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FHLMIINTELT, HFLBT|A Y IILI VT IMILABOE#BSF &
RYBEONE D NMEIFTEATH B,

AFEBRIX. EbZIEZLCHETIEIMEBAROEFRDITFTH>T. A7
IVHIDAINADZATHAIINICEST DIV VEEZZENE LA v
TWNIZUHIAINRAF RUHLEGIMA Y TIVI T O A I ABIDIERD T
DAY —Z VT RE=RBT D EEFBH5ENET 5,
AR T BIODFE

AFAESIE, HEFFRLAER. £ NEEBEAXOHEK 2 9 3#@fED
MR ERE B WEREREEICEIY, A VITINTVFOAMIWNRESVINIE
CHEFREETZ1 29 2@DE Ny U RIEEBEEL, JRWT., RNA
FHEFBL., Thooe My ROBOHRMS, HRIREBEIE LAESIC
BEEMEEOEBEEE R EAIZERL. 1Y TILIT VI A IILRDIETE
DNEEEICHHEIIND I VNN IVEZR/RET D2 &ICLY,. RERZERI L

TRHLE, KRFEBEIKEDIIMA VY INIVTFIAILRE. RTIRA v 7)LT
VHOAIWNRBIDRA ) —= T REE. FEE [1]1 ~[10] TH5,
[1] BXIMEBERICSIFZIAIVILIVEIASILADVRNAXIEINPS
VIRDEDA VINI U DA ZERNFADEGAAICEES Y 545 /0 &
“1— NI 2BEFORREZMEIESEA. XIFRIEEY /N EOKEE
HEx e 2EAEA L.

BB EEFN,. JAKI1EBEF. CHERPEIEF. DDX 2 18&EF.
DNAJC118EF. EEF1A28EF. HNRNPKEGEF. | TM
2BERF. MRCL 3EEF. MYH10EzF. NDUF S 8E&[:TF.
PSMD13#&f=F. RPL26&ET. SDF2L 1:&EF. SDF43&
I5F¥. SFRS2B&IEF. SNRPCEMEF. SQSTM1&EEF. TA
F15&EF. TOMM4 O&EF. TRM2BEIEF. USP O XERERF
. BASP1#&EZF. THOC2&=F. PPPG6CHEIEZF. TESCEE
F. RCPCDHB 1 2 EBEGEFHNILRZEHLIYBRINSIEULETHS
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EEFHMETD, MAVYIILIUFOAILREL

[2] ®IEREGEFAJAKIEGREFRIGUSP IOXEEREFTHS. Bt [
1] A 7L A ILZFH,

[3] Ruxolitinib, Tofacitinib, Tofac:i
tinib (CP—690550)Citrate, Tyrphostin

B42 (AG—490). Baricitinib (LY3009104
. INCB028050), AT9283, Mome lot inib, CE
P33779, NVP—-BSK805, ZM39923, Filgotin
ib, JANEX—1, NVP—BSK805, SB1317, RUWP 1
13000 R2BELYBIRINZ1EULETHS. BIEE [1] o147
T A1ILZHE,

[4] BEIHBERICBIFTZIAIVIILIVTEIAILIAOEERITESICES
29N EEZI—RIDELFORR MBS EDER. XIFrisesy ~
NOBOREZIHI X ES/EFRAZE L.

pisdiEfmTHA. CCDC56i#ET. CLTC#EET. CYC1EET.
NIBPEEF. ZC3H15&EF. Cl4orf173&FEEF. ANP
32Bi&EIEF. BAG3&EF. BRD8#&EEF. CCDC 1 358&EF.
DDX555&EF. DPM3&zF. EEF2&EF. | GF2BP2&E
F. KRT148EF. RUST100A4BGEFHLOLRDIELYBRINS
1THEUETHD I EZ/HET D MA TNV HFTAIILREL
[6] MWBEMERNICBIZ2M Y IILITVYIAMILABRKMFORMICEST
290N 0E%0—RIZ2ELCFORREZINMHIESZ/EA. XIFEF1EE4H /X
VEOBEZIIFIIESIERE=E L.

