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[0001]

[0002]

[0003]

i EF

AFEEBAIF, EERICFENDEBE BT ORI F RRCZEOFERICET
%

AFEIX. 2015108 1HIC. BARICEBIN/KRE2015—-19
6227FICETEEBEELZIRL. TORETEIIICERT %,

AEEREIE. EERE. EERE. RO+ ZHEIBIHBEIENIODETH D, H
RICB T HEEBRERCEBEORTHIZ. 201 3FETIEHE4HHMWE, 900
A ZEHW9, 300ATHD, BHEEKRVEEEDELEIN (ZEEHEHE)
¥, 201 0O&FETIE, BT 1, 300MKRULEMEHT 1, 300HIT,
ETFNETNERBRBEEAD 2RV INELDH D, /o, BEEKXUBEERER
EOR. ARFMABEATELDDIIEEDHW20%THY . I HIT. ARF
iiEm Lo FEROEFEIFHNI 0% TH S,

fREREIE. RHIICIXBRERDSIFE A E W BHE. B6aFE. JER. &
BEOERPBENLELRATRDHIBEETLTWS I EDHY., BHICER
THIEMNERICBWTEETH D, 4. RIAMEICS T DRERE & 3R
HHBFRICIEE ERBERORE. BRRFLRE FRESMEEEZSEY
%o

ARERE (RFIC. FFAXISATFAIEE L RERE) ORBR A EG. @I
REAFHIRE., BEMEERKRE. BIERC THRE. NRREMNTEITIERE
EE® (ERCP:endoscopic retrograde cho

|l angiopancreatography). FDG—PET (Flu
orodeoxy glucose—Positron Emission

Tomography) RESEHNEIFSNS,
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[0004]

[0005]

[0006]

[0007]

ETABT RTIFRENAAITTIVTZIE L TCGERB LEEEESFE COER
lCHWT, Tat,. penetratin, polyarginineZ®
HHREIEE AN GHRERINME) RTF RABEHINTWS,

LHOALADS, ThH5ORTF NI, EFEMAEXITESER S ESEREX
ISREEEE S OX B K EREDIRBIRMICIRINS h B 726, RHLEIRM A
EXEELEERT ZEMEEDREDDS (Drag Delivery
System) YV—ILILIEE T2 2 &E. EELEERE2ERT 2R THE
HEETH D, IS, HAMICERRTHNAINTWVWS T a t EOHMEERER
M GEREIRINME) RTF R, FFRICEEE3I 2RI ITHEI NS TV
(Bl zE, FERFRTF B 1 BHR)

ZhIZH LT, cycl ic RGDIF M—ERLEINTWERTFR
THd, cyc |l ic RGDIX FEMEH D WIEEFLEHONREMEE
(RU—EROESME) TRERBEIZIE/BEINTVWDa B YT Y
U EZEHE LTHY. MEESBENEICZTOERRER >TWS LD, &
MTHLKMOEREDRRBHBOETA X =2 JFIDD SHF & LT
ThTwa (BIAE, FFEXE 138, ) .

FoATH AT >R

HFEF SCER

FEFCERT  BFEFEES 721 1 4 0SSR

FERFEF SCER

JERFEF LR - Vives E., et al., A Truncated HIV-1 Tat Protein Basic Do
main Rapidly Translocates through the Plasma Membrane and Accumulates

in the Cell Nucleus, J. Biol. Chem., 272, 16010-16017, 1997.
FEADRE

RANFEARLLD & T 258

EiRmiEERE (FFic. FRXIFAABEE ERARE) ORERUCSZEAE
Tld. REBEROYIMEBENEBREOHETH 5, BREHEICIIHFEDIL
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HhY ZSHTHEELORANEET 5.

T, BEFxE1ICiEB#HDcyc | i ¢ RGDIK. BEMBERUEEHE
BTODHEDEENE T DIRTF RTIEBRWH., DA EBEEREIRT 248
FORTFREVWIQTHHRTHY., FIDNAERRMOE TREDRD RN
Mo,

AFEBFIE., EEBBICEATRAINLEEDTH > T, BEEMEROHEB
ICEERFRLICRENRERTEEZB T 2FHARTF R&REHT 5.

RBERT BIODFE

Fabhb, AFERBIF. ULTORKREST,

[1] BITFD (a) Xk (b) O_RTF K,

(a) BBHIES 1 TRINDIENEELT7 I/ BEINSDZRTF R,
(b) BEHFES 1 TRINDECIEB NG ONULTHIEINEZELT
T /BB SQY. BHD. BERERICHFENLEREEEITZIRTFR
[2] BIRBETHD. [1] ICRBBEOXRTF R,

[3] THIC. NKRIFRUCKIHRICVATA VEEERA D [1] Xk [2
1 ICEBEDRTF K,

[4] DIE7 I /BBRICEB#iL/Retro—lnversoBTHrsd [1]
~ [3] owIFhh—DILEBEDORTF K,

[5] [1] ~[4] owTFhhAh—DIEBHDORTFREI—-—KFT B &%
B & T BB,

[6] [5] ICEEBMOBMBEESU I & EHHETINI I —,

[7] [1]1 ~ [4] OWTIHA—DICERTHORTF RE2SL T & a2BHE
5%+ )7,

[8] T LI, EHEMEXIZEBHMMEERAD [7] ICREHEDOF v 7,
[9] RIESESHMED. ZERAGAE. REMERMAEAXIIENMPETHS [8
1 ICEEHEDF v ) 7,

[1 0] rRiSISERMED. EEXIER)IFL V) I—LTHS [8] X
i [9] ICEEH;DF v ) 7,
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[11] [7]1 ~[10] owghbh—DICEROF v ) 7 & EEBFEEYE
EERAD I E T B ERMERY,

