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460165611=ENST00000372330
. . Ly http:/ /asia.ensembl.org/Homo_sapiens/Gene/Summary ?db=cor
MST4 ENSG00000134602 | serine/tiveonine protein kinase 26 |0 _5465000001346027=X:132023265-132075943
httpc/ / asia.ensembl.org/Homo_sapiens/Gene/Summary 2db=cor
P ENSGO0000124102  |Peptidase inhibitor 3 0:8=ENSG000001241025=20:45174876-
’ 1451765443=ENST00000243924
’ htpe/ / asia.ensemblorg/Homo_sagiens/Gene/Summary ?db=cor
PPMIB ENSG00000138032 0:5=ENSG00000138032=2:44167869-44244384
Riborwdlease, RMase A family, 1 http/ / asiaensembl.org/Homo_sapiens/Gene/Summary 2¢b=cor
RNASE! ENSGO0000120538 | ereatic) 0:g=ENSG000001295387=14: ot ae0 20800578
httpe/ / asia ensembl org/Homo_sapéiens/Gene/Summary 2db=cor
RNASET2 ENSG00000026297 | Riborwdease T2 ¢:8ENSG00000026297r=6:166929504~166957191
VRK2 ENSGO0000028116 | Vaccinia related kinase 2 hitx// ssiaensemblorg/Homo_sapéens/ Gene / Summary 2db=cor

¢:g=ENSG00000028116x=2:57907651-58159920
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[002 1]
[F 2]

nE%E  IDES JTL—FBETRFEP{E AUC FR{E.2SD BX[E.2SD HEE 2SD
AP3B1 1 3 2.42E-18 0821138 3850935 0.22561 1
C2 2 3 1.04E-29 088328 364682 0414634 0.9901961
CKS1B 3 2 217E-23 0876913 3.901408 0213415 1
CKS2 4 4 207E-25 0864 3821374 0347561 1
CSPG2 5 4 3.35E-19 0.834768 3.832573 0.182927 0.9901961
CYCS 6 3 5.14E-19 0.826339 3.887536 0.237805 1
CD82 7 4 283E-20 0.821078 3.892285 0.262195 1
PI3 8 4 1.38E-22 0832496 3.723319 0310976 0.9901961
RNASE1 9 2 106E-15 0.805326 4.031564 0.103659 1
RNASET2 10 2 269E-17 0858202  4.1212 0.097561 1
VRK2 11 2 843E-21 0860414 3980399 0.085366 1
EVIT 20 3 6.33E-15 0.845827 3.974804 0.140244 1
HMGB2 26 4 922E-20 0866511 3.891996 0.030488 1
MST4 33 2 1.05E-07 0.802487 4.254386 0.109756 1
MMP9 34 3 4.36E-13 0855691 4.143968 0 1
MYBL2 | 35 4 211E-08 081534 4504063 0 1
HYOU1 36 2 443E-18 0813038 3.849192 0.006098 0.9901961
PPM1B 39 3 275E-13 0.852941 4.448287 0 1
AK3L1 74 2 7.29E-14 0800514 3.610316 0 1
IGFBP2 95 2 1.46E-22 0849534 3.443565 0018293 1
STMNI 99 3 268E-19 0.802547 3.125581 0.189024 1
ANXAG 100 4 413E-14 084505 4.123383 0.006098 - 1
ATP6AP1 127 3 2.36E-24 0.814264 2.707848 0.536585 0.9313725
[002 2]

LV LAE, HREBROKERBEZANT, BERAZHRHETE S
MEINEFMT SO, HibBHEBELE~A 707 LA 2EEL, HE
TATTY—HROREENAALTVEAXEE, TOHENEEZ BT LKME
blic, TORR., Bl ABELREELZ AUC E 0.8 LLETHBT S
S 2 SERAESh, BEERBEEE L THEIAREOREF T

BB WL R AVEIRT X 87 B X, AP3B1, C2, CKS1B, CKSZ2,
CSPG2, CYCS, CD82, PI3, RNASE1, RNASET2, VRK2, EVI, HMGB2,
MST4, MMP9, MYBL2, PPM1B, AK3L1, IGFBP2, STMN1, ANXAS,
ATP6AP1 Tholz, —FH, BEFAB LB L TEIABEOME S T

BILBEWL RV ERTZ NI EITHIOUL Tholz (1 ~23) ,

[002.3]
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LER-ST, 20D TF—FiZ, ZUoRIELVLRXLVORBRET viEAIZ

LARRBD AL Fv—D—DERIE. BRAORBOEDOHRT,

ZER, BREOBW, BRENZ, BRENRFELTRBLES L2 TT,

BB, KERAOANAL =T —DOEBERABFOLLERNT, BHRE

RETTRLBEBOBEZ2E L THERAOEELT=F —TE, FRER
BLXOTFEMEREZTHCTE S,

[0024]

H#E IREHONSA F~w—F— ) LT, R1LICTREINBZ U RIEE -
TEOMAF O R b1 D2EY, AHBIL. £ MIBITH NS F v —
H—DFTXTOMERAE, RRZFETLIN LB FERKED. 714V 7
F— LB LUHIBEEED, ILEBETEREIL. KREHO AL A~ —T
—DT7 IV BEFPLDORENT IV BOBREELRELHV . AEH
DAAF == —HEEFOMET HMNBICHEKTLIT I BEREL ST,
T, BROR TS F7A VLV TIZEoTALZEBELRBOARHED N A
Fe—H—IZEEND, EBIZ, ZTOXEIRFZURIEOHAF LARHAD
NAF<—A—lZFEhd, Brhix, xiE3, 4. 5, 6, 7, 8. 9
FLERF1O0T7IVBUEDORTF N THDE, . KREHAOAASM <= —A
—X, B PZBITAARAASA T —H—IZHIETHE NUSNDOREIZBITHZ
NRIBERLEZZTOMA bEL, REPAOASS A~ —F—1L, ERAOKRE
WHRIRATE B2, ERAY—D—, BAAT ==L bS5, Fi,
RIERADONA A= —ICRETHHEBBRT 27 F FRIILHEHSE
EL, ARBPOAL F~w—D—ZEGEND, LEN-T., Y%~2TFF NE
B, BEEARIMELREETAILICED, MAADRIEFED ARSI

FEND,

[0025]
AEBPOGE, BWAIBL Xy bZAVTRESNIBEIENATSD
5o REHOEN AT, TNTOEBEMBRERL XUCHEMELLTICT~
14
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TOERER L OBEOMAG L OB EET, AEHICBV T, BEQ
PR, RESHBZRTIE AV, MHEEEARE, MR EaRE, B
ASLEE R IR . BN E RIS, (o) BRBHRE LU L&A,
BEEEEE., BEMRE. S0TFRANSWE, B FHNSWE (N
B . BHEIEE W - WOW) | BEEL BMRIRASE, BESL
%%@k%%%%ﬁé%\%%ﬁ%%ﬁ%@%\%ﬁﬁ\%%mﬁ\ﬁ@

CFRE., BEMBEARKRE, BREY) OB UOERREEL S0, B

PEREFAS ANCIE, SURERREE. EIRME, BT R, M. RIS,
R, RORENESEROBBESEIND ., FRR
BEACIE, EACRE R, P o LB R R QMK S R R IR S B

END, F, AEHOFIE, BEABIUTXy bRV TRE SN DE

T, ERBEHEOEEEE THoTH IV, TOXIREMEERIT. RES
N5 TERVA, FlF, LB (BlAE, 'iEE (BEME) | 8TRE

M. REME, SAVzo MF. BBEEIARIERENE)  BBE BLBE

(BlxE, B, BE. B, RiE, B, T (gastrio). . FFE.
el . Bhdk & UVH (stomach) ) ; W /R £ JE 88 8 (genitourinary
cancer) / WR AT B (urinal cancer) # (X1, B, BH. B
B, RE. WM. BABLCKER)  BABRE Bl FEES.
TEAME, E. B, TH. BB LOHRE) [ EESE (FlziE. R
B, TE. VS, BEE. DRSS, UAGE. WEVEMR. BIBEE. UEWE. K
. ik OB ; M (hematological cancer) /M # (blood
cancer) (Bl i, SUFLIE, A (Y v AR, AKEEL
B LA, PR M, B U LSS A, B R BN S ) |
SEMEBRE, U SEB LYV AE)  BEEOB KRS ()
AT, B, BWE. AT —<. K5 (EEMBR. BTME) . AE (=
—A I HE, ARVAE) ) MRROE (FIAE, M (EREAE.
WEEFIE, 7 U4 —~) . FEE. BH) ) BLOEREOH
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(F 20, ff, (B, #EERMAE, MR, kR, REME) 8LT
MEZE) RETOND, —EBEETIE., BiIX, IFRETHS, 51D
DEMBFRETIE, BIX, LB, TENEE., FESEE. WE. BSBE. A
SMRE. AT —~, BREBFE, WE., BB L OCHEEHE LR D
HOrORBBIREINDIEBTHVES, £, KEBHOFE, ZHAIBIUX >
FERAWTREBENDEIZ, EXADORIPARESCHERKE., BHER, &
HEBER, BEENILENEEEE,. Bo>R23H 0 1E 5,