BIsCEEFH. GBF 1&EF. ASCC3L 1&EF. BRD 8EIETF
. C190r f43&=F. DDX55&EEF. DKFZp564K142
BizF. DPM3&EEF. EEF2EEF. FAM73BEEF. FLJ2
O303&=F. NCLNEEZF. Cl14o0rf173%&EF. LRPPR
CEBF. RURCNI1EEGEFHILARBEHIYBIRIND 1EULETHSE
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EHEEHMET D, AV IILIT VI A ILRHFL
[6] GRIEGCEGFHNPGBF 1EEZFTHS. Bice [5]1 oA > 7Ly

B A IV RH,

[7] Golgicide AT#®»%, Biid [5] DAV IZILIVHD
1L A&,

[8]1 MAVINIVHIAINAFIDOERMIEEDZRAI)—=2TFDH
ETdH> T,

JAK1#8E&F. CHERP&IEF. DDX2 18EF. DNAJC 11
BIEF. EEF1A2E[EF. HNRNPKEEGRF. | TM2BEGRF. M
RCL3&EF. MYH10&EF. NDUF S8i&EF. PSMD 1 35&
i5F¥. RPL26%EEF. SDF2L 18EF. SDF4EEF. SFRS
2B&EF. SNRPCEEF. SQSTMI1EGEF. TAF 1 5&EF.
TOMM4 0&fzF. TRM2B&EEF. USPOXEEZF. BASPI1E
EF. THOC?2&EF. PPPBCHEIEZF. TESCEIEF. PCDHB
12&EF. CCDCS56&EEF. CLTCHEIEZF. CYC1EEF. NI
BP&EFF. ZC3H15&EF. Cl4orf1738&EEF. ANP32
B&zF. BAG3&EF. BRD8&EEF. CCDC1358&EF. DD
X5 58zF. DPM3E&[:zF. EEF28{EF. | GF2BP 28&[EBTF.
KRT14&{EF. S100A4E8EF. GBF 138zF. ASCC3L1
BEZF. C190r f43&EF. DKFZp564K142&EF. FA
M7 3B&EF. FLJ203035&EF. NCLNEEF. LRPPRC
EBEF. RURCNI1ELGFHILALZEFLIYBRIND 1 BLULDEERFOD
FIBXIIFIEEGEFA I — KT 24 v/ BOHEIC N T 2 IEI X ILPEESE
DNH2EEME. MAVINLNIVFIAILAFDOERIEEMELTRIY) —
ZUTTBIEEFEHMETE. MAVIILNIVTIAIILRFIDR YY) —=
THik.

[91 H#MREIC. A Y T T FO A I ARDIRBEIEEYDE L =TI
DNROIEEMEBEAT BITIREE,
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[0010]

Bt EYMEBA LCHRAICHS TR BEETORIRELNET 5 L8
&

RIS B FORIREN,. IR EMPEAINZIFIOMEL Y EBERICE
BMINIBEIC, UBZEEMERSA V7L I VO I RBDIEHIEEY &
LTEBRT 2 ITiEE.

HHETS, BIke [8] OWMA VY INIVHFICILRFDOR Y ) —= v ThH*E

[10] ®MIRBEGEFAI—RTIIVRIEINBEBRTHY.

RIS BTN —RT 29 VNN VEOBEFREEE. A V7T VoA
WAFRIDIEFIEEYHDNELN ZFTHE T 20 ROIEEVMDOEFETTRUET 5 LR
&

RISt S DEETICH T BEIEEY v/ BOEBSEEMEN. FIsEbao
FEETLYEETLABSIC, SREEEWERI IV YDA LA
OIEFLEMeE L TRIRT 2 TRE.