[12] EEREERAXIGZEATHS [1 1] [CEEHOERMERY.
FEBHADMR

ARERICEINEE, BEEICHENGEREZE T IHRRTF N E2REHET
HIETED, Fc. BEREZEE. SREEODERNICKRHET 5 AT

5%,

I Ty D fey B4 7 B B
[E11E88050 1 IS B B RBARTF R &R L 2 IR EML O B TmE
BETH 5,

[E2AEAERBI2 ICBIFDPept i de 3RZOLTOTI VERMLE
M2 1 3HIREOENIEMIBEEE TH S,

[M2B]sRERfBI 2 IcBI7DPept i de3RVI ATV —%HKMLIEM2 1
SO BRNBEHMEBEEETH D,

[2C]1HERBI 2 ICBI1TDPept ide3RVCE | PAZGRMLIEM2 13
MR O BRAEMEEE TH 5,

[E3AIEHERBIS ICHBITBPept i de3 (LK) a5FmML. BERLzmEE
ETEELAM2 1 4O EAERESEETH %,

[B3BlERBIS ICESITBPept i ded (DIF) Z2RML. EasmER
ETEBELAM2 1 4O EAERESTRETH S,

[B41RERBI4 ICHBITDPept i de3&NIMLARTEEBEEMEDEILEE

MIEEETH %,
[R5]RERBISICHITDPept i de 3%&KFMLASEITEMIEOECEM
BEETHD,

[6]EBI6ICHSITHPept | de 3&GHMLEKREEMAEDESLIEMES
BEETH D,

[BA7]EE B 7 ICHSITHPept i de 3&GRMLAESLKEMRBERDOM
FROBRNBEHIEEETH 5,
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[E8IEEMB8ICHITHPept ide3&RML. HIEELLIBEESEMER
VREEBEROESRMEORAEBEEE CH S,
[BI91EHBRBIOICHITHEM2 1 4 4lil@%ERIEL, Pept ide3 (L&) %
IEREEREE LY D ROBRERBORKRT R UERFORNABEHMIEETHE TH
%,
[E10]1EE8RHBIT1 OICHBITHAM1 5 6l ZMEA TR ZBIEL. Pep t i
de 3 (L&) ZBIEARRS LY ADOREMBOBRMRE R CEBHREO=H
HEEHEREE TH D,
[B11]RERBIT 1ICHBITBPept i ded (DIF) 2HRMLAESZSEMBED
BAEHIREETH 5,
[B12]RERBI1 2ICHIFB TKKKMEEHIEL., Pept ide3 (L&
) XidPeptided (DHF) ZEENEEG LY D RORTEMRBEOAER
BFRUVBEBETORNEMBEEETH S,
[R13AIRERBI1 2ICHB B TKKKHMEA#MBIEL., Pept ide3 (L&
) HERARS LTI ROESEMBTORNEBELART VST TH 2,
[E13BIEAERBI1 2ICHIT B2 TKKKHEEZ#BIEL., Pept i ded (DIF
) ZIEIERIES LAY ROZREEBTOERNEBEEZRT I T7TH D,
[R14]RERBI1 2ICHBIFDTKKKHEEHIEL, Pept ide3 (Li&
) XiZPept ided (DiF) 2RSS LTI AOXEEBETOR
HBREETRT TS T THbD,
[E15155&%511 3ICHITHM1 5 6HifEA=HBEL. Pept ided (DIF
) ZIEIERIES L~ D AOEERBORAT R UBEAEF OEAEMETE
Tdh B,
[E216]XEk I 1 4ICHITBDPept ide3&ERMLABEEEEEDEKIC
EFENI2PEEMIEORABEBETE TH 5,
FHAEERT D7-HDFRE

[AEBEICRENTETEE2EGT 2XTF K]

—EBEEICE VT, AFRBIX, UTOD (a) XiF (b)) ORTF R%ER
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[0013]

[0014]

[0015]

[0016]

[0017]

92,

(a) BEIIBES 1 TRINDEINEZZLT7 I /BEINORBZIRTF R,
(b) BLES 1 TRINDIEIER N6 0BULTHIENEZELT
T UBENMNASAY., BD. BEEICFENLDEREEZE T IRTF R,

AREEFEONRTF FiF, BERICHENLEEEEE T 2HFRORTF
NTHD,

AFEBPEESIEZ. in vitro virus (IVV)&HICLY, fBE
BICHENLDEBRMEEE I DFRARSFRERE L. AFKBPETRT ZICE
> 7,

| VVETIE. mRNA®M3' RKICPEG (RYVTFL>F)a—i)
ZAR—Y—EN L THEYEO— Oz —OT IV EREE L. ThiEdE
B L TEMBPERRRGEITY>ZEICEY., FVRIEBEmMRNAEANAE
—OvA YV EN L THERBE LALEMAMRNA- S NN IBEHKSF |
VVHIEEREIND, AFEAESIE. | VVZHRBICERITDZZ&ICEY, |
VVSA TS —%BELAE, CTOIVVSATSY—DHBHASNA ~ (8
) EWRABTDIYVNRIVEBAEEL I VVAin vitroTHY LEIFE.
FIERBLTCWEIMRNAZWEERIGL. PCRTHEEL. EEBT%
BFtd 2 &ICE>T. HEERIT D9 VRN VEREE, T<HE (EEDN
EDOTFEULDORE) TRETE S,

AEBEEORTF NiE, T (a) ODRTF REED,

(a) BEIIBES 1 TRINDEINEZZLT7 I /BEINORBZIRTF R,

L5 (a) IKBIF2EINES1 TRINDTI/BEIIE. TEROF7I
BECIITHRINDEINTH D,

LVXGARLVVR (EBHES1)

[LEEDERIES 1 TRIND T I /BEIICSVWT, Xk, 1vOq1>y
BE (1) . P52VEERE (A) . ZIALX=_VHEE (R) (. Vo VEER (K
) XIGERFIUEE (H) #FR7, ]

L5 (a) ORTF RIF. ERICHENGEREEET 2, Tk, AFE
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[0018]

[0019]

[0020]

[0021]

[0022]

[0023]

EREDODRTF RiE, BIEFES 1 TRINZT7I/BEIOADNLLDZRT
FRTH->TH, BEEICHENLEREE2ET 5.