[0026]

e T#HEBRE X, EmeEvyw, iz, WAETH D, KAEBRHIZBW T,
WERRIZE P E LV,

[0027] _
KERADONA A — N —DOFEIT, FEx OFKBEHAE, FlIX, 2@, o
., ME. R, TRECBVWTHREHT S I AT, KikEIE, RES
NobiFTiawvs, R, £m, W, mFE. R, BK. EEK, K. FX.
B, WER MK, REXMMES. KER . MER, U, M
M. K. MR, BE. UF. BEMEO. BErERESWY. MEMIKS
i@ﬁ&@@&%ﬁ%ﬁ%hé\ﬁib<@\ém\mﬁ\m%\ﬁ\F
ThHY, EVBETLIIAHETHSE, ARPAOASSF~—F—ik, b M
EICH T 0 vitro THRIISNB Z L BEFE LU, KKH O I A
SNHZREBT, HBEE»PLELNTZLDOEEZERAVTH LWL, HEFIZ
NEDFETRLE LEEBIZAWVWTS v, BN, £E D FE THILE
L. 2D/ 537 v A 2B TR VEBOEERERDICARLTH X
VW, REHI. i, B, BH. BE. TEHERSORENR, REORMAR
Y OREMIEE LB LT £V, REHOAA v —h—EE S
IV —AHRIZEENBIERNDD, LB o T, KEHIZBWTEE»GHEH -
Lo Y =2, KEFOZ s Y Y —LEREE L THERALTH X
W, ¥, KRERHOARAA I —F—3, BERFEZRRT 5EEMRE
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(circulating tumor cell, CTC) KRAETFEAESND T &Nb
Do LI o T, AERICBWT, HIKHF O CTC LFmE» o HEEL
CTC ZRBE LTHMAT DI LN TED, £/, CTC 65 U RI7EHPNK
BHAERBE L, METEERT S DNA Wi 2 RET 2T, ERAE
MHTBZLNTES,

[00 28] ,

M TRt £721 THRBT ) Lk, EREARPOAASM F~—T—4
VRIBETR R EOWMAOBEEET v e ATHI L. Ty A REMHIT
HIE. FRRRETHI LR G, BE RE) 7203 TRET S &,
FEN, Y*EENBLIOEMMBREFEEZEAET 5, AEADOAA F~—

A= BN BRELREOHA OBREEEDAREHOEBHIE TIT, BT

F#EIE. ELISAZSOABEEMEESIF I EENNEBL A VS FET

DI EPHFELY, REHOEA OEMEE TIT. BMEFEIX., BBRHEK

POBERBFORERHONS T~ =D —OFE, FHEEELIEICET
BEBREELT VRN y b (bbb, HABLELIIVIT) ZRH%
THIERFELY, FIZE, 77U Ry M, EWEH B E. THBE
%L<ﬁr@ﬁj)itmiiﬁ(ﬂiﬁ\liﬁvybw%kb@f/
I hREDRE) THVED,

[0029] _ o
AERIT, BBREPOLBLEARERABTORERDO NS I~ — I —DFTE
ERHBEO S/ EERERT ARG, BRARRUT B FER ST,
BEICIY., ARBPOFEIL, KRR FORBHAOAALM A ~v—T—D L
Nk, EESBREPIEEETIREHONS v =D —D L)L b
BT L2ELICER, EEAREAB IO LA LB LT, HiktE
DD LA E T AR L DR D S v — S A ST AE T
BILOEELLD, |

[0030]
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LimoT, ABBo—EMEETH. ARME. R, Lk Y 0R
B8 k7 b B - IR P ORRI O AL A~ — I — DFEERIE LT/
FLRERBETAIELEEZERL, REFAOARA LT —I—D VNIV BHEDR
LA LD BB RS I B T B AT B 2 L e
BLT s, HRACEVCEYRET S FEEET, RIE. REENS
EERRIEESHICX o TITONLDZ EBNHFE LW,

[0O031]

ARBHICE VT, WRIED DB SN KEREHIB VD TRIES Wi A%
B DS A T — B — LR, XEBRENC B BHIET B8 A~ — o —
ODV/\“/I/J:DF;%D‘&@\ (i) BE» B/ EF O AP3B1, C2,

CKS1B, CKS2, CSPGZ2, CYCS, (CD82, PI3, RNASE1l, RNASETZ, VRKZ,

EVl, HMGBZ, MST4, MMP9, MYBLZ, PPMIB, AK3LI1, IGFBPZ, STMNTI,

ANXA6, ATP6AP1 M HBIRIN 2L LB 1ODANL v —H— 1~
ABRRBREOFIET B AL A~ —H—DL_LEY BBV E. 2D,
F, AERICBNT, HRE»LEL L EKEREICBEVWTRE S
REHDONA A~ =T — LR SREBRICBIT DX DA 4~ —

=D LR DRI,

(ii) BIEE#BRERE T O HYOUL L vy

SHRLSNALVIDBENWI E 20V,

(003 2]

RKEFRDONAFv—H—FBEMTEAL T IVL, BBHDAA 4~ —
H— ¢ AHBBEDLRHERRIALDEDENVEARERAOARSA A~ —T— A EaDYE
TenXxZNVELTHERALTL LW, oo Fv—H—FFVBE I LIC K
D, FTVEOREBEDR EABETE B, AA Fv—h—OMEE T
CIRESNT, YXBCHRERLEORS S, BES, RUBEOH %
FEELTHERRT 52 LN TE B,

[0033]
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AEBAOFEICHVON ZEEE - I BT, BEATBEREN OB
EARBRAONAL F<—h—L 0, BHEOER (BMHESE) O®HRE»H
BERBICOWTELNTE, TR ZOMOEREOREH DB AREH
DAL T = A=V NVCHIE LB D, BELEBELERERD AL 4~
— =L R_ADLEREELEITRIZ., BN BRBAT —VOENADHFTE
FRLED,

[0034] |

BIOEMBHE T, AERA, a) HREPSGONLR, M2 &0
BRREFORERD AL F~v— I —DL_AEZRET L L, b) T
£ (a) CHELELAAZ. BEELTOAVEE R EBRENLE0H
R ICEET B L Do TV A RERD A F v —H —DFEE &
tt?:“zﬁ‘é:&-&\ c) T (b)) ODHBIZESWTHEREDOEN A ~DE
BLOTS2MDHEIEEEAR, TR (a) KBF BB LA T RIE
VRIVDOERBHONRA T —F—N, BIBARESHDWITY A T7HEREB~D
RELLT S 2T 5 HEE BT,

[0035]

ARHODHDEBHEICB VT, ABEHOF BT, BRIED DB IEKK
REPORRERADOANS A~ — D — % EBTBZLICE- T, BBAEDE
BIXOE=ZZ VU7 T5DICELTVS, RBRENTWVWAHBRENSE
RECB N TERSNEARHAOAS A ~—D—DRE . JORBE1L
WRAENLBEUFTORBICOVWTERSNRE L, S kst BREIC
ODONWTEEINTE VRNV EEKRTHEIENHFELY, HEHMEOTZDIT,
R EHO P REBELEREORVREZERELSB L LTBRTE
5, WL, ABRBELEIA—HKRECOVTERShAEUAMO LU
CHEBELTHEERRZRDZLVNVOKRFEHDO A A 1‘7—7‘3-%%tt5*f:k&:7 |
FoTHY> LB TE B,

[0036]
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FEOL . AREBE. WREN DB ERRE R OKEH DO SA T
v—A—EBRETLII L . RGBT AENADOBEICE=F Y
/7®tb®ﬁ&%k#¢5 —% BRETIX., RAFEIEX. Az, B
FRELZHE TERE ZRIHENICER SN TV IREHO A~ —T—
CHERNRTREERI TSI L L ﬁﬁTﬁ&%E%ﬁﬁ?é Lk
Eie, BIOEBEETIZ., KFEZ., Kbz, EESWEBLTAVWTER
BHO)/*‘/I’Z“V*?J—@I/N/I/%@H:'TZD:&ZE’%UO