ETD, BIEE [8] OIMA VY IILIVHFIAILRFOR ) — = FhHE
FBADZR

AFEBICHRBPM|MA VY IVLI VT IAINLZFNE. 1V INZ VIR %E
BRI 2METIERS, BEMREOY Y /RI7EEEHE LTWS D, FEH
ICE B BIREICLZEEDSE LCHWE WO RDIH D,

T, KEBIRDIMAVINVNI VYDA INRFIORY ) —=2 THEER
AVINIVYTAIINADRBRCERICEAES I 2EBTMIEOY VNI E %
BRELERA Y ILVNIVFIAIINRBIDIERDPFEZRI)—ZV T TED
=8, FI-RIA V7NV I RABORET R OCEE I ETH B,
B4 T oD i B2 7 5 B
[R1]1EREF 2 (ICHWT. Golgicide ACRLIE L /=#BE D™ 1 JL A Ml (log,(
PFU/mL)) &SHERBETRER (%) DRAIERRETLIETH %,
[BQ2]1=MERFI 2 1T\ T, Ruxolitinib CHLIE LMD D 1 L XA (logye(
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[0011]

PFU/mL)) &H#ERA4ERER (%) ORAIERRETLIZETH 3,
[BE3]1==MEFISICHWVWT, O bO—Js i RNAEZEA LR (L&) &
. JAKTEGEFDs i RNAZEALLME (FTR) OEFHEHRESTET
HB,
FHAZXRMT DD DFRE
<|A VNIV FEDALILAF>
AFERICRBIMAVINIVTOALRAFNE. AV ITNLIZ VT IMILRSY
YIROBEHEBEERYT 2BEEMEY VAR OETH- T, BEMEBEARICEWT
HIEMIBIND & BEMEOEBEMEZBEICIER S &R, 1271
IV IAINZADERIMINHEINZ Y /X 0EAEI— RTHEET (WU,
M F | uBETF] WD EDHD, ) ORRBEMEII TSR, XIFAT
BRI VNI EOMELIGIS E2ERA%EET 2, iF | uiBETE LTIE.
Bz, JAK1EEGEF,. CHERPMEEF,. DDX 2 1&E=F. DN
AJC11E&EEF. EEF1A2EET. HNRNPKIEGEF. | TM2B
BEIzF. MRCL3&EF. MYH10&EEF. NDUFS8&=F. PS
MD 1 3&EF. RPL26&EET. SDF2L 1:&EF. SDF4EET
. SFRS2B&#F. SNRPCEMEF. SQSTMI1EERF. TAF 1
5 8mF. TOMMA4 O&zF. TRM2BEEF. USPOXERF. B
ASP 1 EEF. THOC2EET. PPP6CEMRT. TESCERET.
PCDHB12&EF. CCDC56EEF. CLTCEEF. CYC135&
F. NI BPEEF. ZC3H15E&EmF. Cl4or f1738ETF.
ANP32B#&zF. BAG3&EF. BRD8&EEF. CCDC135&
. DDX55%&{zF. DPM3EHRF. EEF2E&[:F. |GF2BP
28=F. KRT143EEF. S100A4E:zTF. ASCC3LI1EETF
. C190r f43&=F. DKFZp564K142&EEF. FAM7 3
BEmF. FLJ20303EMERF. GBF 1&EF. NCLNEMRF. L
RPPRCIEMEF. XIXFRCNI1EEFIEFLND, REEMBOICTRT &
I, INSOIMF | VBEFAI—KITBSVNRVEIIF, 1 1ED1> D
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[0012]

[0013]

WIVvHSA 2RI 08 (PB2, PB1, PA, HA, NP, NA,
M1, M2, NS1, NS2, RUPB1—F2) &EFEMNNIIEEMNICEHE
BTDIVNIETHY., MEBOBEEANM VY IINIVFIOAILADSA
THA 7 IICEERREANERLT,