AEEMEICHSWT, TREER] &i&. BBERE. BERKRV+ZIEBAESED
EIEEEENORDBERKT 2, /4. BEESIZ. BEOLEILHEET
LEMEBEBEEERL. TORELALBEEDEMICIY. FABEENATHS
FFP9ERTRIARE NN A R URMAEE N A WIC. FREENA (BBEHHRRE
) KT BIENTES, REEEIL,. BECEEENSRE T 2BHEE
ERIKRY B, +ZIEEZLEEERIE. ZLERERAEE. ILERBREE. HBER. K+
“EBILBEISERINTHS Y., +ZEBIERES 1. EROIPAICFEE
LERBERKRT 5, i, HEEABFNOETRE. BRE BRFELRE. B
MAEEMREE 18T

RIMEICSWT, THEERICKHFEMDERME] &3, EANERERBRX
M DORFOEEME S L L T, BEEMERICSEICRIRI N, £FT

ZMHEEARKRT %, BROEBHAUICEWVWTRT LIIC. AERTEORTF
RIZFAFIVILEDISRYVIREEDIY R4 b—> RIT & Y RBER
MRREPRICTRIN I T WS S HRI NS,

EIES 1 TRIND 7 I /BEIICEWT. XiE, HiKkEE2B5T57=
JBERETHDZIEPTFELL, PILF=_VEE (R) . VY UVEERE (K)
NIFERAFUUERE (H) THRZIENIYFELL., SHEOBRANS, 7
WFEFZVHE (R) THEZIEANILHITHFELLWL,

L& (a) IEBTBEINBE1 TRINDTI/BEIO> B, LUEK
BICIE., TEEEIBS 2 TRIND 7 I /BEIIEDSETLOND,

LVRGARLVVR (EHHES?2)
AREBRBEDORTF RiL. £iE (a) ORTF REMENICAELRRTF R
E LT, FiE (b)) ORTFREESE,

(b) BEIFES 1 THRINDIFI/BEIEE—HNE6 0%ULTHBET X
JERECTIMSARY . BED. REEICKEMOEREEEI IRTSFR,

L& (a) ORTF REBENICAZETHS72HICIF 6 O%ULEDR—E
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[0024]

[0025]

[0026]

"HBYd D, FRBE—MEELTIE. 7TO0BUEIFFLL, 80%LEALY
FFELL, B5RUENTILHICITFFLL., 90%ULEIFICHFE L., 95
WAEDNRBITFE L LY,

T 5, mIEE (b)) ORTF FE, EERICKENLGEEEHEZET 5,

T, EET7IVBEINICHT S, BRF I /EBEIIOEFIR—MEE.
BIZIERODEDIICLTRDZ EHNTES, 9. BHET IV BEBEIIRUN
RT7I/BENETSA AV NTSE, TIT &7 X/ BERINICIE. B
BA—HMARKELDEIDIICF Y TE2ZHTHELL, HEWT, BEETI VB
BIROCNRT I /BERINICSEVT, —BLAEATI/VBOBEELE L., &
X (1) IKLED>T, BIR—H4EZRHDZENTE S,

MEE—% (%) 1| = [—BLAT7I/BOHK]  [W&R7I/EE
BEFD7 X /JEEOFEE] X100 (1)

5 (a) XiF (b)) ORTFRIZ, RIRBETHDZENFE LV, B
REETHD I &ITLY., FEEBMERNICOARIIREINCT K ARD, Tk,
FEE (a) XiE (b) ORTFRIX, L—FTI /B D—F7I /B XL
NODEAELENLAREZEDTH>THLIL., DETI/VBICBRLEZR
etro—IlnversoBITHDIENTFFE LWL,
Retro—IlnversoBIThadI&ilkY, MIBROBRICL DHME
BRI B, L-TI/BOHAHDSERIND LS (a) Xik (b)
DORTF ROEFPHN 3~ 6B THDDICHL. Retro—Inver
soBTHDIEICLY., E£EBHE8~1 2BHFEFTRLTZIETED,

L—7I/BIE. RAIEETHDT7I/BTHY, D—FI /BIF. L—
TI/BEREDFS VT4 —DPRELTWVWDEDTHD, /. BEEREICKE
BERNRERBEEATHD-HIC. RFhoWt%s K86 % /-0 ICL 2RISR
HZITTWTE LWL,
£E (a) XiE (b) ORTF RIE, I5IC. NKRIBRUVCKRIKICY AT A
VEEERADIENFFE LWL, BEFEMICIE. TEREINES I TRIND T
T/ BENENEITFSNS,



WO 2017/057450 9 PCT/JP2016/078607

[0027]

[0028]

[0029]

[0030]

[0031]

[0032]

CLVRGARLVVRC (EHHEE=3)
RAEBBEDRTF KL, NRHERVCKRIKICIRTA VEREAHFEAD &
T. YRTAVEENEITDIFA—INEBLTOIRAILT7 1 REEZFIALT
BRIRKERERE D ENTE D,

[RTF RKEOD— KT ZEE]

