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[0041]

[0042]

[0043]

[0044]

[0045]

[0046]

8.05 x10¢ (0.05/621,220)) %=L, N2EALNTO IOV I RICHFRET
H5ELRY, BEEGTI—D—E LTHITHFELL,

PIELIE. AEHELA—DERTHY., MAFHNREDEEREZRT O
DHEEETH D,

O, BBIFSS59TRINDIRYRI LATF RRIZEET D EGFE
BMEELAYIXILAF ERIERYX I LAF FH, FELOVT—H—0
—fl& LTEFBND,

RIBEZ S5 9 TRINDIRYXILAF FRICHERET D EEFEEEET
AUIXVLAFRRERIXILAFRZE, FELOWT—H—D—flEL
TEAEDIE, ERL1=@Y ., SNPESI~55DNPD 5 b L% (SNPES42~5
5) M. EFHI5 9 TRINBKRIYXY LAFE, DFVYIL28BEHARVED
FETRON I TH S,

SNPEDEEFLZEILEHET 5 ENZ LMD, 1 DDONPEDERFLE
EHTHEGEELERT SEHRONEDOELFEZEEEAEHE. NTO4R
A TEES-LT, RETEIIENEETH D, HIZIE. COY—H— GE
ZF) ADNTORA TEREATEH25 (RR) NEOECFEEEMEHE
HETHETSHI LT, CEHADARNROTANS, LY—FB. 2hEHHL
DHELGZDHAERENTLINETH S,

NLDAYITXYLAFERIER IR LAF FEEL CRIFRDAR
MRFBT—H—E. BEY O ITUHASHBERVULEICECTHEELTES
NEFVIXRYLAFERERIXILAF REFRATELN, Bonft
INRICHFE LTV SERFRIEELFHAHAMRNAT H SI5E(1E, HiEx
EfFRTONALE LT, CEFRDABABENRDT—HI—ELTHWAIEMNT
x5,

(R—Hh—DKEZ)

FEROARERADI—H—ELTODAFYITXYLAF RRXIERIX I LAF
FOXESE, ~40 kEER (RILEEX (bp) ) HIFFELL. LU
FLLE, ~16 kIEER (XiEbp) , BIZIFFELLE1500~300
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[0047]

[0048]

[0049]

[0050]

[0051]

OIBER (XiEbp) THb
(R—H—DFELHE)

LFEMNSERESND 1 BEXEF 2EBULDEGRFERZEL. BT/ LL
[CHEETBHIAFVIXILAF RRERIY R LAF RE, BEFEEEDL
CEHTEELA) IRV LAFRERERIXILAF FTHNERL ., &
BOEBGRFLZEMN, 120X VIRV LAF RRIERY XY LAF RRIZHE
ZELTWTH, BEDA VIRV LAF RRIFARY XY LAF RHRIZEGMN
THEELTWLWTHEERLY,

(R—H—ITE& > TAHABRMRZFAT OIRREGDHABEAE)
AEADCEFRDABENRETRITH-HDOI—H—Z2EAL T, &
MRZTFRTERRELGD, BIKMIAERAEIL, IFNEREZE, PEGIEIFNE
WA, PEGIEIFN./RBV (2 FIGFA) #i%, PEGIEIFN./RBV.” ZD#DEH (
3%, HHWNIAFIGRA) BEFD., IFNXIIPEGILIFNZ AW ABRENZE(T

Y (S

EWSDE, AFERADIT—H—IE, 2KIFRABEDEROHBERMN SRV
LI=3DTHEN., CnboDIT—H—DWLL DA, IL28BEREDEEFRE
HIiZHY., ZDIL28BIE, ISG (interferon-stimulated genes) FHFER UTLR

(Toll-Like Receptor) ZM LI VAILAMREREIT S EAMESN
TWdZEMS (Ank, N et al. J Immunol 180, 2474-2485 (2008) ; Marce
llo, T. et al. Gastroenterology 131, 1887-1898 (2006)) . IFNZE&h &
THRREMICEEZEZHARMENES ., INZAWARAEZDNERER
[CERATHARRENERICEVILTHD.

AEADI—H—ICEENSIEGTFEEDOHRTH, [L2BEEARVZDE
WBIZHFET S, SNP (SNPEF42~55) LZDMDELCFZRDZE IR,
ZDEREMEAE LY,

i@, TPEGILIFN/RBV. ZDH#DEHR| 178X (L 2] AW 3FIGARE
1 4 K AEIEE, PEGIEIFNRBY 2 It ARIENEB L L HARETH Y.
ZFDEKTIE, PEGILIFN/RBV2 Bl REED—FETH D,
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[0052]

[0053]

[0054]

[0055]

[0056]

[0057]

[0058]

BL. AFERADT—h—"H., £ER9BHIL28BEEEA )T (orRK1)) XU LA
FRZOMO, EEEEZI—FFHEEZELCLOTHAIESITE, [FNS
D, thD CHEFKAREDMROHEICHERTZLAREMEAH D,
NoDEGLFZ2REODI—FIH2EREBHNS, CERFAICEARLTLST
BEENHEINLTH D,

[AFERADOAF ) ITXILAFFELLIER) X LAF R, XIEZDOEHRD
]

AREHAD A1) IXILFFFHELLERY X LAFF, XIEZDEH
Ml &, ERT/ LEICERTSAV IR LAFERXERIX I LEF
FTH-TLBRDBEGEFEUENSBRSIN D 1EXIE2BULEEELHOIC
CINATNVEALXTBEELEDTH D,

[ERDBEFEE ] LiE. AEBADI—N—ITBVTEEFNLEEDER
FEREEKRT D,

NBDFVITXYLAFRFHELLIERY X LAF R, XIEZDEHRD
ElF, LREDEGEFERESTHEBICNATIFAXTDHEEHETH &
Mo, CEFROABRDREEZFRTIRIC, BEEY Y TILHhDELTFEIEE
FTHRICAWS T4 37—, BIRSINIZELGEFML., AFKHAOFAT—H
— %Y LEFB-HDTO—TELTHERATE S,

ZEMEIE, TO—TOTSAT—FITHESIBDHILITL->T, BHIE
TEY—N—EBETFORBEERZIZTHILDTH S,

ZHMELTIE, EAFY, DaXIF =, MEtEER BREE
RIZHRENZEITEND,

[AHBHEDTO—T]

AFERADTAO—TIE, LRAREAODA )V IX Y LAFFELLIERIXY
LATF R, XEZDEHEINSLEDHLDTH D,

AUIXYLAFRELLERURXI LA F RAOBEYMOFEEIE, 2450
DAEIHS>TITSIENTES,

(Fo—JDOER)
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[0059]

[0060]

[0061]

[0062]

[0063]

[0064]

Ta—JEEk BEDA Y IX Y LAF ERERY XY LA F K (RED
565, BLFEREEOY—H—ITHETLHLD) 2HYEFLIOICAVS
NBEEDTH->T, BHDIEN LG EA YT (orRY)) XV LAFERE, 1
BRIINATIVEALAXTBELEDEE S,