AFEBICHKESIMF | uBEFODOS>HE. JAKITEEF. CHERPEET
DDX21#&EF. DNAJCI11:EEF. EEF1A2FEEF. HNR
NPKEGEF. | TM2B&EEF. MRCL 3&EF. MYH 1 0&IEF.
NDUF S 85&zF. PSMD 1 3&zF. RPL26&EF. SDF2L
158F. SDF43&{zF. SFRS2BEEF. SNRPCEEF. SQ
STMI1&EF. TAF158EEF. TOMMA4 OEEF. TRM2B&EE
F. USPO9XEIEZF. BASP1#EEF, THOC2:&EF. PPP6BC
EEF. TESCHEETF. RCPCDHB 1 25&EFIE. BEMERICST
BZAVINIVHEILAILZADVRNAIINP Y VIROBDA VI ILITVH
DA I AN TFADIBAAICEE T2/ 0EAE1— R IEETTHD
o TDH. ITNLOBETORREZMFIEIEA. XIFTNhS5OEET
AO— R 29/ EOHMELIFE St 2ER4*ET 2WE % B EMIC
BE5THEICEY. BEHBERNICBEWTCVRNAXIINPY V/IRVEDA
VINWNI U TAINARNFADOIGRAADIE I NS ER, i1 7)Y
POANWIHMR (AT IT o7 I ZOERBEESHR) HEIND,
AFEBBICHKRZIMF | uBEFD>5H. CCDCLE56EEF. CLTCER
F. CYC18&EF. NIBPEEF. ZC3H155&EF. Cl4or f
17 3&MEF. ANP32BE=F. BAG3EILF. BRD8EMELF. C
CDC135%E{zF. DDX55EzF. DPM3EEREF. EEF 28T
. IGF2BP2&EF. KRT14&EEF. RUS 100A4EEFIE.
BEEMBERICSIFZ2I VY IILIVTIAILAOEERRIIEGETICEE T 59 Y
NOBEEZI—RT 3, CDH. CNLDELTFORIRZIMHE S 5/EH.
XIEFINOLDEBEEGEFNAI— RT3 VN VEOKELZIIGHISE5FRAEZAT
MEABEMBICESE I &ICLY. BEHERICBEWTA Y7L Y
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[0014]

[0015]

[0016]

POAINZOEEIIEZLENMNFH I NDIBER. A Y ITILIT U FOAILRSS
RENEINS,

AFBICEDZMF | uBRFD>H, ASCC3L 1iEzF. BRD8E
IF. C190r f4358F. DDX55&EF. DKFZp564KT
4 2&F. DPM3&:F. EEF2E&EEF. FAM7 3B#&EERF. FL
J20303EEF. GBF 1EEF. NCLNEEF. Cld4orf17
3BEF. LRPPRCHEIEF. RKURCN 1EEFIE. BEMERNICS T
AV INI VY TAIINAENFORKICEES 29 /N8B0 —FKT 5
o T, INLDEBELTOHERZIMGEIIEZER. XX S5DEET
NA—RTZ9 NN VEOKEEAINEISIE2/FEREE T 2WE B EHABIC
BE32EICEY., BEMBERICEWTS Y I7ILI VYO A IILAFFO
RS I NDHER. A VY IILI VI RRSEINS,

AEBICHRDIMA VY ILIT VI REIE LTHE, REBRBICHKRDIF |
VB TFORRZMFE I I2FEFREZE T 2WEZBEIND &T DEDOHES
bbb, IiF | vBETORIRZINFTELFEEEEITWMESE LTI, HI
AZE, iF l uBIEFOcDNADESEE (RNA T (RNAFH) &6
I OEVRBEETUVFEVRAENSAR L _A#EBEEETSs i RNA
(small | interfering RNA)., shRNA (shor
t hairpin RNA) XIEmiRNA (micro RNA) A%
Fohz, £/ BEMBRICSEVWT. s i RNAFSEZEEIEZENT
X5RNA i FERIIY—TH>THLL, s i RNA, shRNA, mi
RNA, RURNA i FERVS—DOEEIZ. EHRETDF | uiEEBEFD
c DNADIBEEINBERN S, BRICLYREGILEBETDHIIENTES, &
7=« RNA i FEXRI 45 —3,. TIROZERNA i RO 5 —DIBBEBEFIIC,
RNA i EHEIROBERIIEBEAT S EICL>THERTZIEETES