—EREMEICEWT. AFEHIF, ERULARTFREI— KT 2%E%1E
"y 5,

AEBFEOKERICE NIE, BEEICKHENLRERELEI 2RI FRE
BB EMNTES,

FEORTFREOD—-RTIREE L TE, HIZIF, BIES4LICERD
BERINL LD, XiE, BIIES 4 ICEEHMOIEERS & 8 0%LA L,
FIZIE8 5% E, BIZIFOI0%LULE, BIZIEFI SR LEOE—MHZEFEL.
EEREICEENSEREEETDI2RRTF ROEBRRD E2E7 I /88450
— R 2HAEDLEDRERIIOWVWHARDEDEEHMBENETFOLND
o BB, EBIESLICRTIEERIIZ. LEEDOEFESI3I DT I/ EEIIN
HRBRTF RED— NI 5BOIREBIITH S,

2T, BEEREMINCHT 5. WERIBEEIOEIIE—MIE. 2 IEX
DEIICLTRDZDZENTEDS, 9. HEEEFRINR I RIEERS %=
ToAA VNGB, 2T REERENICIK. BIR—MEIFRARERD L
DICF vy TEEDTH IV, HEWT, BEEIEERIIRCIRIBELIICS
WT, —RLABEOREHEEH L. T (2) LY >T, EBIE
—MaRkODIENTED,

MR —M (%) | = [—BLAEEH]  [(HREEEINOHKE
HE¥] X100 (2)
[RT7FRED—-RITIRBESORTH—]

—ERBEBRERICSWT. KFERIF, LR LARKBEZSUNI Y —%RHT S

AEBEHEONI S —ICInE, BBRICHRENLGCEREERATINRTF
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[0033]

[0034]

[0035]

[0036]

[0037]

[0038]

RaBZdl&ENTED,

AEBEHREDORI S —IE, REXRII—THDIENFF LW, HEIFEXRY
= LTIRIFICREINT, Az, pBR322, pBR325, pU
Cl2, pUCI13ZEDODKRBEARDISRAIF; pUB110, pTP5
. PC19A4FEDHERRKOTSAIRN; pSHT19, pSHI155FDE
BARAKTSRAIR; AT7—VEDNIFIVAT 77—V 75/ 9141,
TT/EHEDAINA LYFIAILAL D9 ZTIOAIRA, NF¥Fa094
WX, LhOTAILAR FRIAIWZAFOTAILR ; RO SEHREL
ROH—ZHERAVWDIENTES,

FROBIRRI S —ICENWT. ERORTFREREAITOE—49—&LT
EEICRESINT, FIXE. EF1a”O0FE—4—., SRa7O0E—%—.
SV407O0E—4#—. LTRFOAE—4—. CMV (YA bAHODAI
2) 7OE—4—., HSV—t k 7OFE—49—F0aMilesBEE & LR
REAOO0FE—4%—. AUIZST7—FHFA4II74ILR (CaMV) D35S
7OF—4%—., REF (rubber elongation facto
r) 7O0E—% —SF0EMilRsEEE LEREREBO7OE—4%—. RUA
Ky>7AaE—4%—. p1 00— 49 —FDOERMBEBEEXE LIEERA
D7OE—49—F&2FRIZENTES, I O0FE—4%—d. LoD
RTIFREFRIDBEEICHE LT, BERBIRTZ2ENTE D,

FROFBHRRI Y —IF, IS, SAFoO—=—THA4 b TNV
— RTPSAL T TFIL, RYARMNMS T, BRT—H—, EHE
mEEZELTWVWTH L,

[F+ 7]

—EREFEREBICSWNT. AFRBRBIE., ERLAERTFREESOF v U 7EiRHE
I 5,

AEBEREOF v FICL i, BNYE*RERE CEFEADMERL <
BT D ENTE S,

AEBHEOF v T7IE, I5IC, E#MEXIIBHYELRA D &N
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[0039]

[0040]

[0041]

FELW, T, NEBEEOX v 73, EEMERCIEHMETS % H
ATWTH LW, EEMEIIEMYEIZ. LRORTF RE, EEXITY
—%ZNT & T, PENXIZIEENICHEEINTWTLWL, EFEMICIE
BofiEe. HEEE. KERHE., BKEREEER. MERETH> TLL.,
ANERMOEE. VY H—RUBEEFEERAITZIENTE S,

TEME & L CiE. Bl ERERMAE. MEMERMAE. BAME. BET
BEtHrEHRe, (Positron Emission Tomograph
y: PET) AfE. £—XTFHREWEEHESR (Single photon

emission computed tomography:SPEC
T) BxiE., BRI HEBESEZEZ (Magnetic resonance

imaging:MRI) &%#., JvEa—4%—WERRE (Comp u
ted Tomography:CT) E&H. MEFASENIETOND, F
TH. REBLMAE. BETERAMEIIEAMELIITFE LWL, LEEHRMES
WA D &ET. BEMNYEIIEEREIGERI WA SH ZEEE DR REICH
OB ENTE S,

LZERMAEE LTI, HIZET3C. "N, 2H, 70, '80MFEIFHL NS
o WEMERAMASE LTIk, BIAIEIH, 14C, 13N, 32P 33P_ 353
Fonz, EHEYEHLIRERMAEXIIRIERMAETH D HE. RERNME
T T I EXITRAERAAE#RT I /BERWT, LdRORTF REE
HLTHIW, RERMAXIEHRSSERMETEBEINDITI /BE L TE
2007/ (TP, XD PRINSFEFUE, TILY X
VEg, TV U BERFUY AvVAOALQTY, A4y, DIV X FF =
V. 72z PoS=v. Faly, Yy RbF=Zv, FO v, N Y
 MNUTRTEY VYRFAY, TRNRSKEY IV IY) THoT. k
BORTF RICEFEFNDITI/BTHNIIFICREI AW, £ 73/
BBIELATH>THEDBETH>TELL. BEBEWXIKCTGEERIRT 52 &5
TZ %,