TO—JDE5IE. ZEHOEERSI L, ERITHERNERKT 5L 0OMFFE
LWAS, NATURAXTHEEIC, TELGHEMREHERENHNITRLY,

(FTo—TD&E)

AFEAOTO—JE, CEFROABRNREFRTHRIC, v—H—ITH
B9H5A)T (oriRY)) XU LAFFEBRETAEHICHAVWSIENTES
(TR—TDRERE)

Jao—Jk. REOEBEHLEGEEA )T (orRY)) XULAFER (I—H—
) DEBRBFIZEDLET, ThENATVEFAXTEHLSIC, BETHA Y
THIEMTED,

(Fo—JnxkEx)

TO—TJDORESE. RHEDEMERDA T (orRY)) X9 LAF KRIZ
FOoT, AT—HITFEZALGLD, HIZE, ~10008FER, HFFLL
F5~500BEE LUYFFEFLLF10~40EBEREELTNIERL,

W, BE, TO—TE LT, RESTOREEDREN S, INAAEL T
WBH, UTILEALPCREDS b—FOHYA 9 )T T0—TEERNTE
MZIBIET DRRICIEX, FASTO—THAENGN S,

(Fo—JoH)
BERmiETo—JE LTI, BIZIE. REOEBEMTHSA )T (orRY))
XY LAF KA, IL28BEEA Y I (oriR)) XU LA F FTHIHEITIL,
BlzIE, FRERSITHELEESBHLONEIFLNS,

[AEBHED TS 4 <—]

AFERAD T4 T —IE, LEAXAFKBADA ) ITXV LAFRFEHELLIERY X
DLATF R, REEOBREINSLEDHLDTH D,
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[0065] (T 54 T—DER)

To2A47—¢IE, BEDAUIXYLAFERIERYX I LAF K (K
DHEE. BELTFEEEELT—H—ICHETLLD) EBETHEICANSL
NELDTH->T, BREDIEMELGESA )T (orR)) XOULAFED, 7
DFEUVAERVEUORED 3 KRinE . TRENREMITNSA T EAX
T5, BOR (T+T—FK) TSAI—¢ET7o0FEVR (YN—=R) T34
Y—%E Do

T4 T—0DEFIE, ZEHOIEERSI L. ELICHENERRAT H5L0OH
FELOA, BHENA T4 XFBHEREIC. T2EHEHE EHERENAH
NnIERLY,

[0066] (754 <—D&EE)

AERAD T4 7—&, CENFRDAENRETFRTIEIC, Yo TILAF
D, I—H—ITHETBA )T (orR)) XU LAFREEIEL, BHER
T HEOITAWSIEMNTED,

[0067] (T4 X—DREAE)

To5A4T—F, RHEDEMERDZA )T (orRY)) XULAFE (I—5

—) OXRHEDEEEFIZEHLET, BETHA 2T HIENTESD,
[0068] (T4 T—DKEE)

TS3AI—DREIE, REDEBEWELDA YT (orR1Y) X LAFER
[T&>T, BRAT—HICIEERAGLA, HIZIEL, 5~1008EER, FFL
KIF10~708ER, &KYIFFEFLLIFE15~50BEREBELETIIEIRL

[0069] &, BE. T34 —¢LLTIE. BB TFOREHOREN S, DNAAEL
TWLWHH, FREGFIBIRE (ICANR) ISIEFFAZTTSAI—RAVLND
[0070] (54 <—DfFI)

Bk TS54<—E LTI, BlAIE, BHEDEMTH DA )T (ork

) XY LAFEH, IL28BEEEA ) T (orRJ) XU LAFFTHBHHFEIZIE
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CBIRIE, FRERSISHELEESBLONBIFLNS,
[0071] [AFEHADOCHEFRDABEDETFARATY K]
AHEBAD CURDABRMNREFHAFX Y ME, £RBAKHAOTO—TRU
SRETSAR—%ELEEHHETHEDTH S,
[0072] (v bD&ED
CERRDAENEFTAAXY FE. CERRDABERMNRZTRTHDIC
AWd*y FTHb,
[0073] (Fv FDERER)
AFEBHEDF Y MMIE, TO—T, T343—, ZTOMOP CRICHERR
Z (MEEDNAR Y A 5 —+) , genotypinglC—fRICHEL S D, KE - &
E-VYIb-avEBa—4—%0EFoh, Chon>5, BH. BEHD
DHIEREN B,
[0074] [AFBAD CEFXDARNROFAET S HE]
AFEADO CEFRDABRMROFRETI>AEE. TE (1) RU (2)
DIRERTDHELERBETHLDTH S,
[0075] (1) BFEMSHBIHYUTILIZKY, TE (X) OEGFEERET HIIE
(X) LRDEEFEEODLECEL1TE
(2) (1) TRESNF-EEGETFEMNL, CEFROBEDNROFUNEITS
TiE,
[0076] (X) IZHEWVWT. TLELRDEERFZE] LF. FFBHADODIT—H—ITEWNTE
FNEOBREDEGTFEHEEKRT D,
[0077] @, (X) [2&8FEhSH, [ERIFESS59TREINSGRIXILAF FAIC
BET I EEFEE] L&, EBRLESNPUSAD, BIIBEESINDKRIXY L
AF FRIZFEET 5. thD LMD XIEEKRID, INPZDMDBEEFZE (ST
BoOxrk, B, W RO/ XEIHEAZED) F#ETE0ET 5,
[0078] SNPOERHT LEINBFES9ODKR )XY LA F FEBHADEEFZETHN
(£, CEFXADARNRICEAELTOWAAREELSELNSTH S,
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[0079]

[0080]

[0081]

[0082]

[0083]

[0084]

[0085]

[0086]

(BEDER)

BELIE, CRFRICERELTVDS, HIVIBREOEOLNIEELEK
L. ERLSMIEF RO O—PE FRERBERF A SIIREEZELILD
THIN, KEHEDT—H—F, E b ERRE LIZMASIZCE > THELONE=E
DTHA =, E bNTRBITFFELLY,

(BB LDY 2 TILIESE)

FROBEMNS, BIZIETRICEFL-ESGYOTILERERT 5,

(P TILDOER)

BTN ER. MR ME )R R R ER (& QRAEER
fa) . ZOMOER RUOEKREBZFEEZERT 50, MR () /33 B
LEMMABZ T, REEMENE WS RTEIFELLY,

(FoTdhoDF YT (orRY) XU LAF FRIFEBEDHR)

FRERYTIMS, AT (orRY)) XU LAFRFEART L, AT (o
riR1) X LAFRELTIE, 4/ LDNA, XRIZmRNAZ TICHERERRIC &L
S>THE L1=cONAENZEIF O N B,