AFERICERZIMA VY IILI YOI ZAFIE LTIE, RFEBICESF |
UVIBZFNI— KT 249 /0 EDOHEE (LLT. BIC TARFERBICHESIF |
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[0017]

[0018]

[0019]

[0020]

UWBEFOMEE] WO 2 &P H D, ) 2GS EZEREET2WEEER
MRDETDEDDNEIFOND, HiF | VEGEFORBELIGISIE2ER%
BIDMEELTE., KFEBICEDZHF | uBGEFAI—RTIH/N0E

(LLF. BIC TARFEBBICHRDIMFE |l ud VO8] WD 2 EDH D, ) I
W EMAEDLDIC, KFEBPICHEDIF | uSYNRNIEERETEIEICEK
Y, BRI VINOVBEOBEEZIGEI T 2MEIETLND, YA E LTI
E®E/O0—FNIMAETELL. R 7 O0—FIRAETE LWL, Fo FX
SHik, —AR#EEE, £ MERAESOATIHICERINATETH>TH L
W ThHDOHAEIE, BERICLYERETZIENTE S,

AFEBICHEDIMF | udy RO EDPBRTH>imE. iF | uBEBEFD
MEEAISISE2EMAETI2MEE LTI, YBEBRICNT ZEEHTH
DTH L,

AEBRICRDIMA VY INLI VYIS IILRFE L TIE, 1BEORF | udE
ETFORIRCHEEZINGTI2EREEITZ2H5DTH>TH L. 2FFEULE
DO F | uIBETORIROEELZING T H2ERAEZETLH2HEDOTH>TE LWL

AFERICRZIMAVINLIVTOAILZAFELTE. JAKTEEGRET. G
BF1E&E&F. RUUSPOXEEFINLAEZEHLIYBRIND 1EULD
iF | UBEFORBRCHBEEZIFTI/EAEEIZHEONFHELL. JA
KT1E&EFRUPGBF 1 EGTFANLLDELIURBRIND 1 FELLLEOHF |
UWBEFORRCHELZIGIT2FEREETZ2E0LYFELL. JAK
1 &L TFOERCEEZIFTI2EAZETI2EODNILHITHFFE LWL,

JAKT1BLEFOREZIGEII2FRAZET2MWEELTIE. Ruxol
itinib (CAS No. :941678—-49—-5) ®»Tofac.i
tinib (CAS No. :477600—75—2) %0m0JAKHE=EH
NEFS5ND, Ruxol itiniblidBHEHEDREESLT. To
facitiniblEVIoTFRELT, TNRERERBINTEY. AEIC
&L CHBHNERICERATRERMETH D, /. GBF 1 EETOHEE
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[0021]

WHlT2EAEZET2MWEE LT, Golgicide A (CAS N
o. :1005036—-—73—-6) EIFLNDE, Golgicide A
ld. EEREEBUICKRET D2 &ICL > TEEHMIBOBEICEE S RITT
CERBRLKAVIINIVEOAIADIBEEZIGEIT D &N TE S,