LZER M ARE X ITHAIMER G ARSI N LD R TF FiE, Ll
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[0042]

[0043]

TFREI—-—RTIREBEESC LRORY Y — 5 RERASE#RT I /X
TR AER T I /BEOFERET 2R TRIAIELIIEICIYART S
ZENTED, RERMAERT I /EXIEIHHNERAMUAER#T7 I /BOFE
ET2%ELTE, BIZAERERCMAERT I /B XTI B AR 77
T/BOFEETSEMBEARTF FERRCEMBERTF FERRFELEEITFD
ZENTED, Tabs,. BERRTF FERRICEWTRERAMMBIEHET
T/BXIEREMTERAMAAERT S/ BICNA TRERMAIEH 7 I /BX
EAE R AIEE# T I VBAMBIE LTRTF REGHRI TSR &%,
EHBERTF RERRICBWVWT, ERORFF REI—-—RTIRKEEST L
MDY & —CHREERH L /Ml E R ERMAEERS T I / BXIS RS ER AL
FEHT7I /BEETCEETZIEICLY., ERORTFFREI—-KRTS
BB a0 LIBRONRT & —h L RERMAEFX IR ER L AEH I N
LRDRTF REZRERT D ENTE DS,

EHMERTF FEHRRE AW R E RALAER I RS R AL AEE X 1
e ERORTF ROFERIZ, BRORTFF K20 R I2EESE Lo
RO H =0 LEOLERMAZET I /BITHIERAAEEZHE T = /EBOD
i, ‘RERMAZEB TS ERMEE#HI NI LRORTF KOEKRD
OB BERRERMAIFERT I / BB RS R AIFEH 7 X /B,
MM SF RERBMEHRER. TXILF—R (ATP, GTP, L7
FURR7I—MEORBIXILF—) VBRESEEYW) FEBRVWTITOI L
A TED, BE. BEFORIGEEGIZ. BEERELEZEEBRLTITOIZL
BNTE, FIZIFEEIF20~40C, FELLIFE23~37CTHY., Tk
RIGESREIE 1 ~2 485/, FELIE1 0~2 OB TH %,

REMEICHSWT, TEMBERTF RERBMEmMHTE] Sk VRY —
L, tRNAZEDY /IR VBEERKICES T 28IERR. Xid. BEXRKXUEIER
RICHEBARS & STHEYME. SR, EEMEE. MEEES S oHMH
MERKT 5, EAFMNICIE. RBEA. NERFZF. DY FHEKROK. v RL
—#f, T— Y v EREKEMEE. He L affife. CHOHMIM., HIFEESE
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[0044]

[0045]

OHERMEREEETE &N TE D, MH2MlEBEROARE. FIAIEP
ratt, J. M. 5., Transcription and trasn
lation—a practical approach (1984),.
pp. 179—209IRHDOFERICHEL. FEROMBEAEIZLYF LR,
TS5AE—X, BERBREEELRAWVTHRLEL, ¥/ 7ERDP
RY — LA T 5O DHEEDIRZSHET 2R EREMATCHRES T
A XL, BOOBICTABERDEZLBIBTDEICE>TITDIENTES

. BHERTF RERRE BV R EBMAESR IS REHE B A FE
BINLERORTF NOFERIE, B, NERTHEREEZ/P re
mium Expression Kit (GIL7Y—HAITy2%E)
AEEMEEREHEA/EZRTS 100, E. coli HY Kit (Ro
che Applied Science#t®)  HMHFA<AQuUick (
AEHEEASE) EHhoFy hZ2EBEEFERALTIT>THLW, RIRIEALER
E R ALAER ISP ERGLAZES I e RO R TF RARBEEDIZA.
TP VIRBIR. IRBRFOY VNV EEMREZAVWTCHEEITAELIETEH
LW BEBRNMNAFZHISHIERMAE#R I N ERORTSF RiZ. I5
ICOERDE. ¥ aBBREAREMEFICLZ0ENES, 77142714 —
AL, AF 0RO NTS 74 —FEFAVWIBERAWBICLIYRART S
ZEBHTED,

AR T F NERRE B W RE R AFERE I RS R AEE T 1
7= ERDRTF ROFEFILX, EMEICERORTF RED—- R 38%BES
CLERORIZ—EZBAL., MO 2EHMELRESPHEMESOM. L&
ORERAMFERT I /BT RETERAFERT I /B, RERACLFZERE
RTF RIS ERCFIEBSR T F ROERD IO ICHE LR ERMAEIE
T I BXISRAMERAMAIFES T I/ BEASUEBERPTEET S
EIKYTHEDNTED, JITEMBESE LTI, EdRORTF K% D
— RIERBEECLRORI Y —ZFHRIMILZIENTE245METHN
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[0046]

ERICRESINT, BIAEF ¥y =Z—XNLRS—0i% (CHO) #MiEEFD
HZLERMERAME >, KIBE. EAME. ERME. BYHlaSoEmias =S
Z22EHNTE, BEECERNDRO@ASEET 2 E. KBESTFELYL
o FMMORTFRED—RITBIHEBESO EHRORI S —DORIRIE, EET
WA RMICE Y., TRENOEMBETRIETE 2L D ICESTINARIREN
P8 —~HHHAFH. DDODFERENI Y —EEHMBPABATSHIEITLYITD
ZEDNTED, FLERORTIFREZOD—-—RIIRBEST ERORY & —
DEMEEANDEAIE. FRITLI2EMEICELAZAFZETITIIENTE, HlX
X, T bhORL—Tavik E—b2av Ui JVBAHILY D LK