B, BEFZENT7 I/ BERZHESILOTHIBZEICIE. LEOKEE
LHEITBON-EREZRAVTEGTREDEREZITICLLTARETH S,

A3 (orRY)) XU LAF FORREE., XHDAEIZHE > TITAIER L
M, #UT (orRY)) XU LAF EHANADIZEIZIE, FIZIE, Y2 TILTH
HMBEHRD ) 2/ BRI EO MMM, S, B, PCl (Tz/—)Lo DO
OARILLHEE) & TIROINAHEEFY FFEEZRAWVSAE TOMANMDAE
[ZED>TITHTEMNTED,

., AU 3 (orKY) X4 LAF KAMNADIZEIZIE, PCLAIZEVWTER
EEMEICLTKBA ST HA% AYITdTASLEZMATSIAZ ™
BRORNAHHEE v FERAWSAE, ZOMOAMOAEEFERTEENTE
%o
(HEE DI

BT LB LNEHEBOENDLEMEEIZE, BREIIEL T, 2440
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[0087]

[0088]

[0089]

[0090]

[0091]

[0092]

FEICE-TBIETHIENTES,

BERDDNADIZEZIE, PCREZFZRAWVNS I ENTE S,

BEEHOMRNADIZE1ZIE, RT-PCREEZRWVNS ZEMTE S,

M, EEPCRE & LTIE., TagMan’O— J45SYBR Green(Power SYBR) ZR(LY
F=U7IEALPREFLFRAT S ENTE D,

(BEFRDRERZE)

Ton-BEZAVNT, EGTFEEMBIOELGFREERET 5,

BIEFREOREAEG. DHMOBEFREEZFZRANSENTE, HlAE
VO I Y —FEAVTEREBERIERET SFALI F—O Y
RE (OTHXUER) Ofth, RELP (FIRREERETAFRZEE) £FIAY HPCR-R
ELP;%, TaoManix, DigiTag2ik, U IR LAFRTSA4I—MEE Sn
aPshotix (ABI) , ASP-PCRi%, PCR-SSO (sequence specific oligonucleotid
e) %, PCR-SSP (specific sequence primer) ;& PCR-SSGP (single-strand
ed conformational polymorphism analysis) i, BRABFICLIZBOE
SOER RUNAF Y TEDEGCTLEERBAREZFT LAV HEENET
bhAMN, TholIRondHLDTIEELN,

(BEFRIZE DABRMBRDOFAAZE)

tETHEONE-ECFEDERETIC, BT EIR1~RIFESHEITD
CET, CEFADBENRETFATEHI_ENTESD,

b, BEMNLBEYUITLICENT, BEGEFEED YR T ) ILHE
HEINES, ARNEBEMEOFTERENE <. FIZ, T, PEDEVER
FEEDYRITILTHNEH S, ARDRENMEVERLSTNEEZD
ns,

(FRBADFEIZE > T, ARNRDFRAZITORNREGEABERAE)

AEAD CEFRDABENBRD TR ZITOAECE >TaRIRZTFAT
PR EMGH, BIRMIARAEIL, IFNEMEE PEGIL IFNELMFRE, PEG
{EIFN.RBV (2 #&I6tA) &%, PEGIEIFN./RBV. ZDHDEFEHR| (3Fl, HHL
(X 4FIGEA) BEED., IFNXIZPEGIE IFNZRWABRENE T 5N 5,
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[0093]

[0094]

[0095]

[0096]

[0097]

[0098]

[0099]

BL. AFERADT—h—"H., £ER9BHIL28BEEEA )T (orRK1)) XU LA
FRZOMO, EEEEZI—FFHEEZELCLOTHAIESITE, [FNS
DD CRFXAREDHRDHEICHLERATE HRREMELNH S,
NoDEGLFZ2REODI—FIH2EREBHNS, CERFAICEARLTLST
REENHENLTH S,

[AFHAD CRFRDABBRNRFAT—H—OERRERLT]

AEAD CEFADARDRTHY—H—DRRMAERGRTF] (&, TED
(A) XIl& (B) OEFIEFTHILEZR/HBETHLDTH S,

(A) BHBFEBSOTRINIRIXILAFEDLLGLLEL—HEED S
JIXYLAF ERIERIXI LAFE
(B) (A) ®5B, 1HEBEOXY LAF MR, RE, &% m &
U/ RIFHEASNA, ZUTXILAFRRIERIX I LAF R

B FE S 5 9 TRINDERFIE, L28BF 02— FF D EEFRUZDEID
#ELES| (IL28BRE:EA ) T (orRJ) XU LAFFK) THD,

INEI—H—BREREGCFITEALZDIE, LBOSNPD S 5258, 1L28
BEEL URABATR DN DS THS. NPILEHET 5 ENZ LV
. CERRDARBRNREEATORERDEGFEENCOEHICEFRLT
WADHREMENFEEICEVNEZZ ONEINLTH S,

(B) MDZEERKZLEDEDIE, BHEICE->TIE, IL28BFa— KT 2EEF
BUZORABEELEIN., ECTFEEOTOMDEREICL>T, BEIIF
S59NLDEBLVEBIGENHINLTH S,

[RFEBRAD CERRAREDRY -V T HiE]

AFERAD CRFRABREDRY ) -V JHEIE, TR (A) BE (C) D
PHEEH1BEAVDEEERHETHEDTH S,

(A) BHBFEBSOTRINIRIXILAFEDLLGLLEL—HEED S
JIXYLAF ERIERIXI LAFE
(B) (A) ®5B, 1HEBEOXY LAF MR, RE, &% m &
U/ RIFHEASNA, ZUTXILAFRRIERIX I LAF R
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[0100]

[0101]

[0102]

[0103]

[0104]

(C) E R/ LEICHEETBHUTRI LA F RREFRYRI LA F FT
HoTrs8103142ZEL LD
SNPT % Brs81031420FHE L TLAREFOI— FTHEAHE (1L288) B

KO, CEFRICEARLTLAAREENHSZEMD, [L28BEDrs8103142
ZELA YT (orRY) XU LAF FH, thdD CEIFRABREDHRDIIE
[CHLERATEARREEAHEINLTHS,

B, RAOV—ZUJKEFEE LT, BEEFPEREORRELCEREDE
MEIBRT OMELERT S, FBLAMOAEERAVSIENTE, Tinvi
vol , Tex vivol , Tcell-free-system] EOVNWTINDEBRRTITH>THLR
(AN
[ FEBAD C BT XD F B RILAREH

RFEHAD CEPFRDFHXITABERIE. IL28B2 V0 BRVY/R(EZENE
O—FT P EGEFEELILEBHMETHIDTH D,

AFEBADNT—H—DIAF—7)IL (VAU TI) ZHREXEATO
TETHEE CAERDRDENE) IZTEWT, APy —7JILERETET
5BF CAERNREDEVE) [CHRT, HEIT, IL28MmRNAFEIR L N JLAVME
TFLTWAIEMND, IL2BORBRELFRICETLTOAAREENEL., &
e Lf=@Y ., IL28BEMAD, CRFRICEAGRLTLASHREEATNIEF
Mo, IL28BBRIFENZI— FI HEGTFOREN, CERFRDARICEID