FDOM, Tofacitinib (CP-690550)Citrate
(3-((3R, 4R)-4-methy l-3-(methy L (7H-pyrrolo[2, 3-d]pyrimidin-4-yl)amino
Jpiperidin-1-yl)-3-oxopropanenitrile) . Ty rphostin B42
(AG—490) ((E)-N-benzyl-2-cyano-3-(3, 4-dihydroxyphenyl)acrylam
ide) ., Baricitinib (LY3009104, INCB0O2805
0) (2-[1-ethylsulfonyl-3-[4-(7H-pyrrolo[2, 3-d]pyrimidin-4-yl)pyrazo
[-1-ylJazetidin-3-yl]acetonitrile) . AT 9283 (1-cyclopropyl-3-(3
-(b—(morpholinomethyl)-1H-benzold]imidazol-2-yl)-1H-pyrazol-4-y|)urea
). Momelotinib (CYT387) (N-(cyanomethyl)-4-(2-(4-m
orpholinophenylamino)pyrimidin-4-yl)benzamide) . CEP 337 7 9 ([1
,2,4]Triazolo[1, 5-alpyridin—-2-amine, N-[3-(4-methyl-1-piperazinyl)phe
ny L1-8-[4-(methylsulfonyl)phenyl]l-) . NVP—-BSKS8O05 (8-(3,5-di
fluoro—4-(morpholinomethyl)phenyl)-2-(1-(piperidin-4-yl)-1H-pyrazol-4
-yl)quinoxaline) . ZM3 99 2 3 (1-Propanone, 3-[(1-methylethyl) (ph
enylmethyl)amino]-1-(2-naphthalenyl)—, hydrochloride (1:1)) . F i |
gotinib (GLPG0O634) (N-[5-[4-[(1,1-Dioxido—4-thiomorph
olinyl)methyl]phenyl][1,2,4]triazolo[1, 5-alpyridin-2-yl]cyc lopropanec
arboxamide) . JANEX—1 (4-[(6,7-dimethoxy—-4—quinazolinyl)amino]
-phenol) . NVP—BSK805 (4-[[2,6-difluoro—-4-[3-(1-piperidin-4
-ylpyrazol-4-yl)quinoxalin-5-yl]phenyldmethy lImorpholine;dihydrochlor
ide) . SB1317 (20-0xa-b,7,14,27-tetraazatetracyclo[19.3.1.12,6.
18, 12]heptacosa-1(25), 2,4,6(27), 8,10, 12(26), 16, 21, 23-decaene, 14-meth
yl-) 0 J AKBEEHRB. AERICHRDIMA VY ILI VT OAMILRFELT
Auwbond, /., USPIOXELRFOKEZIFH T 2ERZEI 2WELE
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[0022]

[0023]

[0024]

LTk, DUBEEHXITHBWP 1130 (Degrasyn) ((26)-3-(6
~bromo—2-pyr idinyl)-2-cyano-N-[1S-pheny lbuty L ]-2-propenamide) ASZ&(F
LbNd,

AFBICEZIMF | uBGETORIRZNMFIE2IERZE I 2MWEEZEFY
RO ET 2BE. ARBICERIZAA VY IZILIVTFIAIILAFE LTIE. I/F
| UBEFORIRES., UENRAVINIVTFIAMLRFOIEEET &R
T. BOBUEETIELNZEDTHDZENTFELL., 75%LULEEKET
THLNDZEDTHBIEDNLYFTFELL, SORUELETIELNDED
THDIEDNILICTFFE LW, BERIC. IiF | uBGETFOMELZINHEIXIHE S
FREETIMEEEMRD T 2HBE. ARERICKRIMA 7L VTS
TIRFIE LTI, iF | uBGEFOBEEZ, LA 7L FoA I
RFIDIEFEETELERT, S0BLULETIELNZEDTHD I ENFE
LL, 75%MUEETIEONDZHEDTHDIENLUFELL. 80%LU
HETIBHONDIZEDTHDZI ENILITHFFT LWL,

AEBEICERZMA VY INLIVTIAIILRFIE. T D217y
HFOAINADBRETIHR. A VIILIVTFIAILRICBRLE-S3WICTT S
BEICAWS CENTED, A VNI VYOS ILAANDREFHAIEA v
ZIITUFICHY BBROIEODICEAFERBICRZIMA VTN F I ILZF
PIEINZEME L TE. FIZIEE. B b B, T4, 97, 41X, *3
. NSFEORWEE; =T MYL TEIL. 9S50 HFav. AE TFXY
Fao, EFeAa42a oL DRI, NOFaoFEORENFETL
Nsd, AFERICERDIMAVILIVHFIAIRFIELTE, EMINT S A
VINWNTIUVHEIAINADBRTHEY. A1 V7T oA I RITRE LB
IR 2BBICAVWLONDZEDTHD I EDFFE LV,