DRz avik. DEAETFRAMNS VA M4 oaQq4 vz vay
B R=TFTa DI - AVER. D4 RERAWEAEY., FUGENE (&
PiE) 6 Transfection Reagent (O a##) . L
ipofectamine 2000 Reagent (fvErOYTY
##8) . Lipofectamine LTX Reagent ({VELL
OYzyv#a®E)  Lipofectamine 3000 Reagent

(ArvEMODzVHE) EOHBRD SR T7 7 a3 VEEEAWVWLEA
FEERETLENTED,

SHER T F REMRRICE YRR B/ R E R ALAEH UL BEHE R A
EBI N ERORTF Nid, RERMAEBITRAERMEEH#H I T
ERORTF RESOEMBEEHETLECHENIET 2 EICLYRERT S
TEMNTED, WHRNIEE LT, BIAIERBRAE JLVYFILR, ¥
SAE-X, REVFHAY—, BERKBEESF %AV YENEIRLIEE
HEFBIENTES, HBNIBE LTE, AIAIET 72V IERE.
REBEZEDY VINVBENFZRAWHEWIEEEZZEITDIENTEDS, BE
B AES ISR A EB I N/ ERORTF R, X SICHERED
FE. VaBEBEEARRMEFICLDZDENIENC. FIA T4 —hFL, A
FoRBIOT NS 74 —FE2AVWCEEUEBEICLVARTZEE T

5,
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[0047]

[0048]

[0049]

BHHMEE LT, BIAERARMDEFRY b, A R FPZ2T) =2,
5—FI/LTYVVE(B—ALA  REEYM7OMRILTZ« U I X (PP

| X) | EERAENESE (BlAE. Cy5. 5. Cy7. AlexakF |
uoro%) . TOMAMOENER BIZIE. GFP, FITC (Flu
orescein). TAMRAS) EN/ETFLND, BXAMPEEHRIN
ERORTF RiF, BAMERT LERORTSF FEI—- R I2HBESO L
WMDRY & —% REBMEERT7 I/ BXIEKRFERMEE#HT7 I /Bs
FEAETIC. LROEMENSF RERRXIFEMBERASF RERRICEL Y
AR T hIE LW,

PETH#E SPECTHERES LTHEEL IE HXEC. 12N,
50O, '8F, 66Ga, ¢7Ga, 68Ga, 6°Cu, ®7'Cu, 62Cu, ¢7Cu,
64Cu, 48V, Tc—99m, 247Am, 55Co, 57Co, '53Gd, 11|
n. '33Ba, 82Rb, '39Ce, Te—123m, '37Cs, 86Y_ 90V,
185/187R e, 1867188R e, 125 |, XIFZTNLODEEMAE SHWITETN 5O
HEDEENETFONS, PETHZKEXIISPECTHAKETEZREINE
ERORTF RiE, ERORTF REZD—-RFIT5BEST ERORIT Y —
. DROEMBESRTF RERRJRUTEMBERTF RERRICLYAR T
= A

MR | EFFl. CTERFRVHMEAE LTIE, BIZIEHRI=ZD L, G
d—DTPA, Gd—DTPA—BMA, Gd—HP—-DO3A, 3—K,
k. BRIEEK. V0L, TUHY, RIFTO8EE ELIETOF L — MK
ZEAEF 5N D, MR | E&FL, CTERHXITHMEATERE I N/ LRD
RTF RiE. MR | E&F. CTERAXITHMEARE EBORTF NEEZE
BEXIFYYH—ENT I &T, MEAXITEENICHEI T TRRETNIE L
W, EEMICIFERMES. BERS. KERS. BUKUYEHEEER. WERERS
TH>TEL, [ANERHMOBEE. V> A—RUCEEREZEERBIT L&D
TZ %,

EEEE LT, BIZEHEHE, RyVzFLrys)a—iL (PEG) &%
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[0050]

[0051]

[0052]

BIFE&NTES, LEEOEBMMEZKA S I &T. BRNYENAEBEEM
FRRICEEEODMERLLSRPNINLT A S, EMPETEMRI N LIRD
RTF RIE, BEME & ERORTF R 2EEXIF) Y A—%ENTZ&T
YRR EENICEE I T TRAR T NIE LWL, EANICIXEMLES. &
BiEe., KEREES., BKEHEEER, MERETH> TLL, ANE QO
e, UYA—RUCEEREEHRATZIENTES,
AEBEEDOF ¥ ) F7ICEWT, BMEE LTE. ARICH C CGEERERER
TH5IENTE, FIZEIEERDA A=YV TORHICFERT ZHEEICHV
T, iRy d&bY. LROEHYELZEBNYEE L TRASZZENTE
 Fe, BEEOHEBRXIIEZMARTERTIHEICEWVWTIE, #1T 25 &
Y, FEEEYMEEEMNYMES LTUBEA DI ENTES, BRYWEIL, £
MORTF RE, BEEXIEY VYH—%NTE&ET. MEHNXXIIEEMICHE
TNTWTEW, EAMICREMNES. HAERS. KEEE. BKMEHEERE
ERETH->TELL, ANELXMMOEE. VY H—RUBEREZE
A5 ENTES,
Flo. AERBEOX v FZICHEVWT., BHYMENY VIRV ETHDIBE.
BERME E LRORTF REEZEUMEY VNV EIF. BIAIERDL DA
EICELYIFRT B ENTES, &9, MEY VNV EZI— NI REE%
BURBRENRII—ERAVWT, BEEHMEGHRT S, W T, HAXBIEES
LTREy /N0 EEHIRIE S, BoMl. BEORE. E. F8Y
BORMEDERMIE, MEBHBAEDPET L, ey VRN IEIWRLCESE
Thddd. RFAMOTEICK > THEENRETEDS, Tk, AIZEF, ER
T—H— & L TMEMEERMERTFERIERI I —ICHMAAALIEE, &
WICHEMEEMAD I &EICELY., WEEREZRIRTDZIIENTES, &
WT, BEIRIBULEMEY VN VEEZBEDHFERICLIYBRT S &ICE
Y., MEs I ENELND,
BEXFELTIE. MEY VNIV EEZI-—RI2BBESURRERI S —%FHKIT
TEHDENTEREMPEEPTHNITIFICHEBEINT, FIXIEF vy =——IN
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[0053]