AREENENEZZ NN L TH D,

& Tt 451

[GWASIZ & & CEIFF R DamshRFAl]

9 O FHELEDSNPEMA T O — T BE S f-Affymetrix Genome-Wide H
uman SNP Array 6.0 (LA, SNP Array 6.0) Z#AWLVT, CEUSHRFXIIHL
CPEG-IFN/RBVBtFHEEDTEITSNT=1 5 4 ADSNPRZ A E T ZE1TLN, EF
SEMRICRCTHY TS IL—T (GWAS Stage : 1st/SR)L : #ESh (NVR) B8 2
Avs. BH# (VR BE72N)ITHELTY / L7 FEERET (GWAS) 47>
f=o
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[0105]
[0106]

[0107]

[0108]

[0109]

[0110]

[0111]
[0112]

[0113]

PIEEAIOCLALHDINEZENUTOLDZRIRL-ERER1IIERT,
B, PIE[X, EICHA ZFEBREICEH>TEH LT,
Tz, BHEEE, BARBPIAMILAN—ELEBRLENHIZEKRT B,
TOFER. FHICEEK1 9FBBICMIET H1L28B iEBEDSNPs (rs12980275
and rs8099917) % A4 +—7 'JILHS, PIEAMEL | AREMICFETH T &MD
Mot (&2),
(P=1.93x10"3; OR=20.3 and 3.11x10715; OR=30.0, respectively),
ZFIT, AOYUTILEy hERWT, TRED14DNP (BEFIFES 42~
55) [CEALT., ®iEx1To7=,
(M) IL28iEfmFiEBEDHapMapT— 2 M5/ o=, LFED 2D (rs1298027
5 and rs8099917) MSNPsZE&d> 1 1 SNPs
kU
(N) IL28BZETHEHD S —Y T U RITKYHEREINI=3 SNPs
EEEDGWAS Staged 1654 A&, En&IERIIC, DigiTag2iZZE AL =Repl i
cation Stage& LT172A (NNR: 50A vs. VR: 122 A) M 2nd/Ix
IWERL, ThoZzHE7=314 A0, combinedDPEZEH L, R3ITTRL
f=o
BEAB14ANEHL>TLNDDIE, GWAS Stage® 1 54 Af, QCa—/LL—
A9 5%KF\ETH>=12 A (NNR: 4 A+VR: 8 A) (&, GWAS Stagem i
B&hv4L. Replication Stage® 17 2 AIZEHLN=1-DTH B,
QCa—JLL— bk (QC call rate) &lk. EATATEESNPOEIEEEKRT B,
CNoDEBRERIICTY,
FIITRTEBDNPsH, P = 105U T THEEDICEEL TLV=,
5D 1 4ANPsDIRIEDFER. rs12980275 (SNP44) , K TUrsB8099917 (S
NP50) [ChNA T, #if=1Z, I1L28B [THIEJ %S 9SNPs (rs955155 (SNP42) |, rs
12972991 (SNP43) , rs8105790 (SNP45) , rs11881222 (SNP46) , rs8103142
(SNP47) , rs28416813 (SNP48) , rs480321 (SNP49) , rs7248668 (SNP51)
, rs10853728 (SNP52) )A', CEFFRDABREMIZ, HITRBEET LS L
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[0114]

[0115]

[0116]

[0117]

[0118]

[0119]

[0120]

[0121]

NREINT,

M, EEEDREILTIE, GWAST—2 (DValidationd & UReplicationz BRI &
LT. DigiTag2i&E%# AL NTSNPOERFEFRE LT,

DigiTag2ikld., fEMTHIER & % B NP IZSNPHE R A7k common probe& ., 71
VR RBZRquery probeZ AWLNVT, —EICEBOAIDONPIZDOWTEGRFEZE
RETDIEDTEDIILFILYIANPRA ELTED—TETHSD (Anal
yticalBiochemistry vol. 364, No.1, 2007, P.78-85%) .

BRHEATO—JI&, SNPRIE EBEEL CTTFRICHEET H3 fI70—7T (comm
on probe) &SNP#EJ RIFICEL LEFRICHFET S5 BlFO0—T" (query probe
) [T TS,
query probeldSNPEIZT JILICxTIG LT-2f84E4 FHE 9 4. query probe M3’
Rim(TH ST SNPOBEFRICHE LT, Th &HMATIERE ZH Dauery pr
obefZ(+AH%, 3" BIIZMEE L THETET Hoommon probe L #EET D EMNTE S,

7 U Ft 2 AEIZERET L1=query probeld, NCBI F—%4 A—X MFasta sequ
ence L ABRIZFIE RN &G Y, U AFHITEHE LG & ICITHEM SR AR
e b,

M, |REDT=HIZFquery probe®d RimlZIET7 JILIZHIE L T2HEEDque
ry taghV@fEEhTH Y. £f=common probedD3’ KRiHIZIESNPZ & IZE A Bco
mmon taghVEFHF SN TLVS,

common probelZ:&#E & N f-common tag& RN ALIEEFRR S E DA 1) IDNA
ZEE L-INAF v TERVTHEHEET, BADEGRTFRIZELTEREH
f=query probe & common probe®#E& EY (L, DNAF v 7 EdMcommon tag& 8
R IE RS 245 D4 ) JNAICHEE S WS, 7 JILITHIET dauery tag
([TxG L C2BEDEEDIFEBAT S LT, ENPOEGLFENRESN
%,
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[%&1]
SNPES | NCBI &S TN URIT7IN Pfié REA LS SNP type
AR BRY Gene annotation

