D BEMIARLZ EMN % &
INBRAZ T 5 7 O BE MR S OSRAR[B15R 2 IR L, B3 R O HIESSE R O BT 5 Y
A7 Tl ELT O RETh D,

W — 7 = o —HDIREIC L D7 ) AER - =857 AERICOWTIL, &
A B EROZ AT 20T U VEE) 23T 2R HHERE L) a > ba—LroA
FRREMZ 5% O E & L THRFET Lo, &M & OBIEMEIZ OV TRSZIIRMRGEZ E D |
REREE LTHIHT A 2 L OB LML T R&E TH D, 7ok, FeEMiain Ty o s NE g
PEEE D22 4 & O BIEME NS RFERCHA BT e - e BRI LT, B,

O WBEMEE#EL. B ofEERHE SNV/Indel X° CNV ZH T 5 720 Dk

© HMEWEEE, RO v ) 2B LERET 572D O/

@ xtGE R L O BN IR E AN T O b O R RE B 5 & OFEBA A BEE D

BETEREZRNT 2720 ORE
EWVo T REEFERT D2 LICX 0, FEEMian Ty o etkm RS S,

7272 Uy BRI S REMEERANG H R E MR T WL, B o TE U 27 ¥
WIS R 72 72D . VMR D T- 0 DiFim D=5 TEH (reassurance D 72D ORHEIEHR) &
LT, BEERAEZDOMOAFEFRG L OBEMENBEAOBRTERIZONT, & oLk
RBLTBSZENRLEE LW, Thbb (K7 UV VHEEER A BRO ST FIREIRR 22 &
AREREDMHRRZ NI LT BT, ERRO~O% MR T2 EDREE L, O~OQDEHE
DR S AT A O ZREME RS F SRR E AN T4 O BE IR £ G- O HIWHZ DWW T, B
DEEE, BROBEME LB E 2 THT 5,



SRR A B A e R B (R AT BRI FE S 3E)
Z REVEER AR S 2 IV T2 f AR SR S HR R I DR | 2R D AFSE

W7 RERA
WK

iiwasiEc)
ZINE /N
Ay e
4 B

GiRES
o]
NI Bk ]
BNT EA
L3 IS
VRl ia
SE I % ]
ENIEESS
EFR HFE
FAIL S3C
e K
i PR
LR AR

SEEIN
HKZ

K ik

(BB INEFR RS BN EBRRBE - k)

ER R - 208%)

RAR oA AR gE o & — « %)

(FESZA AAIRGE R > & —HFSERT SosmE A EFFe il & 7 ) DA )
B - rHR)

(FESZAFFERISEIE N ESL L BRI E & > & —hFSERT - BIFTER)
(BEEFRIRFIEFEL - 20%)

CRARZER B 2T TR HIIG A 2ak e - 20d%)

(ESZHFIER RIE NENL B RO E o 2 — Efnfm BT EE - ER)
(TRERZFERFEGCHEINEBIIER - 20%)

(I SZEE S L R an i EFFEnT fE - e e i dn
(RBRCRZER B 2R IER - 2if%)

(I SE = 6t e AR AR SR T

(B2 BN E B )

(RE R RS - 208%)

RO ERE B R R B R B 2Pk S Fe Rt 38/ E T i 2o 1
(HASRRT: - 7B HI%)

CRAREE iPS MUNGHESERT - PTie/#d%)

- )

- AR

CBRSZAT BriE N5 i P R e S B
(FETEHT ] A E)