[0054]

[0055]

[0056]

[0057]

L2 —IER (CHO) HEEOMIALEMIEKY. Y12 BIXE. 77
JOAINR, PT/BEEDAILR, LYFIAILAR, TV =ZTI4IL2R,
NFaAOTAINR, LEOTAIVR, FRTAILREDTAILRE) | #HiE
(BlziE, KBES) SOoMEY. BRI, BEREE. e asoE
HEAZEFSN S,
TSI, REBRFBREDOF v ZILHSWT, LOEY /N0 E&=J— KT
IRBEEURIENRIV Y — % EEEMEEXXITHEBICEREAL. BERIET
ST S AN
[E K]
—EREBEICSWT. AFEBIZ, EROF+ ) TEEEFEMELEHER
ZERMRIARET 2,
AEREEDESREMARIICEINIE, BBEEERNICERTDIENTED

AIFMZBICSWT, TEEFEUWE] & LT, EEEOERICEDNLS
OTHNIE, FRAREIFA L. FIAIEHERISORS, B8 REEICE
ENICHET 24, AlTE. 79T —FENEIFS5N 5,

MEIREMME] & LT, BEEERRNAMBESEH 25T 529 FE
HENMFELWA, LdOF+v ) 7ICKY., BERBIRNICBERIND 2O
. EROREFRIE LTBAVLWLNTWS YA MRNFI v IRETE LWL,

Fe, EIEEMEMEIIE. EdRoF v ) T E BEEXEF) U A—ENT L
T. WEMITEZMICESIh TLWTEW, BEEMICIERAES. 2818
B, KEREE. BEKEBEEER. MERETH>TLL. MNELMOEES
CUYH—RUREEEERERBTZIENTE D, T, AERHEOER
HEICBWT, B0 F v U 7 Ik EROESME X IZIESHMEE S A TUL
TH LW,

#EsiE, HlxiE. s i RNA, mi RNA, antisense. Xl3%
NSOMEEANRET 2 AIRKEBENIB TSNS,

W, BIZIE. <O REDIF >wEOEICIEERARONRTSF KEE
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[0058]

[0059]

[0060]

[0061]

MRELTRETDIEINEI>THERTZIENTED, T, AIZIE 7
F—ISA TS )V—DRY)—ZVTICEYERT B ENTE D, Huikl
F&ELTIEE. Fv, Fab., scFVv&EHLEIFLNS,

7T —&iF, BEEICHT 2RENREEREEZETIMETHD, 77
HRX—&E LTI BT THT— RTFRKFPTHIT—ENEIFOLND, B
BREICHENRSREEETLIREBT7T 47—, Hl2id. systemat
ic evolution of |l igand by exponent
ial enrichment (SELEX) FEHICLYERTSHIENT
Db, T, BERICKENBEREEZEEITDIXRTIFRTTII4T - A
BRAERAWTwo—hybridEiZFICLYRBFTDIENTES,

KEFMHREDOERMERYIE. RBEREZK. BEREARDRIZMT. HRERENT
. BEEEAE. XISREEE%Z & S B O, TREHNT. AR, AEUR2
BTD/=HICAWD ZENTED, BAEELTE. AIZIFPET, SPE
CT, CT. MR |, R{EHR. HAMEFFZAWVWDIEHNTES,
<HEE>

AERMEOEFEMBARYIE. HIREY (B MXIIFE NI Z2ORER
A3, FFELLIFE M) OFE. Mhl. AE. FEiR. BERAE. ’5FHZE
EBRFESF MR L CEERSINS,

BIZ L, AEBEEOEZERYEER/FUCLYEIKN (Int rave
nous: i. v, ) EZRNT3HE. ®KREBY WTFHLIEERN) L.
1EIOHEICEVWT 1 k ghEYHEY., SmgllEORTFROEZRST
52EDTFFELL,. 5mgllET1 EmgllTORTFROELZIZES T ZI &
NEUFFELL, S5mgllET1 OmgUTORTFROEZHRET D &D
RRICHFE LW,

¥5OEE LTk, 1 EBREALSAY. 1 0~HEAKS5T2EBNHFFL
A

WEREE LTE. BIZE. BIRRESR. BIRPTHN. R TEN. SR
By BERERIR. BREXM. SR, BRI, XIFRBRONICHRZZFICAFTD
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[0062]

[0063]

[0064]

FEDEF LN, BIRAES XIZIRIEARIRS A T E LU,
<HERX AR 53>

AEFRPEOEZRMERDIL, BENICEDIED LD F v ) PRUCEIEFE
MEYE., WCICEFZWNICHBIND 2EAXIIFRFZEL, XENICHE
TN ZIEAEEERFNE. BEE. HRH. EEXH. REF. 2EX. &
=&l EEE. BF. BEF. SEF. HRE, MER. BHRE. B
BFl. RINFNEHIZETFONDS, INSBEHFOTEULEEAVWS I EICKY,
FERFL. REL. ATEAF. BBEH, IF. XiF>Ov THEOHEBOESR
R ERET 2 &N TE D,

Fe, HEFELTO04 FOBREAWVWD I EETES, O0O4 RoER
. RTIF ROEFHRREMEEH D8RP, FEOEES. Hl. XidHE
AN RTIFROBITHEZESO2PRI/BPR/RINDS, IO RoOEFRELTIE
RUITFLTY -, BoFEERH. o TRESF. T/ A TEIL,
T/OR7x7,. E—X, KFHEROIALF. T I, BEIEIL. VRV
—LEEETHREEBFL N TE, HEORESS. BB, XITME .
RTF R EDERWICEET 2MROH 5. ) RY —LP ALEDQ/NEI T E
L,