SNPO1 rs12043519 A G A 884x10° | PRDM16 intron iSNP
SNPQ2 rs1986953 A G G 775%10° | OSRI upstream gSNP
SNP0O3 rs13392065 A C A 569x10° | OSRI upstream gSNP
SNP0O4 rs16987149 C T T 569x107° [ TTC32 downstream gSNP
SNPO5 rs16987155 A G A 667x10° [ TTC32 downstream gSNP
SNPO6 rs2374341 C T C 3656x10° | — downstream gSNP
SNPQ7 rs2374342 A C A 365x10° | — downstream gSNP
SNP0OB rs 1566701 C T C 639%x10° | CID downstream gSNP
SNP09 rs12713624 A C C 336x10° | CID downstream gSNP
SNP10 rs10208788 A G A 336x107° [CID downstream gSNP
SNP11 rs10208883 C T T 522x10°% | ETAAI downstream 8SNP
SNP12 rs9876122 A G G 9.71x10° | ERC2 intron iISNP
SNP13 rs2036081 A G G 824x10° | SNCA downstream gSNP
SNP14 rs13122167 A T A 766x107° | PCDHI0 upstream gSNP
SNP15 rs4488950 C T C 494%x10°° | PCDH10 upstream gSNP
SNP16 rs13150115 C T C 319x10° | — downstream gSNP
SNP17 rs7663113 A G A 756x10° | — downstream gSNP
SNP18 rs1379606 C T C 167x10° [ — upstream gSNP
SNP19 rs913500 C G C 8M x10° | — downstream gSNP
SNP20 rs6458003 C T C 419x107° | FLJ45825 downstream gSNP
SNP21 rs6906840 A G G 419x107° | FLJ45825 downstream gSNP
SNP22 rs2224068 C T T 683x107° | SIMI downstream 8SNP
SNP23 rs9390164 A G G 118%x10° [ SIM1 downstream gSNP
SNP24 rs4512312 A G G 714x107° | — upstream gSNP
SNP25 rs757844 A G G 714x%107° | STEAP? upstream gSNP
SNP26 rs4876271 A G A 328x10° | ARHGEF10 | intron iISNP
SNP27 rs7942675 C T T 766x107° | Cl1orf39 downstream gSNP
SNP28 rs17787293 C G G 480x107° | TMEM16B downstream gSNP
SNP29 rs917334 (o} T T 790x107° | TMEMI32B | downstream gSNP
SNP30 rs6489019 C T C 502%x10° | TMEM132B | downstream gSNP
SNP31 rs6489020 C T T 790x10° | TMEM132B | downstream gSNP
SNP32 rs6489021 G T G 477x10° | TMEM132B | downstream gSNP
SNP33 rs11610391 G T G 453%x107° | TMEM132B | downstream gSNP
SNP34 rs9528038 A C C 827x107° | DIAPH3 intron iISNP
SNP35 rs341554 A G A 411x107° | DIAPH3 intron ISNP
SNP36 rs2325219 C T T 830x107° | KLHL1 downstream gSNP
SNP37 rs1353348 A G G 462%10° | RYR3 intron iISNP
SNP38 rs2076954 A G A 386x107° | RYR3 intron iISNP
SNP39 rs12907066 A G A 926x10° | RYR3 intron iISNP
SNP40O rs8075713 G T G 179%x10°° | ACCNI intron iISNP
SNP41 rs4795794 A G G 179x10°° | ACCNI intron iISNP

[0122]
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[0123]

[0124]

[0125]

[0126]

[%&2]
null responder responder
(NVR) (VR)

Nearest MAF? Allele b c
dbSNP rsiD gene (allele) (172) Stage 11 12 22 11 12 22 OR (95% Cl) P-value
rs12980275 1L.28B 015 A/G GWAS 20 54 4 56 8 0 203(8.349.9) 193x10"

(G) (25.6) (69.2) (5.1) (87.5) (12.5) (0.0)
Replication 10 37 3 101 21 0 18.2(8.3-444) 546x10"
(20.0) (74.0) (6.0) (82.8) (17.2) (0.0)
Combined 30 91 7 157 29 0 17.7(10.0-31.3) 284« 10%
(23.4) (71.1) (5.5) (84.4) (15.6) (0.0)
rs8099317 1L28B 012 TIG GWAS 19 56 3 58 6 0 300(11.2-80.5) 311107

(G) (24.4) (71.8) (3.8) (90.6) (9.4) (0.0)
Replication 11 37 2 108 14 0 274(11.5-653) 94710

(22.0) (74.0) (4.0) (88.5) (11.5) (0.0)
Combined 30 93 5 166 20 0 27.1(146-50.3) 268« 10

(23.4) (72.7) (3.9) (89.2) (10.8) (0.0)

. 27 ®Dalk, Nishida, N. et al. Evaluating the performance of A
ffymetrix SNP Array 6.0 platform with 400 Japanese individuals. BMC G
enomics 9, 431 (2008). M55IAL-, BAAREE 18 4 ATHITHEBSNP
DIAFT—TVILDOFEE (MAF : Minor Allele Frequency) #EBKT 5,

K2HDblE, BEETIVICETE2X 20BN SB-IA4F—7 1 )LD0d
ds ratio (A v Xtk) ZBHRL., HEIERENECDHIVRIE X £THEA Y
ALEFERD ES(2REND,
0dds=X(1—X)

K2 Dcld, BEMRETILICEITS, PearsonDH A4 ZFREICEL ST
FHLU-PEZEKRT 5,
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[0127]

[0128]

[0129]

[0130]

[0131]

B, COXRI T, 7YILE REKDEUORAEHTRBELTWS,
ZD1=8, ERICIL28BEGFLNH > TWEI T U FEURAEHTER LZERIES
59¢&, ZMHXRIETIE, rs11881222, rs8103142, rs28416813, K Urs4803
219D ASNPsD A D v —F ) LA, HHEMICHE >TSS (B2, 3ORTHE-
=8I SHR) .

K IHF®D NP typel (&, TREEERT D,
gSNP : genomic SNP, FRIFERFHEIHLISN DB & S SNP
iSNP : intron SNP, « > b0 > $EIHIZ & S SNP
nsSNP : nonsynonymous SNP, EERFEIEINICH Y. 7=/ BEE#EE L HINP
rSNP : regulatory SNP, HBEELFD IO E—2 —FEEIZ&H HSNP

B, RIITFTEY., EARNLG TS T—OTO0—-T DRI %, BINES
1~58¢ LTHIRLIEZA, AEAD TS T—0TO—TEIhLIZRS
NELDTEES, ChOoDEFIDS>H 1HEREDX Y LAF EHA, RE
B, i, RU/RIFEASNEZE3DOTH>T, AEKBADT—H—ENn
ATV EAXAEBEDE, AREAD T4 v—0TO0—TITEFIE &
(E. E2FTHEL,

Fl-, RI3DTZ7437—0T0—JIF, BIRICELRLIZAYINATHBHH
. BICIEEEZHE T HRNAYL, DNAERNADFASTH->TEHEEL, BL, BEH
ZED AN BINADEFE L LY,

ERDFR1~3FEMNCHALHALREY, ZEADT—H—IE, XD CEAF
ROBENRFPRET—D—(THRTH, PESMEY NS, FRMFENS
WEDTHEEEI ZEMNTES,

FDHTHLR I TRLI=SNPES42~52MD 1 1 SNPsIZFFIZPEA /NS, &
T#HSNPAS~51D 7 SNPsIFHEEEICPEMN/INE K, ThoD B DI, FRIMHIER
M, BOTEWLWEDTH S,

[CERFRDFIHXITARHA]

SNPESL2~51DTAF—TF )L (VAU T7VIL) Z&, REHBHWNEIATA
THTHEE 10N (EIZPEG-IFN/RBVEFABEICE LW TABRNENTH - -
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[0132]

[0133]

[0134]

[0135]

BE NR) RUADY—TFTJILERETHETSHEE1 0N (EIZPEG-IFN/RB
VERBREICEWTABRNAENTH >-EE - VR) DAEATO R MEKBKH
5, TNENRNAZHMHE L, T IR A LRT-PCRIZIZK Y IL28 mRNAL AL %
e L=fERE, R1ISTT,