[0037] |

ABEHOFEIZ, MPMOMRA (B, BRENEERTH D) O
DWIZEBNWT, Fh, BERADETBIVORECOTFEZMIZLE > THAT
bbb, AKRAMEBIIRIND LS, BE (Flxd, EFRELIIRERE
OLA) Tkt A, KRR (Fl X, R, miE. LE, &2m) 2B
TRESNEAREAOANAASA A=A —L_NVD EFELITRIT, ETL
EHRBRAT -V, KRB ﬁiti%t@ﬁ@wﬁﬁ%ri

[0038] |

WS OMDERIFE T, BREEES AL B> THY . RILEBOR
BORT, MELERIC, BREOE=F IV 70— ELT, HBEELEL
TWLONDOREATERT D,

[0039]

WK ODDOEBFBRETIE, FEAOARSM - —OBREPERSIND
AT, HREIBEOERERE AR, TOMOERFETIE, AEHOD
SA A DR ER S B AT, WRE 1M OB ER Y
. |

[0040]

HBAEICLY., KERAOFIEL, MIBORBHAONNN A ~— T —DBHD
AT, FIC, %I, HRE P OHBONTFA—FRAB ELIIR 2D
BERABIZBWT, BONRA T~ — I —2REHT DI LE2ILICEL., —
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EEFRTIZ, TWEBOAAS L ~—T—X, CA19—-9Thb, K
I, AEBEONALN G-I —ORHBERESNHHEAT, AFCAL 9 —
OTCLRARER-TVEEAbHE L. KAERAD AL Fv— 5 — Dk H
NEBSNHRHAT, MHACAT 9~ S TR ER>THRVERD
b5, |

[0041]

3. AEBAONAL T~ —h—TREBTBHIKE AL F~—F—DHRH
004 2]
WBRIEDODEHEABTORERHONS v —F—F, KEBOARA L~ —

H— BRI EEREZTOWHA EREEREZRRETAEFCL VR

FTHILBTED, SO BREFICIE, AREDAL Fv—D— LD

TAREHOAAL A~ —H—FEERZZOHARETONE, Thbb,

EBHILE . REOOAAL A~ — ST DRI E RT3 F %S

v, REPHOAAL A~ — D —TEPAD—I—Thb5b, LEN->T., #

BEOERIZBITAERERBOARS F~——HEOBREIZ., BERADODE

BRI LEBS, ARFOALFv— I — AT HHKIE. BAAD~
—H— L LTEATE B,

[0O04 3]

K%mgmﬁwf\fﬁWJ&i GBSOV EB LRSS
RTY LS TORBEEMICERARTS (W) . Thbb, REBEBM
FREAT P =T EELSTFEET. Mk, T2 o—FAHE, K
Uy u—F LB, BLOZTALORERAWME SEEND, AEBHOHR
iz, RIBTTRERDE (BE. RETERESN) TEBRSATOTH X
[

[004 4]

KEBEOFELBOTHVONEEARERAD AL d~—h —(CHRI 2
gukIE, MTIRENTWVDILDOEHERTHIIENTED, HDHWIL, HEEX
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NERRORBEHOARAA A ~—D—FHIIHEBIZEZEBRBONRAS L ~w—D
—%FIALT., $itk., T/ 27 u—FAEr@dEY 7 —FLHK, BLIO
BRI (BIAE. Fabdii (Fab) B . bl
E% ﬁ%%ﬁ\tbkﬁ%\EE%@@éh:—ﬁ%Fv%%itﬁ%

T ERETE S, ik, FlxiE, B/ u—FABIURY 7 a—
FTAHE, BMRABIOF AT, HEFCRMOFEELZHVWTHRMTE S,

[0045]

AKFEROFEO —ERBRETIZ, BEIX., KBRIEHROKBERHE % |
EBEEONA A<= B — BV RIBLEETOHEBEEMEED L L

%W&ﬁﬂ¢®m&<k%lo®ﬂ4ﬁv H—LHEIENKE L OREE %L
BREBLO/ (- 3EETZ L5280, ¥, ARPO—EBHET
m\ﬁméhﬁ%%% ﬁﬂ¢@$%%@£%ﬁvéw~&yﬂﬁgwﬁ
LEEMITB e a D, SbiD, AEBAO—ERBRETIZ, EERE S
@A4¢v~w~@v&w%\ﬁ%ﬁ4ﬁ7~ﬁ~®ﬁ%vN»km%?
PIRESHIEH, BWRIKKEF O/ Fv = — L LB~
IV LENELRENEAI, TWEAGET AL L OEEL BB,

[0046]

—RHEFETIE. AERAIT. (a) EREAROFBRRAFZ . ML FAHE
RMECESEE L EMEOCERS ATV RRRO AL 4~ —h — |
REaik e I e (RIRSEH2L) &, (b)) BRHFERY
HERUT DL 280, HRARRBTORRAO M F~v—I—%
EETHZL2ED. HRECBVTHERALZRIET 5 FEICET 5,

[004 7]

—EEEE TR, ARHIX, (a) HBREBROEEAEZ ., RHEFHE
&%Efﬁﬁitm%%%m%ﬁéhfw%ﬁ%%wﬂ4¢7~ﬁ~K%
Bkt AL (RIGSEHZE) &, (b)) RHEFERY

BrmrHTsZLt28t, siSBRAPOEREAORSf A ~v—D—%
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EETDHILEEL, HBREICBITD2ENAZZHBLIY /E0i3E=4
Uo7 3 5HFEICET D,

[004 8]
AEPAOFEOEMBEIL. (a) WHRAEBKOKERAMEL, BECTHE
BELIRENCERSND TOLIREHONAS T~ -0 —ITREDRHE
LEMEESI L, (b) BROREEMABI L LEEH, ZIT,
BB, BRI RBRLBEAORISARD B EABERERRT 5 L5
BIREN, (c) BEXEAROEXZAET LK > THEFOXRR
HAONRS F~v—D—%EBETHILE, (d) EEBENELNVE, ZH
DLDEEBT DI L LEET, | |

[0049] |

AKERHAOGE LWERERIZ, UTOILEZET

(a) HEABZ, REFERHE CEEEZITIMAENITEHZE I LT
BAFHDO AL v —H— L BN —KAKB L OCEES LTV SRR
ADAAL A =T —CHBROR KRG L LB v FaR—+FT B L
L. |

(b)) —&kHEZ ZRNKEEHBEL T, — KRB HEB IO IZRAENE %
T DT L L, | |

(c) —RELFIZRUBHFOREFTELZDEEZREL, ThiZL-
THBERBTORBROAA A~ —H— 2 ERETHI L L, |

(d) BESNTEARBRHONASA A — I —%BREERTHZ &,

[0050]

AEHADAL Fv—H—CHTI2HEERAVDIRABEENT v A ITB
T,
(i) HBRE»LE LA F D AP3B1, C2, CKSIB, CKS2, CSPGZ,
CYCS, (D82, PI3, RNASE1, RNASET2, VRK2, EV1, HMGB2, MST4,

MMP9, MYBL2, PPM1B, AK3L1l, IGFBP2, STMN1, ANXA6, ATP6AP1 7»
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LEREINDZDRLS LB 12D F~w—0— LUt BEE O XS
HENAF<—N—DLR_XALIDLEWVWEESE, BLOR/E£7iX
(1) BB H O HYOUL VARARKRLNL LD HEVEESIC

HRERBPICEPANFET DI LOEEL RS,

[005 1]

ARBEHIT, EERBICLENDY, GEFHNT v A > TEAREHDO N

A F~—H—2RETDHI LITLo T,

EIRAB T OARBEONA F < —

H— 2P ETEEDOFELRMET S, Br OREENT v A EE A
CEEEOAL A~ — D — BB ETED I LN EE LIRS NTHD D,
— R AR THERASNARERZNT v A B

EBEEMNTOHLLIEE LA, BEER

A THDHBEDL.
BE. KEBOARL I —H—D

BEL S NP E - X EELTERTE AARHO AL F~—h—)

L AKRBORSA T — D —DEZBLEINTEZRERH WS,

A DOARFEEHAD

AL F e — L ERENEARPHDO AL Fo—h— b, HfkE DD

WZOWTEET B, HilkEREAL T,
(EAEHES) . BELTWRWH D (EHEEHE

EH AN AREADAL G ——
7)) DO oBELE%. &

AESEFITIERBREAESOVNTNANIRBITAEROELREL., £E DO

kT, Bz

BB EHERT DI LI

L - T.