AEREEOEZRMARYICS IT2EFIUCOFIE LTIF, BEICH U THEX
ERELEEE. A 7EILF. TUXFVILE. x4 ov0AhF7E=ILEE LTRO
MICERIN2EOLEIFONS,

Xig, KELLIEZNUAOERZNICHR LB 2R EDEFLAR. XIE
BMBRFNOEINFIOH TIHEREONICERAINDLDOANEFLND, T HITIE
. KEZ FHFEINZEAXEERE. BEANICIE. BEKCEERIREK,
WEYH, FbF. RREF. FREEER. ZERL. BERF. BEHR. XS
. BEE. RS EERAADE T, —RICERD SN-BEREEICER
INHZBENASEFETRMTAIEICL>THERAEBEINEZEDIETFLENS

17’

o]

$EF. AT EIFUSEM T DI ENTEDIRMFIE LTE. FaE. €5
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[0065]

[0066]

[0067]

[0068]

Fr, A=V RY—F, bIHYMNHL, PSEF7TLDED EEH. &
EEELO—AD LS ABEH., A—RY—F, ES5FV. FPILFXFUEBOD
EOBBLR. RTTFVVEET IR DLDL DI REER. > afE. HAEX
Y Y AU YOLEDBEHEKR, RIX—IV N, PHE/SHXEFIV—0&
DIRBRFINANSLNDS, BAFIBMBEL A TEILTHZHBEICIE. £FBO
MRHCE SITHIED L D IRIRIBERZER T2 &N TES,

STERD /=D DEERRIIETHAREBRKOLDBREVILERBWVWTGEED
HENERBICK> TS TBDENTES,

SEFAOKBERE LTE, FIZAIXEERERIRK., 7T RIECZTOMOFEHEIZE
HELER®R. HIAED—VILEN =), D—-T>Y/—Z, D—Tv=bh—
e BIEF MY D LDEFSh, BEREABREESEF. AIZEF7La—L, B
FWiciETd /—Ii, RUFZ)ILa—Iib, FIZEF7oEL>SY) a—ib, RY
TFL>T)a—ib, e F HEREEEF. FIZAIER) VILR—K80 (
TM) . HCO—50&HALTH LW,

SRR E LTIEO<M. AEmAHhiFon, A@EgEE & L TREEBAR
VI, RUZIILTLA—IIEHBLTE LW, £ BEH (BAE. Y
VESIRIREIR. BEER N ) U LBERSE) . #FEbE (BIAE \EB O On
1% . BEF BIAEFE, R¥IUF7IaA—I, 7/ —ILFE) . BB
EFIEABEE L THE LWV, ARINEIRIGERS. BYHQT > SILICTKE
IHE5,

ERFITH DA, LD & D QKENISIEKEDFZIRF., BEF. X
AFE L THERRETZIEEHETED, TOEDWEHFOERELIE. 7 1L
F—ICL DEBRE. REFSOESICLYITI ZENTE D, FEHFIL.
AEASOHES LTEETDHIENTE S, Blb, FEREEEELQSICEL -
T. BREOBEFESRYE L. EARRNISEFARBKIZHOBREISEBELT
FRTZIENTE S,
<SBEAE>

AFEAO—AEIE, BBEEDRBRDOODO EROF v ) 7 & £BEMYE



WO 2017/057450 21 PCT/JP2016/078607

[0069]

[0070]

[0071]

[0072]

[0073]

EelRA DERERMZIRMT D,
Fle. AEPO—AEIZ. BERMICEDED LRDF v ) 7 ROEEFEMY
ME. BTICRZMICHFEIND 2EAXEFRF = 2CERBERY 2 1= H#

ERE
Fle, ARPO—AmEIZ. FISSEREAYZ20. BEBEOABEFZZMH
ERP

Fle. AEBO—RAIEIGZ. BEREOERFIZHRET HLODLEBROF v )
TROERFEYEOERZIRMT 5,

Fe. AFEBPBO—AIEIF. BROF v ) FPRUCEEEEMEBOEMNES.
BEAEVEESTIRBICRSITZEEEST, BEEOHREREEZRHETS

[AEBEE A A=V T T DdDAEE]

—EmEICEWNT. KRR, BEEREZAA—I 2T T20DHFET
Ho>T, EBROF+ U TFTZRAVWDIFELZRHBT S,

AEBFEOFEICLNE, BEREZEE aREAEDEBRNICKET S
EMNTED,

AEREFBEORERICSWVWT., LBOF v ) PIIZHBMELIHEA D &EHETF
FLW, ISIC, BEMEABATVWTE LV, EFEMERCEBEHINES L
TlE. EBLABDOERBROEDIET SN D,

BlZE, EBMEERA 2 LROF v ) 7EEERMERICHINT 255
BWT, EEMEZHRAD LABOF v ) PORMEIIBEER P 1 ML LA
LMELTFDEFE LW, T/, Rk, 3 0oLl L 3BFE T ICIZARE =
BERICERBINTWEILNIENMIDODWTFMIT DI EMNTE D,

T, BIZIE, EFEMEE L TERAMEEZRA D EROF v ) 7 2 57
ICLUBIRAN (Intravenous : i. v. ) 6T 3IES. HEE
¥ (FFELLIFEE M) L, 1EHOESICEWVWTT k gFEHKY, Em
QU EDRSFROEEHERETDENMTFELL. 5mgllE15mgldTF
DRIFRODEEHET B ENLYFFELL, EmglETOmglATD