1R MNEBY, I4FT—TVILEREHLAWNMNINTOTHT S8 (
FIINVR) Tl ADv—TF VI ERETHETSHH (ISR [THERT, EE
[TIL28DmMRNARIR L RNILAMET L TULNV=C &M, [L2BBORFELHEITE
TLTWSEEEENFLY,

DEYIDI L, IL28BRIFZEDELFEN., CEFADFHRITARA
ELTRIDHAREMATNIEZERL TS,
EX L OF| FATaetE

AERL, FYBEDOSL, CEFRXDARMRDFRAZEITI LM AHE
THY., HICTIFNFE] . #TH, BSOEREL>TLNS TPEGEIFNRB
VBERRIEL ISB1TDH. MERICGVWERGTRANAREGD=0, BERNEE
FITKELN,
BRI )—TFX

(BESIES S 9 ITHE W TIE, /IFITIFFREREE, KXFIL, FHERFELELDDNA
ERY. )
Bo5ZES 1 : sense primer for SNP42: 5 TATAAAGAAAAGGAGAGGCCACTTTGGTAG
GCCAA 3’
Bo5|#ES 2 : antisense primer for SNP42: 5 TAAGCTCTCTGAGTACCAGCTTGTTC
ATTTTCAAGGTAGAA 3’
F25 &S 3 : sense primer for SNP43: 5 TGGGTTGTCCAGGTGGACCCAATGTGATCA
CAAAA 3
Bo3|#ES 4 : antisense primer for SNP43: 5 GGAGGGAAGGAAGTTCTGACACATGC
TACAATAAAAATGAA 3
BL5I%ES 5 : sense primer for SNP44,45 46 : 5 GTCAGCCATGCTCCAATCCCATCA
GAGTGGTCTAA 3’



WO 2011/021508 28 PCT/JP2010/063262

Bo5|#ES 6 : antisense primer for SNP44,45, 46 : 5 TCTCAGGTTGCATGACTGGC
GGAAGGGTGAGACACA 3’

Bo5ZES 7 : sense primer for SNP47,48,49 : 5 TCAGTTTCTGTTTGCCTCCAGGTG
GTCATCTGGGTCA 3’

Bo5#ES 8 : antisense primer for SNP47,48,49 : 5 GAGGGAGAATGGAGAAGGAG
AAGGTGAAGGGGGCA 3’

Bo5ZES 9 : sense primer for SNP50,51 : 5" GCAACAAAGTGAGAGTGCATCTCTGGG
GAAAAAAA 3

BEo5|ZES 1 O : antisense primer for SNP50,51: 5 AGTAAGAGTTGTTCCTTGTAA
AAGATTCCATGGATACAAAAA 3

Bo5Z&ES 1 1 : sense primer for SNP52 : 5° GGGAGCTCTGAAGAAGATCTTGTTTCTT
GGAAAAGTCA 3

BEo5|#&ES 1 2 : antisense primer for SNP52 : 5 TGGGTAAAGTAATGAAGCAACAGC
GGCTTTCCTAA 3

BEo5|ZES 1 3 : sense primer for SNP53 : 5° TGGCCAACGTGGTGAAAGCCCATGTGTA
CTAAAAATA 3

BEo5|Z&ES 1 4 : antisense primer for SNP53 : 5 TTCTTACAATTGCACGTGAATGCA
CAATTATGTGAAAGTA 3

Bo5ZES 1 5 : sense primer for SNP54,55 : 5" ATATCCTGTTTTACTTACATTGAGT
GTGTGTGCAGATGAA 3’

Bo5ZES 1 6 : antisense primer for SNP54,55 : 5 ATACAGCAGACAAAACAGTAGT
TGAGAAAAAGATGTCTGTA 3

Bo5I&ES 1 7 : query probe for SNP42 :
BEo5ZES 1 8 : query probe for SNP42 :
Bo5Z&ES 1 9 : query probe for SNP43:
Bo5ZES 2 O : query probe for SNP43:
Bo5&ES 2 1 : query probe for SNP44 :
Bo5 &S 2 2 : query probe for SNP44

ATTTTGTGTATTTTGTTCTCTGC 3
GAATTTTGTGTATTTTGTTCTCTGT 3
ATGCTGTATGATTGCGGCTA 3
GCTGTATGATTCGGCCCTC 3
GAGAAGTCAAATTCCTAGAAACA 3
AGAAGTCAAATTCCTAGAAAGG 3
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CGGAAGATGTAACCACAGAAG 3
CGGAAGATGTAACCACAGAAA 3
AGCCAGTGTGGTCAGGTA 3
CCAGTGTGGTCAGGTG 3
TCTGCTGAAGGACTGCAG 3’
TCTGCTGAAGGACTGCAA 3
GTGGGCAGCCTCTG 3
GTGGGGAGCGCTCTC 3
CTGCCCTTCTGTCAGG 3
AGTGGCGTTGTGTCAGA 3
GGTTCCAATTTGGGTGAG 3
GGTTCCAATTTGGGTGAA 3
TGTGCCACTACTATGCTCT 3
TGCCACTACTATGCTCG 3
CATCCTCACCAAAGCTTAG 3
CATCCTCACCAAAGCTTAG 3
GGTAAATATGATTTCGTAAATCATACGA 3

Bo5|#&ES 2 3 : query probe for SNP45
Bo5#ES 2 4 : query probe for SNP45 :
Bo5|#&ES 2 5 : query probe for SNP46 :
Bo5|#ES 2 6 : query probe for SNP46
Bo5|ZES 2 7 : query probe for SNP47:
Bo5#ES 2 8 : query probe for SNP47
Bo5|#&ES 2 9 : query probe for SNP43
A5 &S 3 O : query probe for SNP43 :
BEo5#ES 3 1 : query probe for SNP49 :
Bo5#&ES 3 2 : query probe for SNP49
A5 &S 3 3 : query probe for SNP50
Bo5#ES 3 4 : query probe for SNP50 :
A5 &S 3 5 : query probe for SNP51 :
B3 &S 3 6 : query probe for SNP51
Bo5#&ES 3 7 : query probe for SNP52 :
B3 &S 3 8 : query probe for SNP52
Bo5 &S 3 9 : query probe for SNP53

Bo5ZES 4 O : query probe for SNP53 : 5" CCTAAATATGATTTGGTAAATCATAGG 3

TGTCTCAGACGAGCTG 3
GTGTCTCAGAGGAGCTA 3

Bo5|Z&ES 4 1 : query probe for SNP54 :
Bo5|#&ES 4 2 : query probe for SNP54 :
Bo5ZES 4 3 : query probe for SNP55 : 5° AGAATTATCTGGGGATGC 3
Bo5|ZES 4 4 : query probe for SNP55 : 5° AGAATTATCTGGGCATGG 3
Bo5|Z&ES 4 5 : common probe for SNP42 : 5° TGGGCCCTCAGTGGACGAGGAC 3
Bo5|ZES 4 6 : common probe for SNP43 : 5° GATGAGGTGCTGAGAGAAGTCAAATTC
CTAGAAAG 3