DNRAFS—AD—DODELHEEIELIENTE D,

[005 2]

DO EHIZ

R R D A 3 B

EKBEBHORA =D — BRI TAHRME., 03

FEM. BlaE, BEIL Uas— M ELEREEES AT, KRR
B OABR O AL Fv— D — B RMT B LR TEB, ik, &1
JE DR E LR L B 0 B 08 a 1 IR ICHE B R 0 AR 0 G s
BT v A BN TENLERNE - ERTE B,
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REHICE O THA SN D REFNT v ¥ A3, BREREETE
BHFETHIEVTFRCTL LS, LRORFIET v A EOHRTHY |
ARFAOWEEMIBT 5 b O THARY, BEZNT v OFE LT, ¥
TAF U Tay MNE, Fy b Ty both, Xay b7y Mo, 72
FEBEEOT oA (RIA) . RIF Kol 707 LA, BRAENE
B (E1A) BIOBERAGBEEEREE (EL1SA) . RER..
G, T7 v/ AEE, MREES L OCRBRILENRENH 5.

[005 4]

ABMEILBNCT, TELISAS &k, REFICHEETZHE (4
2. KEROAL v —N—) ELRHEEREB LG EREE0OR
A ERT OO, BHEEHALTVARATEIIARE . BE - B
FREE BT Var— b ERAEEREORER AR LSS,
ELISAﬁ‘@Wi%W(mzﬁ\ﬁﬁﬁmf:w)it\ﬁaféﬁ

EERRFURIEIBRN RN ERAEI DI LICL o TERTE 5,

Mk HEEEEERRT 2o, EHT2MBEHEEYE LT OMmO
R, Bl IT, REMADZIENTE, KROBBEEL TV RWVEEZ W
M. HELEORRZMAICHERIR, BREBBEALTVARAKEME S,
KEEEEHE LT, BELTVAVERESEA LTS “KAKERET
B, BENEALCVAHEL LT, BlLE. TADYFRT 7 4 —€N

BFbohs, KRB LOBERIT. MAoWEBGOEEZHFADERY
WCEBTEX D0, ELEIFHAAEEEZEAERYICERLTE D,

[0055]

RKERAONA X =D —THROLHET, RETERWE TEHRKL.
RIHTELRYEDOBEECESO THBRABTOMBELZHETE 5, AHM
ZickBWT, A ME#H BXLO 127) &3, v R 7 F it
E1LEB2HELEL. RESNIZDITTEARVE, BE, flx X, 7Lh
YRR TZ7H—¥, FVa—2—6 -V VBURKERERLIONF—RXI7T
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/41

B, T4 RYy, T 4avT =
V<7H743v7:y\0—7&w?tFﬁiw7wiv%iV\mi
BRME, BIRiE. A VLS ). HBH. WER. BELE. Rt
B, T AEERRER TR SORT . Uy — A, MR LA
ﬁEn\:ngﬁé%\%ﬁitm%wmwﬁﬁT%&%%mhfég’
BHWTE D, KREFOAAL Fv— B — I H LT RIS O3 LT R

MEATLI_RAKOEAIZEL > T, — KRR -FEKEPSEE S0 D H

BHELANS D LR TED, FIAIE, RRPADSA v —n—IC 5 LT
BMEETARER TS X] g GHEBTHIHE. “RkHKIE. KAME
CERSNARITEANE CEMS N EYRHIIE ¢y Fusy v
HYBD,

w056]

BOBREBBLI O/ Er@e=F ) 7ICBVWTHERT L DIC, AEI
KRFD AL Fw— D —DEEDREE TEICT2RbDOL K-y — 5 &
LT bamE BERIICERIE) v I — 2 LTOVFRNTEERES
SHBILATES, BESNADYTRANS, BE, 6%, WS
BB ECHEBAMTE. BRELEY. ERLANALEIILD LTS
fixDREBBEOWENRL A —y — KL LTHEBS, Bl =4
L ERR. ARBEOVK (£ RZOME) OHEIY Var— kg
WS 5 HEIL, KEBSFBE4L, 671, 9588, M4, 741, 90
O05KBIXUFA4, 867, 973 RICRHEETHL TS

[005 7] |

Bk oy Va b e R T A H . BEETHNITES I E
RTE B,
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LEedi>T, ABEAOEMBEIC LSV, REHO AL 4~ —0—
HENEETERIN TR, BEIREBRLEEORGERD BT v
Ao FERBLERBEAREFRT IO BRSNEBELEAMA DI D
HEERET S, 7= FeREMA, EABEBORKEZRNET 5 2
Lo TREBHOREHADAA A~ — D — 5 EBT 5, KARFD A F
v —h IR AHET, BEFBAVCESES AIBENCER T 3,
BRI, BEOEEI - HBELEEORSERMO, 270y AB L
VCFALETLAREDT UV E=FERBLBEAERERRT 2RAICES VTR
RT3, BLEBEOHLELT, TVYHIRRT 7 X —FBLQ B —H
SNV —ERETOND, BEETANIART 7 X —EThbB I
REFELV, AEHAONAS Fw—h—HEEFEr, BREERAVCHBENI
BETx 5, Fl2iE. R, VFY FEARO—F DA b F—
Vas— b TE, BEEVAL FEARODL S —HDS— R F =LAy T
Vy7T&ED, RRMRHFIE LT, TEDV—EAFUrBLITIRT T E
L URT T ELRE S VAV ERET BB, HEEEAT UL, B
%%xbvaTBVV&wijyﬁéﬁé:kﬁﬁibwo'

[005 9]

AFHEO—EMHETIR, BEOEBLHEMT 52 L0 Lo TR O
EEROAL A~ —H—LFBEELTVORKERIET S, BHIE. 7%
ZF&B (FlziZ, avatEyn, FAEYA, FvY TABLIORY RS
B A FELIR, 2UVREVABIOTACYL)OFEETFTT, &
BE-HBRLEEORGERYN, SV =F&BLELEAKEHR
THEOBRY D, TOLIRENREEHERET IBREBLIUBROL
g@mm\?%77V%4zunmmmw@%E%%%5,3112,
922 FICRRBEEINTVS, flELT, IEBRTALYV AR T7 7 Z#—ET
EEE - EMEOCEZISLTVIEAICIE., AFECANON S EE T,
4—AFATYNY T2 YUAKRRAT 2 — hERIEE —T7AFaH Y FAk
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A7x—FTHVED, BEEHROENREEIX, BEF., R o8B ES.
5] % 1¥ . CyberFluor615Tmmoanalyzer (Nordion International,
Ontario, Canada) ZHAWTHET 5,

[006 0]

RHE, KREFONA T~ — D — BN RREEZAARRHDO A L~
—h—ii, M LICEELL T LY, BLEEEORE LT, 7 —
2. e —RA, FXRAINIT, BT FTF IR, BT —Z, URY
—A\ﬁwﬁ%v%%wtwn~xﬁ9x%vy\ﬁﬁ;4%V§mﬁ%\
TITARAF I T A4NA, TIAF I Fa—T, HTAE—-X, KFY T3
V= AFALEY LT —TF - LA UoBEBESK, TIOBEESK, =
FLry—~<L A UVBEEESK, FAar, AT RERDLDB, BIERZ, F
W, Fa—7, BRIV —F Uz, =X, TR, KR LEDOF
ThoTLw, BELINTZHEIT. AMOIFEHFEE L ITMENFIE.
BlziE, Bk 7oy 7V 72 NT, MEZE LEAEBEHEER LK
JEEH B LIC Lo THBTE B,

(006 1]

KERADONAF =D —OREIZIZ, [ FAvF| EREDHEESE
EEAVBZLAEELY, OT vk TE, 2EOARRHO A T
— - ERWSE, KREBHOANA T~ — D —HEO—F2BEEEZITH
EMIZEZRL ( TREPRE] EEEIND) | b O —FIXEER I DD,
EFFEE/TTRERTH D ( [HERKE] L bFEIND) , EBIUKRE

HilkE, RBERBERARICELEIZBREMIELI LA TE 5, BREIE,

BEHIKERE E L bIcA V¥ a_— kL, TO%, FEDRETRLH

KEMADZ LI Lo THEBTE (74U —FiE) LMIENBZLbH

) . FEliE, £T. REBGAERB LA U F 2= L, RWT, HHE

FEEMA B2 bTED ([UAN—R] EEREREZELHD) . 7

Y EAERTTHODIIMERL U FaX—a S5 iTolotk, BERK
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., MEARREAYLONBEL., SEES N - HBHAERE L ITRERRE
EMOBREOL R L —HIOERLTRNET S, BE. WEHAHEICE
WTHIET D22, ZhiIHEBERKBSIOREREICL > THESH, TO
IC THY FA v FENTWE] AEBAOARA T — D=2 80D TH
%o

[006 2]