Bo5|ZES 4 7 : common probe for SNP44 : 5" GAGGTGTCTAAATATTTGCCGGGGTAG
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GG 3

Bo51&ES 4 8 : common
G 3

FE5I&ES 4 9 : common
F25I&ES 5 O : common
BR5|&ES 5 1 : common
GACACA 3

AR5 &S 5 2 : common
5

F25I&ES 5 3 : common
AGGAAG 3’

o5 &ES 5 4 : common

fc5|Z&S 5 5 : common
fc5|Z&S 5 6 : common
GATTATGCA 3’
B5IZES 5 7 : common
TATAATATTTATT 3

FR5 &S 5 8 : common

probe

probe

probe

probe

probe

probe

probe

probe

probe

probe

for

for

for

for

for

for

for

for

for

for

30

SNP45 -

SNP46 :

SNP47 -

SNP48 :

SNP49 :

SNP50 :

SNP5T -

SNP52 :
SNP53 :

SNP54 -
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" CAGGACATTGGAGTGATGTCAGGAAGG

" GGAGCAGAGGGAAGGGGTAGCAG 3

" GTGCCGCTCCCGGCTCTTGC 3

" GATTGCGTCAGCTGCCTTTCTCTCTGT

" GATAAAAGCTGCGCCATGGAGCTCAGG

" ATTGCTCACAGAAAGGAAAACAAAAGG

" AGGTTGGGCTACAGACTGAGAGCAT 3

" GCGCACATGTCCCAGGCTGCT 3
" GAGATATTTCCTTGGGAGGTATACATG

" TGTCTGGGCTTTCATATTGTTATATGAA

probe for SNP55 : 5" TGGTGGGTGCCTGCAGGTCG 3
FEHEBES59 : b FE19EBKRDNDAIL425112-4442845141 ¢ 5 attaagaaatattg

goctotgggocatggtggctcacactgaaatcccagcaatttgggaggecctagacagagagatgacttga

catcaggaatttgagaccageccttgccaacatggtgaaacgeccatctctactaaaaatataaaaattag

ctgggaatggtggcacaaatctgtaatctcagectacttgggaggctaaggcaagagaattgettgaace

caggaggeggaggttgcagttagccaagattttgcactgcactccagectgggtgaccgaacaagacce

tgtctcaaaatatatatatatatatatatatatatatgccaggagtggtggctcaggecctgtaatctcea

gocactttaataggectgggtgaggaggatggecttgageccaggagtttgaggectgcagtgagetgtgate

atgccattgcactgcagtgacagagtgagaccctgtcttaaacaacaacaaaaccagagcaggtggaat

coctottgggaacataccttecctgtaggttacccctgagtctccatcagtttetettteccteccagetge
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tcatctggetcactagecctgocctgototgggetttcccagectggggctecccctggtggecggtyate
ttacctgaggetgtgttttcacttttcctacatcagetgggactgcccttctgtcagggataaaagety
ccccatggagetcaggecaggaattacatcccagacagagctcaaaactgacagaaagagtcaaagecag
gacacagtctgagatccagaagaggggactgaaaagaacagagactccagacaagacccaaacagacce
tgggtgacagectcagagtgtttottotgctgacaaagaccagagatcaggaATGAAACTAGgtgagte
ccacatctctgtccgtgctcagetectgcageccetgeccctoagtgggeagectotgocattecctcage
tecctttctototgtgacacagACATGACCGGGGACTGCATGCCAGTGCTGGTGCTGATGGGGGCAGTG
GTGACCGTGACTGGAGCAGTTCCTGTCGCCAGGCTGGGCGGGGCTCTGGCGGATGCAAGGGGCTGCCAG
ATAGCCCAGTTGAAGTCCCTGTGTGCACAGGAGGTGCAGGCCTTTAAGAGGGCCAAAGATGCCTTAgtg
agtctccccctgeocctoctgecatggactagectccacccgeactccaagggtcaccatgettteccac
tcccagettecttcactgggetagectecaccctccctgcagtgggotateteatgetectactgcagg
gactgactcatgttttcctgaagaagagggtcctctaccatecteccagecagttaacctcccctatect
gttgtcagccatcctccaatcccatcagagtggtctaacctecacccctectgotggggctaacctgty
cotttgctgtctagGAAGAGTCGCTTCTGCTGAAGGAGTGCAAGTGGGGGTCCCGCCTCTTCCCCAGGA
GGTGGGACCTGAGGCAGCTGCAGgtgagagggggagtcaggeccacccctgoccteccagecotgetea
cctggetotgtagtggecccttcaccttetecttctecattgtecctetetecteotecccacacctgct
accccttocctetgetectacctgaccacactggetgtgccctoteccotgtgcctgtcacctteactt
gttectetetatcctcctcccccaacctgtteccctcaccteccccctcacctgotetttetcacctet
cctcagGTGAGGGAGCGCCCCGTGGCTTTGGAGGCTGAGCTGGCCCTGACGCTGAAGGTTGTGGAGGCC
AGCGCTGACAGTGACCCAGCCCTGGGGGATGTCTTGGACCAGCGCGTTGACACCCTGGAGGATATCCTG
TGCCAGGTCCGGGCCTGTgtgagtcgtcagggccogggcacccaggtotgtgagetotgageagegtee
ttcccotggccaaggecccggctcacacaccgecctectetgeccacagATCCAGCCTCAGCCCACGGE
AGGGCCCAGGAGGCGGGGCCGGGTGCACCATTGGGTGCACCGGCTGCAGGAGGCCCCAAAAAAGgtgag
tgacccgggaagagagggactgaggtctggggagecactgggageccagaacccagacageccctgace
catcccctcctooctacagGAGTCCGCTGGCTGCCTCGAGGCCTCTGTCGAGGTTCAACCTCTTGCGCCT
GGTCACGCGAGAGGTGAATTGTGTTGGCAGCGGGGAGGTGTGTGTCTGAccecttccgecagtcatgcaa
cctgagattttatttataaattageccacttggettaatttattgtcacccagtcgetatttatgtattt

gtgtatgtaaatccaactcacctccaggaaaatgtttatttttctactttttgaaatccttgttgaaat
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aaacaatgaggaaaagacacccatgacgtgggactgtgtgtgcgttggtgtgtatttcctttgoattgc
tgccataacaaattaccctaaaagtagecatctagaacagcaggttcattgagtetgtgetgtccactgg
ggtccccaggtcacatgtcactatcgagcacctggaatgtaggtggtgcaacctcattttttcagtgag
tgtaaaacataccccagaatttgaagatttactgtggagaaaaaaaaaaaagtaaaacagettaattat
aatttatatattcattagatgttgaaatgatagcactttggatgtattgggtgaaatgaagecatcttta
aaattaatttagagcctggatgtgattgctcaagectgtaatcacagcactttgggtggetgagttege
aggatcacttgagcccagaccagectgggcaacatagcaagatcctgtctctataaaaaattagagaat
tggotgggtgtggtggcacaageccataatcccagetactggtggaagetgagatgggaggactgttty
aggtcaggagttcacgaccagcctgagcaacagcaagatcectgtetottgcgtgatcacatcetcactgt
agecctcaaactcctgggctcaagtgattctetotectoggocaccatcctecaccctetecagecectee
ccgaactgggattacaggcttgagtcaccgggtccageccattctetttccaagaageccctgaattgt
ataagcaaacatgaggtctcactaaccctggataageccctacagatgaggaggacaacttggatcagg

gacccctgetgagt 3
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[FERIE]

[FERIE2]

[FE3RIE3]

SR IE4]

[FE3RIE5]

REOR D&

ErS/ LAEICHEET DA VIXILAFRRXIERIXILAFRT
HoT. TRICRTEGFEE, XEIhd & EHAFERE R2>
0.DICHIELDNLERINSG1EXF2BULZELHLDTHASC
EEBEBLETDH, CENADABRMNRETAT H-0DI—H—,
rs12043519, rs1986953, rs13392065, rs16987149, rs16987155, rs2
374341, rs2374342, rs7566701, rs12713624, rs10208788, rs102088
83, rs9876122, rs2036081, rs13122167, rs4488950, rs13150115, r
§7663113, rs1379606, rs913500, rs6458003, rs6906840, rs2224068
, rs9390164, rs4512312, rs757844, rs4876271, rs7942675, rs1778
7293, rs917334, rs6489019, rs6489020, rs6489021, rs11610391, r
9528038, rs341554, rs2325219, rs1353348, rs2076954, rs1290706
6, rs8075713, rs4795794, rs955155, rs12972991, rs12980275, rs8
105790, rs11881222, rs8103142, rs28416813, rs4803219, rs809991
7, rs7248668, rs10853728, rs4803223, rs12980602, rs4803224, BZ
FFEBS9TREINSIRIXY LAF FAICEFET SEGCFZE
FVIXYGLAF RERERYX I LAF FORIA, 40 kIBEERR
TTHHIILEHHET D, BFRE1EHD. CHFADABRUNRE
FRTHI=bDT—hHh—,

CHPFRDAEMNEMN, A 0F3—TJx 02 RU/XIFPEGIEA >3 —
JxOVERWARICESAEBRMRTHOAIEE/RHMET H, BXKR
H1RIE2(CEHED., CEFROABRNREFRAUTH-ODT—h—

ol

CRIFF R DARMEMN, PEGEA 52 —T 0V /RBVHFRABEIZK D
BEDRTHHILERBET S, BREIHIEIOVTAMNIEHR
D, CEFADBEMIREFATH-HDI—H—,

ErF/LEIZERESTAAVIRXYLAFERERIXILAF KT
HOTHERE1EEDEGCFLEENLERSND 1EX(F25EULEE
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[FE3RIE6]

[FERIET]

[FE3RIES]

FRIE)

[FE3RIE10]

[FERIE11]

FERIE12]

BLLDIC, N TVFAXTEA)IXYLAFFELLERYR
DLAF R, RIETDOEED.
ERESEHDA)IXVLAFRELLERIXYLAFF, XiE
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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. |:| Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. I:l 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. I:l 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:
See extra sheet.

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

2. I:l 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.:

4. 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 inventions in claims 1 - 11 relating to a marker derived from PRFM16

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

payment of a protest fee.

I:l 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.

I:l No protest accompanied the payment of additional search fees.
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Continuation of Box No.III of continuation of first sheet (2)

The inventions in claims 1 - 14 have such a common technical feature

as “marker for predicting the therapy effect of hepatitis C”.

however,

the above-said technical feature does not make contribution over the
prior art inthe light of the contents disclosed in the following documents
1 - 3, and therefore cannot be regarded to be a special technical feature.
Furthermore, there is no other same or corresponding special technical

feature among those inventions.

The following twenty seven inventions (invention groups) are involved

in clams.

Document 1: Nature, 2009.08.16, Vol.461, No.7262, pp.399-401

Document 2: J. Hepatol., 2008.07.21, Vol.49, No.4, pp.494-497

Document 3: J. Hepatol., 2008.05.05, Vo0l.49, No.4, pp.548-556

(Invention 1) the inventions in claims 1 - 11 relating to a marker
derived from PRFM16

(Invention 2) the inventions in claims 1 - 11 relating to a marker
derived from OSRI1

(Invention 3) the inventions in claims 1 - 11 relating to a marker
derived from TTC32

(Invention 4) the inventions in claims 1 - 11 relating to a marker
derived from re2374341

(Invention 5) the inventions in claims 1 - 11 relating to a marker
derived from re2374342

(Invention 6) the inventions in claims 1 - 11 relating to a marker
derived from C1D

(Invention 7) the inventions in claims 1 - 11 relating to a marker
derived from ETAAL

(Invention 8) the inventions in claims 1 - 11 relating to a marker
derived from ERC2

(Invention 9) the inventions in claims 1 - 11 relating to a marker
derived from SNCA

(Invention 10) the inventions in claims 1 - 11 relating to a marker
derived from PCDH10

(Invention 11) the inventions in claims 1 - 11 relating to a marker
derived from rsl13150115

(Invention 12) the inventions in claims 1 - 11 relating to a marker
derived from rs7663113

(Invention 13) the inventions in claims 1 - 11 relating to a marker
derived from rsl1379606

(Invention 14) the inventions in claims 1 - 11 relating to a marker
derived from rs913500

(Invention 15) the inventions in claims 1 - 11 relating to a marker
derived from FLJ45825

(Invention 16) the inventions in claims 1 - 11 relating to a marker
derived from SIMI1

(Invention 17) the inventions in claims 1 - 11 relating to a marker
derived from rs4512312

(Invention 18) the inventions in claims 1 - 11 relating to a marker
derived from STEAP2

(Invention 19) the inventions in claims 1 - 11 relating to a marker

derived from ARHGEF10

(continued to next extra

sheet)
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(Invention 20) the inventions in claims 11 relating to marker
derived from Cllorf39

(Invention 21) the inventions in claims 11 relating to marker
derived from TMEMI1G6B

(Invention 22) the inventions in claims 11 relating to marker
derived from TMEM132B

(Invention 23) the inventions in claims 11 relating to marker
derived from DIAPH3

(Invention 24) the inventions in claims 11 relating to marker
derived from KLHL1

(Invention 25) the inventions in claims 11 relating to marker
derived from RYR3

(Invention 26) the inventions in claims 11 relating to marker
derived from ACCNI1

(Invention 27) the inventions in claims 14 relating to marker
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