KEBEHOANA L~ — D —OEDOBEBED 2 HMNEERHE
(immunometric) 7 v & A TiX, WBH AL LOBRIHHEDO > b—FEk
BB BN, B 7 u—FAHETHD, REHEICAV SN EHIT, 4
BB BVTRRRXMDOLODNTFRALNORBRTHI LN TE S,
BRI BBIT v A OEOMOERFE L R, BRI, B2
BERELIIEFEREH S ETITHHMERMITE, HAEEK, REFTERY Y
VR (BIzIE, VA FOEBBRINEFEAS— P02 TKREEICE
STHRIHAE) RETHVED, kL, BREET ORI AERY®E
MABETHRT AL BRENTVAEEAMEBZ Lic L > THIBS R
BEETERSN T DZ L AHE LU, WEBREL. RREAY DR
PONBEEN B FIEERBET AL IBRENS, Lo T, BEHAKI,
TTRAELENTNED, FEMEOFTT vy EAICEALTH I WL,
ERECTERZF, Thbb, HEREET v A CEATH DT DK
CERISNIEELETECTIHTH->Th LW, BEL S /mBHR
Rid, EEBAICL o TEREIELXERBAIC LT, B F, 557 v 7
ARF, vA 7B E A —< NV F U2 NVTFL—F E—RX Fay bE
FREOMOREERZEOERLFES LTV AHKkEELES, BEL
FRERHEREOF L LT, VIV NES, FIiE. "NTFTv. ©FFv
e P CTILERICEH SN TEY ., VW, BELENEZFOY T RO
BRA— b F—, BlIE, Filk, TESU RS LOEMICE > TEHELES
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Bouitknbd, —EREBETIE, BHERKDT BHELESL TV IHE

RO BBERNEALAVTEELTE %,

L0006 3]

AKEROEEOY VN, vy FREFNT v AIEIT., REHDO AL A
v — N LCRIEETh D 2BONK, BREEBR CERI N AR
DAL F<—I—CH L TKIGEETH A HMEICH L THREEEZET S 2R
HEBLOBEOREEEELRA VS, —EMFBETIE, BEEITAH Y
RAATZ7y7%—+F (ALP) ThHV, %E&i5f7w7‘l‘m‘&9?‘/1ﬁhx71
— FTHB, ALPIT, &XMHEE, 5—7N0A4A 0V IVFALHRAT 2—
N U UEBEREYILT, 5—7Atdud U FAi (FSA) 24E/KT 5,
wNT, 5—T7nAuay ) FALERIZ. FSA-Tb (3+) ~EDTA®
MOBECREMOZEEAKERE L., THEHBIMERTT L
EHEBET DL ko TERTETH S, HRBEE, BE. A0
%Kﬁﬁéhé%%%%%%%&%%%wfmﬁ?ég

L0006 4]

AREHOFEIL, BEXEETERTES, AL EEIEEIT,

CREREBPOSHBET vEATHILEEMNE LERKDO LD TH D,

BE. Blu—2, . FxE. BT Ty IR BE L Vo HEND
MR Sh, BAXEEOREBRLV/ R ERVEVOEDDBNC L >
THHHICRYEEATH TS IV, BEIHEIT, FAEOEAICEL T,
B TH-TH, LA TH-> THEHEETH-TH, B BREEZ
HT5) BETHoTHEN, ARRHOAAFv—H—1F, REZBNT
in vivo TEFIL in vitro (ex vivo) THRIHTE B, AR OEMY
BICH - T, RETOREHD A Fv—Hh—OBNREE FHED bR
FBI LR (Fhbb. in vive T) HESHAHAIIE., LI
WRIKIZ L > TEERLO TR THALT, HEDOEY 245 I AT
DI EEREEOHTH 0 B5, Flaif, THKE, €Y7 5744
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BEFLy, BRUAFLLELEZOMOAMEDEETRNS I AF v
MER T, BBRECEASNIDEAEICT IR EBLOHBREET S
Fu—TTHOBD, BERREERLEEORRIL. ERENEBHO
EOOTEDL I, YEEOEADHENTH 5,

LOO0 6 5]

ARPOFEICHT 2 EM TR, FRRNEBEXEE, i, K
AR, AR, RBRE. BARRE, vz, vAFv= AT L b
FEEEOMOBEKEEREBEMSES L, MAEH L, EEHRA
THILEERED,

[0066]

2 NTF Ty P AREBEEEE OO, REBIO/ E 13 ERKFKA
DAL F D EROEAMEEELEELCRELTL LWL, B
OXBEEFALTL L, (BWASEZZL] Lk, 5475 ) —0 2
L= (FlaiE, BaORBOT LA EREA—0RBAFEIIRR S
BN TAENLE T ORBOT LA) TERTOMONED L, REHT
LA S IR T LA BT 5L <D LD FARET,

[006 7]

4. BENSWEBEERT 5144~ — 7 —OHRH

AFFICB VT, BREE RO KRB S O AL A v —p =i, BESD
REEEZAVTREBLO /S ERBET 5N TE S, BRESFEE
Tk, HPLCOOLEBEHENEIXTF FOEEOA LT, TOXRTF R
EAF AT AR S BN TF N BRI AT FAF— 25252 Liko
TEDORIF FABBLTALBEARESOBBELRTF F (BB
FR) DEBLMETH-LATES, TLT, ThbOMERTF Ko
HEOEEMN T LICLoT, NTF REHRT ST 3/ BEII % %
ETHIENTE D,

)
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—F. ZORBEAATNE, ERORLIEREZAETIHNTF ROR
EMORNL, TI)BEINOS P TVWEIREDNTF FE, 207 3
JBEFNOEEBLNAEEZNTTF PO ALBLIHARRTFFOEREL &
AWTRHTD2ZILERAETH D, Tbb, 2l itblo20 13~

A= D N T U GERTF RROT I RES LTRSS IEER

L.OMERTSF RN L TR ANIBEBERTF FOBEREL FH VT, BAA
BENDDOMEY L FARIEARL L b 1 ODAL Fo— B — T DE

FEaBETOIRFRHFEETLOINENEERT DI ENTE D,

[006 9] |

BEAFEEL. THOEELER TS L ATETHY . YEETH
NEAROEELZ AV CABHOFEL ERMTER 2 A\ CHE £
Bz L AEETH S,

[0070]

KBHO A A — 2 EESREE S TRIESB LU/ - 3

CEBELERE.

(i) wEENrPLBELONTEREF O APBBI, C2, CKS1B, CKS2, CSPG2,
CYCS, CD82, PI3, RNASE1, RNASET2, VRK2, EV1, HMGB2, MST4,
MMP9, MYBL2, PPM1B, AK3L1, IGFBP2, STMN1, ANXA6, ATP6AP1 7»
LBIRENZDRLS L1204 F~— 0 — VL _ABRHRAEOXIET
HNRNAFTZ—A—DL_XNLIDbEmWEE, BXUO/EiX

(ii) #EBRERE T O HYOUL LRABKHBLNAL LD HEWVEEIT,

BRI R S A RTEIET A S L OEE L 2

[007 1]
5. WMEDWELIE=F) I/ THL0DFy NBLUBKAE
ﬁ%%ﬁ\ﬁ%%ﬁ\%ﬁﬂ%@ﬁ\@%iKM%:5UV7?5k@
CHELRBREZZLXy P23, A%y M, BEBAXROEKKET OAZ

ORI DFEEERET 2O OEA (Fl 21X, k) 28,
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Fh, REHONS v —T—IZXHTH2HEIT. BELPOLEBEREBRIT S
FODODRBEEALITHTHHWV, Fy MIEETNA2HEIT., KMEHEE S E
IR ONTNOREETH > TH LV,

[007 2]
AR OFER, MEELERE L ORBICE N TRER O S A d v —
h—EMRIC R EROICRET 3D OBKE v L ELIBIIAE

FIWTERTES, —MeELT, v hEZE2EHAT. AEHOAA A
A RIS (Bl IE. BUE) | BEE TR S AR R
THHGBLIUOBROEREZEHBE, . Axy PELRIBEAR
YA BEL A=V F U AT L — R OB EE, B, T v
SRR, BB Ay 77—, BEMOTL— FAA—BEOEEER
F%mwfﬁ%%wﬁﬁéimﬁét@wﬁﬁ%%%%ﬁﬁﬁéo—%%
BHETIL, Kxy FERITBWANIL, 7oA SNBEERRKE (5 2 1F
MEEZIZR) CHEASNS, 1BUEO 077 —PHRER (F 213
ST T —CHERN I TA) EEATH LU,

[007 3]

AEROF Y FELIBEAICIT. ZoM, Bl 23 EERE & RRT
BEOOFE, RHA (BER) 2 ERT5FE, KERBPORRHD
NAF =N —F U RNIEFETLEIRERONNA,N T~ — T —EEBETBEENLT
BEDDALT Ty BERBEA LTI VICEATAEDOFE., EH
FWREDOEKBRRBFOERERAD A, A~ —H— L REEEEDEDDFE,
SRR R ARG B,

[007 4]

AEROEMIT, HICWHVORVWEY, YEZOHKENTHS., HF
AE, MAEYE, BB IXDNAENR, EXAEZBIOEBZOM K
WERAVDZERTES, TOL) 2EMIE, XBMICHHCBHASHTE
v (Fl 21X, ¥y 572w 7 (Sambrook) . Z LV v F&T=TF 4 &
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(Fritsch&Maniatis) . TV ¥X¥aF—--n—=r7 :7 « K7 b
Y — +« <w==27 /) (Molecular Cloning: A Laboratory Manual) .
H2M (1989) ; F4—xXT—Znr—=>27 (DNA Cloning) .
BLBI1HXLCIIT%H (D. N. Za—,— (Glover) f&. 1985) ; /3
— ) (Perbal) , B.. 7 7535 4N HA K+ by — -+« FLF
25—+« ma—=72 (A Practical Guide to Molecular Cloning)
(1984) ;¥ v U—=%, AYyRX A4 xrVTuad— (the
series, Methods In Enzymology) (S. =wm v ¢ v2 (Colowick)
?Si(ﬁN. #4177 .~ (Kaplan) #&. Academic Press, Inc. ) ; b

VAV S ay e TR TG AL —3 3 (Transcription and

Translation) (,"#A R (Hames) H#R1 9 8 44E) ;. ¥—r « hF R

T = e R HF— e« Txp— 2w YT /)L X (Gene Transfer
Vectors For Mammalian Cells) (J. H. I 37— (Miller) &R
(.1 9 8 7 ﬁ) Cold Spring Harbor Laboratory, Cold Spring
Harbor, N.Y.) ; Ra—7 &R, TuausA v - V74— g 7Y
> v v X - 7T v K - S5 7 5 4 A (Scopes, Protein
Purification: Principles and practice) (% 2 Mi. Springer-
Verlag) ; BEW®E—v =T — 1V 7T - FZ3 77 40NV T FTa—F
(PCR: A Practical Approach) (=27 77—V (McPherson) 5
(1991) IRL Press) ZROZ L) | ZhbDOFLFBBIZLD 2
DEXHPAAMEICHALAEN D,
[007 5] ,

T, ARWEEMT B0 OME, TS & IR R K
Thd, ZRHAIIHFATHR LD TH> T, XFERAZRETHDICHERS
N5 b TR, |

= Hi 51
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[0076]

<FHE>

EREE LREEEEPAMB»PORBINCEBEFER T 7 7 AL
2> 5 ( Nakamura T, Furukawa Y, Nakagawa H, Tsunoda T,
Ohigashi H, Murata K, Ishikawa 0, Ohgaki K, Kashimura N,
Miyvamoto M, Hirano.S, Kondo S, Katoh H, Nakamura Y, Ktagiri
T. Genome-wide cDNA microarray analysis of gene expression
profiles in pancreatic cancefs using populations of tumor
cells and normal ductal epithelial cells selécted for
purity by laser microdissection. Oncoéene. 2004 Mar
25;23(13):23854400.)  HEERTFOLOBESLBRE LI NS
Ba R ROCRRT S 130 ke AE Lk,

(00777

NT, EMBAHAEE S —THREBICRAEENTZME~A 70T LAa
( Murakoshi Y, Honda K, Sasazuki S, Ono M, Negishi A,
Matsubara J, Sakuma T, Kuwabara H, Nakamori S, Sata N,
Nagai H, Ioka T, Okﬁsaka T, Kosuge T, Shimahara M, Yasunami
Y, Ino Y, Tsuchida A, Aoki T, Tsugane S, Yamada T. Plasma
biomarker discovery and validation for cblorectal cancer by
quantitative shotgun mass spectrometry and protein
microarray. Cancer Sci. 2011 Mar;102(3):630-8. [ Murakoshi
et all EHU1D) & B0 HMHEAXLTALTY F A€t 3 v EFL,
EFROMBPROL 7 HRERRAZRE LT,

[0078] |
AEBOICHRIENEBERECERASN LR~ 727 LA I,
Murakoshi et al X RBKRFETHERSNE LD THS, HEKDN LT
VARV ay, HAEBREOHEEF S, Murakoshi et al & FRDF
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BTEBSNE, MEivA 2707 LA OERICIE, DNA/Hitk/ EAE~
/(7127’1//(’?—'(77/7‘/5:*?2) L EIETRE OB EICIZA ) A ¥ v
¥ T00AL(A /7T R)EFA L, | |

" [0079] | |

AEWFTHERA LM~ 707 LAIZiE, BE3F 106 ., ZEMKE
FEE N A 164 fl, BEHEESAUANOERENEE 7 fl, RHEEE
B0 58 15 Bl BIERER 10 B, RFARMASA 1L Bl REREASA 13 B
F 25 A 30 Bl KIBAA 28 BB FER S iz,

'[0080]
FERLEZEHREIETT 7 ) AN RORETHY, EDIV R 2 Fn E

B LHITKRIIITFET,
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[008 1]
[% 3]
No HE0T &S HRd BE |M/P* | XEH
(2009 1 A 88
B )
74 HO0000205-B02P | Anti-AK3L1 Purified pAb Mu P Hu
100 PAB14863 Anti~ANXA6 pAb Ra P Hu
1 HO0008546-B01 | Anti~AP3B1 pAb Mu | P Hu
127 HO0000537-MO1 | Anti~ATP6AP1(51-150) mpAb Mu M Hu
2 HO0000717-B02 | Anti-C2 pAb Mu p Hu
7 H00003732-B01 | Anti-CD82 pAb Mu p Hu
3 H00001163-BO1 | Anti-CKS1B pAb Mu P Hu
4 HO0001164-B01 | Anti-CKS2 pAb Mu p Hu
5 HO0001462-B01 | Anti-CSPG2 pAb Mu P Hu
IE H00054205-B01 | Anti-CYCS pAb Mu P Hu
20 HO0002122-MO1 | Anti—EVI1(952-1051) mAb Mu M Hu
26 HO0003148-M03 | Anti-HMGB2 mAb Mu M Hu
36 H00010525-MO1 | Anti-HYOU1(901-999) mAb Mu M Hu
95 HO0003485-BO1P | Anti-IGFBP2 Purified pAb Mu P Hu
34 H00004318-M03 | Anti-MMP9 mAb Mu M Hu
33 HO0051765-M03 | Anti-MST4 mAB(RP6-213H19.1) | Mu M Hu
35 | HO0004605-M02 | Anti-MYBL2(601-700) mAb My | M Hu
8 H00005266-B01 | Anti-PI3 pAb Mu P Hu
39 HO0005495-MO1 | Anti-PPM1B mAb Mu M Hu
9 HO0006035-B01 | Anti-RNASE1 pAb Mu P Hu
10 H00008635-B01 | Anti-RNASET2 pAb Mu P Hu
99 PAB13272 Anti-STMN1 pAb Ra P Hu
1" HO0007444-B01 | Anti-VRK2 pAb Mu P Hu

*:Mu <X, Ra lISvhERT, ,
wok: M (XE/2O—F LK P IR 9O0—F Lk E R T,

ook Hu REMIR 2R EMERTHELERY .

008 2]

2HEDONA A~ =D —EMBEDETHEEDAUC DFHEIZ, 2P RT 4

v 7R TIT - 77,
[008 3]
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[FER] AN A ﬂ"?“—ﬁ“—O).lﬁ]ﬁ
SURIBORREEREL LT L, BAARE L EE
AUC fE 0.8 LL ECHIBIT 2% 23 EEN Lz,
[0084] |
23 BEOHKORNHEID. BAARZE LBEEHN CRALMAEE
EE Lo THBMLE (K4) . 23 BEOWNE LV XI7HED S H, AP3BI,
C2, CKS1B, CKS2, CSPG2, CYCS, CD82, PI3, RNASE1, RNASETZ,

VRKZ2, EV1, HMGB2, MST4, MMP9, MYBL2, PPM1B, AK3L1l, IGFBPZ,

STMN1, ANXA6, ATP6AP1 |3 FICHEE L CTREMEKENSABE LEF T
C TCHEEFERMICAERICEM L, —F. HYOUL $HURIZ. BE R IR L T

REMEEEPIAMBETARICETLEZ (B1~23)

[0085]

M1~23ICREORT—FIZOVWTHBET S, oELoRIF, £
SIBWC Bk, 1D BR, YL— b T (MEOHFREE) . BRE P E (%
BECHAELLLEOREEZLBBEBELABREM TO p-value
(Student’ s t-test)) . AUC (ROC M#r&fTo/c & & O MR TEME) .
BfE. 2SD (REEZOEHEICEEREZD 2 FORELZMA TL EDE.
Cut-off fEICAEY 3 5)., BKE SD. 2SD(BfE. 2SD % cut-off & L7/ &
EOME), BFEE. 2SD(BME. 28D & cut-off & L7t EDEKE) 2T
E

[0086]

FEREORENOHIY, REELERBEOMFE~S 70T LA OENLED
BOFEERT, 1 REE 106 fl, 2 BEEEERA 164 B, 3 B
MRS RN AN OBEREEIES 7 B, 4: BEHEES - 058 15 f#i,
5: BMEREA 10 B, 6 AR A 11 Fl, 7: BBEMNA 13 Fl, 8: BN
A30Bl, 9 KIBAA 28BIOREETH B,

[0087] |
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FEOTORIT, BEELEERBEONMFE A 70T LA DHENLEOHK
AEERT, 1 @%E 106 fl, 2 BEMEENSA 164 1. 3 REHE
BEEN AL OREIREEER 7 6, 4 BMEREE - O 58 15 6. 5: 18
MEREZR 10 BI. 6 FFMEMAS A 11 B, 7 EED A 13 il 8 B A 30
Bl. 9: RKEBBA 28 FIOFERTH 5,

[0088]

TEOKEDORIX, CA19-9 Lv—F— L ZHEAEOLETHEMLEE
DA T B, X I CA19-9 DREME (Unit) 27 L, ¥ lix<— 5 —
OEIME (Unit) BFRT,

[00 8 9]

TEOTORT, BEHELBRBEREESAZHNT HTZODO~ = —O
ROCHBRZTRT, XX 1I-FREELZTL, YEIIREZTT,

[0090]

FRIE, v S a7 LA 2= —HETNATIFALA X LLLEE
DEIAX ¥ T —EHBRELRT,
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[0091]
[& 4]
nE®  IDES  JL— t~§nﬁipﬂ_ AUC FRfE.2SD BXRE.2SD 45 E & .2SD
AP3BI 1 2.42E-18 0821138 3850935 0.22561 1
C2 2 3-1.04E 29 '0.88328 364682 0414634 09901961
CKS1B 3 2 217E-23 0876913 3.901408 0.213415 1
CKS2 4 4 207E-25 0864 3821374 0.347561 1
CSPG2 5 4 335E-19 0834768 3.832573 0.182927 0.9901961
CYCS 6 3 5.14E-19 0826339 3.887536 0.237805 1
CD82 7 4 283E-20 0821078 3.892285 0.262195 1
PI3 8 4 138E-22 0832496 3.723319 0.310976 0.9901961
RNASE1 9 2 106E-15 0.805326 4.031564 0.103659 1
RNASET2 10 2 269E-17 0858202  4.1212 0.097561 1
VRK?2 11 2 843E-21 0860414 3.980399 0.085366 1
EVI1 20 3 6.33E-15 0.845827 3.974804 0.140244 1
HMGB2 26 4 922E-20 0866511 3.891996 0.030488 1
MST4 33 2 1.05E-07 0.802487 4.254386 0.109756 1
MMP9 34 3 436E-13 0855691 4.143968 0 1
MYBL2 35 4 2.11E-08 0.81534 4.504063 o 1
HYOU1 36 2 443E-18 0813038 3.849192 0.006098 0.9901961
PPM1B 39 3 275E-13 0852941 4.448287 0 1
AK3L1 74 2 7.29E-14 0800514 3610316 0 1
IGFBP2 95 2 146E-22 0849534 3.443565 0018293 1
STMNT 99 3 268E-19 0802547 3.125581 0.189024 1
ANXAG 100 4 413E-14 084505 4.123383 0.006098 1
ATP6AP1 127 3 2.36E-24 0.814264 2707848 0.536585 0.9313725

(RIS A= =%

(1) CA19-9 L ARAFEBHOARAA F~v—D—¢ A2 EAEAEDLYERES

B, HEAREEZLTICRS

WZRT .
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WO 2016/195051
[009 2]
[%&5]
R mERE  AUC  AUC DED 95% (5 X [
correlation auc.boot.ci.lo auc.boot.ci.hi
AK3L1 0.272301613 0.861126299 -0.016517365 0.067921627
ANXA6 0.197319025 0.870785493 -0.007779147 0.(_)54803689
AP3B1 0.110781736 0.866593767 -0.010376696 0.0307_46763
ATPBAP1 0.255497553 0.865696389 -0.014521506 0.059748608
C2 0.12884358 0.868051759 -0.007927119 0.043249163
CD82 0.114924341 0.869874248 —0.b04965015 0.066186819
CKS1B 0.135186314 0.866249079 -0.018801193 0.039478875
CKS2 0.11884262 0.87297248 -0.010810582 0.057707293
CSPG2 0.129410588 0.861855294 -0.016844624 0.021630608
CYcCs 0.162664189 0.867140514 -0.010320877 0.042340708
EVI1 0.110350246 0.864953527 -0.011272149 0.050569024
HMGB2 0.245215115 0.865682522 -0.013011729 0.040538109
HYOU1 '0.206921576 0.864220525 -0.016729937 6.066704865
IGFBP2 -0.06943558 0.880663857 -0.019627655 0.060662192
MMP9 0.292960479 0.859668307 -0.012011176 0.02081231
MST4 - 0.285016692 0.866411518 -0.00833576 0.04786376
PI3 0.134389712 0.864224531 -0.016257153 0.027187213
PPM1B 0.226833839 0.868275608 -0.006891035 0.047976953
RNASE1 0.037319143 0.865500273 -0.010196525 0.026643105
RNASET2 0.107135189 0.863313286 -0.019864133 0.024582617
VRK2 0.130424178 0.872425734 -0.004705795 0.058998366
CA19 1 0.858574813 0 0
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[009 3]

(2) KEEOAf A v—H—FAL2ELEDERLEED AUC OER X

CHEERE R 6 ICRT,

[0094]
[% 6]
combination max.cor auc
AK3L1 + CYCS + CD82+ EVI1 0.678145 0.872521
AK3L1 + CYCS + RNASE1+ VRK2 | 0.656187 0.872521
AK3L1 + P?MIB+ CKS1B + MST4 | 0.699958 0.870056
[0095]

KERDOASL A~ —H— 5B, FALZ2BEMREDED I LICL > T,
MMOBA L B L THE AUC DEABLRE (BA4BLUES) . %
b KRB DAL Fw— B LERD A A~ — H— DA, B LU
KADOAL v —H—RAEOEEEDVFH Y, HER AUC DENED
N, ThODRERENS, KREPOASAAS A~—D—1F, BREAT L Z &
CED ., TVEORERELZLVMELED Z EBRENT,

BE 3 1 00 R PR AT B

LOO09 6]

AEBRIZIY, EOhABRBEREOARASA A~—F—, BIRNA A ~v—H—%
FIV B A DRI F . BIEAA A~ — b — o5t 5 ik % & B8 A
DR Sy R E BB AR SN D, KBRS A — S —
BEA A BB R ICHBIT 0BT 52 L BTETHD . T bDA
A —h— % B BB A DR R T X B S R BRI & b
<HEBTHD, |
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3

kK o & A

WEBRARKOBREREFTOL 2L b 12O A F~—D—%KBH
B/ F f:&if&“%ﬁ‘él%%ﬁ?ﬁ\

rxuu

LA F v — :Ub—ﬁ> AP3B1, C2, CKS1B, CKS2, CSPG2Z,
CYCS, CD82, PI3, RNASE1l, RNASETZ, VRKZ, EVI; HMGB2,
MST4, MMP9, MYBLZ, PPMIB, AK3L1, IGFBP2, STMN1, ANXAS6,
ATP6AP1, X UMHYOUl ﬁ)BfﬁZ)ﬁb>Bi§?RéﬂZo5"//<?’§i
FIEEOWTh D, BB AERIT 5k, |
MR AERE A, 20, MiF. MEEERRTHS, HRELICE
], FIE, |
GEEHT v EAEEBOT, BEAL A~ — D —ERIHE LT/
T ERTS. BRELELIZ2IRHOFE,

AIFLRBEFERNT v A 1ED . WIX§V7DyF% Ky b7 oy
SH. Amy b ay Mo, SUFRBEFHT v AL (R1
A) . RFF w7 LA, BERENEE (ETIA) BIW
BEECREREMREE (ELISA) PoRdBNrLERIND,

EREIICERIHD FIE,

BMBEAL A~ — D — AT BHEERNC, MRAL A~ — D —%
REBLO/ EHIERT S, HEREI~4D0VFAMLCEBROS
. |

MK L AR L 2B ST TR, BLO
MEABRETODOR LS 1 DDA v = —LHRAKE D
HOERHB LG/ ERRERTAIREEDL, BRES CERD
¥ i, |
BEHSTEBE L AL MIEAA A~ — D — 2 REB LG/ EhE
ERT S, HRELELL2ICEBOHE,
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10.

11.

1 2.

1 3.

BEBADBWICH NS EnD, BRE1~7OVThMICEBEDS
%

uEﬁ%WﬂT#A%ﬁTé FRKELI~8OWVTHANICEHRDOS
o
BERARFONAAS v —I—D VXNV &, IR T = — DR
BLARLVELRBETAITEEILICER

(i) BifC#EBRE B+ o AP3B1, C2, CKSIB, chz, CSPG2,

ul

CYCS, CD82, PI3, RNASE1l, RNASETZ2, VRK2, EV1, HMGB2Z,
MST4, MMP9, MYBL2, PPM1B, AK3L1l, IGFBP2, STMN1, ANXAG6,
ATP6AP1 6 BRI N B0 b1 2D M F v —F— L)L
RRBLALEDSBEVES, BLO/ %720k
(11) BTZRHEBRASE D O HYOUL L _RARHRL L LD KN
BE.
o, BAAREET DI LOEELT S, BREL~9 DOV TR
RO F I, |
NRAF—=D =T HHEEERETDH. FEPAZERI TH - T,
BiEENNA A <=— D —d, AP3B1, C2, CKS1B, CKS2, CSPG2Z,
CYCS, CD82, PI3, RNASE1l, RNASET2, VRKZ,‘EV1, HMGB?2Z,
MST4, MMP9, MYBL2, PPM1B, AK3L1l, IGFBPZ, STMNl; ANXAG,
ATP6APL, B ETHYOUL bR 2B RINDDR LD
DB AT EEE T OB TH D, WS ABEAL
MEAEERE A, €M, N5, MEEZIXRTHS, FREL 1K
LEOZWH,
SA A — KT B E AR TS, BEARMAOX v kT
»H o T,
BiseNA A~ — I — 7, AP3B1, C2, CKS1B, CKS2, CSPG2,
CYCS, CDB82, PI3, RNASEL, RNASETZ, VRK2, EV1, HMGBZ,
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4 .

5.

6 .

7.

MST4, MMP9, MYBL2, PPM1B, AK3L1, IGFBPZ, STMN1, ANXAS6,
ATP6AP1, BIX U HYOUL 2B R 5HNLRRINDID R LD 1
SO E YV RIBERREOWHETHB, F v b,
VETAFrvTuy MNE, Fy b7y Moy, Auvy h7 oy by
. IVFREFNT vEAL (RIA) | XTF R4 7T LA
BMRAEBEE (E1A) BLXUOBERFEAEREREE (ELI
SA) HORBENLBRSNDREEOT v A ICH-> THRR
HBLO/ E$BEEZITILDO, FRELILKITHOF v I,
MERAKERE A, Al M. DEFFERTHE, WREL 3
X1 4lEEHDO* v b,
BERADOZRICHE WD DO, BRE1L3~1500FThNICEH
DFx b, _

AP3B1, C2, CKS1B, CKS2, CSPG2, CYCS, cD82, PI3,

RNASE1, RNASET2, VRK2, EV1, HMGB2, MST4, MMP9, MYBL2,
PPM1B, AK3L1, IGFBP2, STMN1, ANXA6, ATP6API, 35Xt
HYOUL 2o R B BNLBIREN LD R LB 1O0F VI HEFE
rixEOWREEL, BOABRHBEAO A A~ —H—,
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to be of particular relevance

“E”  earlier application or patent but published on or after the international
filing date

“L”  document which may throw doubts on priority claim(s) or which is
cited to establish the publication date of another citation or other
special reason (as specified)

“0O”  document referring to an oral disclosure, use, exhibition or other means

“P”  document published prior to the international filing date but later than
the priority date claimed

“T”  later document published after the international filing date or priority
date and not in conflict with the application but cited to understand
the principle or theory undetlying the invention

“X”  document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive
step when the document is taken alone

“Y”  document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

“&” document member of the same patent family
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07 February 2013 (07.02.2013),

claims
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Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

L. I:l Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. I:I Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. |:| Claims Nos..
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

Claims 1-17 have a common technical feature of "a biomarker for detecting
pancreatic cancer".

However, the above-said technical feature cannot be considered to be a
special technical feature, since the technical feature does not make a
contribution over the prior art in the light of the contents disclosed in
the document 1 or 2.

Further, there is no other same or corresponding special technical feature
between these inventions.

(Continued to extra sheet)

: I:l As all required additional search fees were timely paid by the applicant, this international search report covers all secarchable
claims.

2. |:| As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. I:l As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

: No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
The parts in claims 1-17 relating to (the inventions relating to the parts
wherein AP3Bl is used as a biomarker for detecting pancreatic cancer).

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the

payment of a protest fee.

I:I The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation,

|:| No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2015)
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Continuation of Box No.III of continuation of first sheet(2)

Accordingly, claims are classified into twenty three inventions each
of which has a special technical feature indicated below.

(Invention 1) claims 1-17 (partial)

The inventions relating to the parts wherein AP3B1 isused as abiomarker
for detecting pancreatic cancer.

(Invention 2) claims 1-17 (partial)

The inventions relating to the parts wherein C2 is used as a biomarker
for detecting pancreatic cancer.

(Invention 3) claims 1-17 (partial)

The inventions relating to the parts whereinCKS1Bis usedasabiomarker
for detecting pancreatic cancer.

(Invention 4) claims 1-17 (partial)

The inventions relating to the parts wherein CKS2 is used as a biomarker
for detecting pancreatic cancer.

(Invention 5) claims 1-17 (partial)

The inventions relating to the parts whereinCSPG2 isusedas abiomarker
for detecting pancreatic cancer.

(Invention 6) claims 1-17 (partial)

The inventions relating to the parts wherein CYCS is used as a biomarker
for detecting pancreatic cancer.

(Invention 7) claims 1-17 (partial)

The inventions relating to the parts wherein CD82 is used as a biomarker
for detecting pancreatic cancer.

(Invention 8) claims 1-17 (partial)

The inventions relating to the parts wherein PI3 is used as a biomarker
for detecting pancreatic cancer.

(Invention 9) claims 1-17 (partial)

The inventions relating to the parts wherein RNASEl is used as a
biomarker for detecting pancreatic cancer.

(Invention 10) claims 1-17 (partial)

The inventions relating to the parts wherein RNASETZ2 is used as a
biomarker for detecting pancreatic cancer.

(Invention 11) claims 1-17 (partial)

The inventions relating to the parts wherein VRK2 is used as a biomarker
for detecting pancreatic cancer.

(Invention 12) claims 1-17 (partial)

The inventions relating to the parts wherein EV1 is used as a biomarker
for detecting pancreatic cancer.

(Invention 13) claims 1-17 (partial)

The inventions relating to the parts wherein HMGB2 is used as abiomarker
for detecting pancreatic cancer.

(Invention 14) claims 1-17 (partial)

The inventions relating to the parts whereinMST4 is used as a biomarker
for detecting pancreatic cancer.

(Invention 15) claims 1-17 (partial)

The inventions relating to the parts wherein MMP9 is used as a biomarker
for detecting pancreatic cancer.

(Invention 16) claims 1-17 (partial)

The inventions relating to the parts whereinMYBL2 isusedas abiomarker
for detecting pancreatic cancer.

(Invention 17) claims 1-17 (partial)

The inventions relating to the parts wherein PPM1B is used as abiomarker
for detecting pancreatic cancer.

(Continued to next extra sheet)
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(Invention 18) claims 1-17 (partial)

The inventionsrelating tothe partswhereinAK3Ll is usedas abiomarker
for detecting pancreatic cancer.

(Invention 19) claims 1-17 (partial)

The inventions relating to the parts wherein IGFBP2 is used as a
biomarker for detecting pancreatic cancer.

(Invention 20) claims 1-17 (partial)

The inventions relating tothe partswherein STMN] is used as abiomarker
for detecting pancreatic cancer.

(Invention 21) claims 1-17 (partial)

The inventions relatingto the parts wherein ANXA6 is used as abiomarker
for detecting pancreatic cancer.

(Invention 22) claims 1-17 (partial)

The inventions relating to the parts wherein ATPG6AP1 is used as a
biomarker for detecting pancreatic cancer.

(Invention 23) claims 1-17 (partial)

The inventions relating tothe parts whereinHYOUL is used as abiomarker
for detecting pancreatic cancer.

Document 1: JP 2010-175452 A (Japan Health Sciences Foundation), 12
August 2010 (12.08.2010), claims & WO 2010/087434 Al

Document 2: JP 2013-27387 A (Tohoku University) 07 February 2013
(07.02.2013), claims (Family: none)
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