AVITIIVHFOBREIE. AV ITILVIVTFIA IR L8 IEA
VINIUVHIDAINAANDREREE FHT D2HEOHDENMITH LT, KFEH
WKRBMAVINI VT IOAILAFEEDNERESTDEICLYITA S, T
AVIINIVHFTAINRBFIOENEIF, HEINLE}WITHL, HE5INT
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[0025]

[0026]

[0027]

WAWSEICLERTHERDOAS Y ILI VI ILADEEXKBRIEONDIE
XA VTN IVFTAINRICHT DREZHIETEDETHNIEL L,
UEMA VY ILI VY IAILRENCL Y EELEMVERIELCLRWVWETHS S
ENFFELWL, BMAVINLNIVHFIAIIRBFDOBEEIE. A7y
oML AF OB, HEHROBYIOELE. 5L ESEEER L TERN
ICRODEDNTED, FIZIE. AV ITINIVFIANINRAERBEIEER
WIS LTS LABAEIC. 5 L TVWAVWEREY & thR T LUERERS)
MOERICHBIFZ2AVIILNIVYIAIAEE., PFUTT7 O%LLTF., &

LLIZ8OWBIUT., UIFELLIZIO0ORUTICTE2EES, ANELHRE
FBHEHTES,

AFEBBICHRBDI|A 2V 7ILI T IAILFIL. BOKE, 3. S2EXT
OE~DEREES. BERIESEOREIRSHEICE LFIBIC, BRICLY
BEUETE D, HEFIEE LTE, s&F. 8F. FBNF. A7E=ILE. Fa
TTIEL. Oy TEL KRB, BREF. FHF. SWEF. EEHR. REEHEL
MEFEI BTSN,

AFEBICHRBDIMA VLIV IAIILAFIE. iF | uBETFORELHE
IS T 2ERAZBET2WMEICNA T, EEANFAZEZELTWVWTHLW
o HEARINFIE LTI, BEF. BEEF. BRAL BEEF. AR, BRER.
BB, BBARL. FF. FRF. REMLH. BEH. BEHF. R
BiLFl, BFRERHA. BRFNELSBETFOND, ChoDRMAIE LT, X
ZFHRINZYMETH> T, EROEFICERAINTVWDEODHIS
BEERLTERTZIENTESD,
<|AVINWNZVHFTAINREFDR Y ) — = THE>

AREBEICERZMAVINIVTOALNRABFIOR YY) —=Z> THEK (LR,
[RFBRICH{DRI ) —ZVTHEI EWD2EDHD, ) . AT
IV IAINABDERMIEENE RV ) —=0 T FDHETH>T. KFEHR
ICRD]F | v B TFORIBIISEEEICT I 2 HINHEI X IZEERENH 5 &L
EME. MAVIINI VT IAINZAFOEFEENDE L TR ) —=2TF
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[0028]

[0029]

[0030]

&R ET D, RKFERICERERDR V) —=VTHZERICEWTIE, 11E%E
DOHF | v B L FORERTIIIHEEEICH T 2IEIXIIAERENHD2MWEEZ R D
J)—=—2 T 9d2HETH>THELL., 2FEULEDOIRF | uBETFORIEX
ISHEBEIC X O DG L EHEREN HDIMEEZR V) — =V T 5 /ETH-
TH LW,

BEFEMICIE. IF | uBGEFORRICN T 2IHIBEXISAEEEN & 5 HE
DA —=vJiF &9, RIS, i1 7T 2H 0 1L AFOERE
EYMHELEFHET ZHRDEEWMEEAL, F | WEETORIRHS UG
INEDOELERAND, iF | U BEFORREINERICIHHE I NIZEICIE
. BEEEMERAVILI VT O IILRFIOEBIEEDE L TRIRYT 5,
FAHSE, MRS, ;iA Y T7ILITUHFO AL RBIDOIERHIE SV NS D % FTAM
TEINRNEOILEMEZEATZIRE. UHEEWMEEALLMBERICHITS
MF I uBEFORREZANET 2ITIEE. HENF | uBEFORIRED
. BEREEMHPEBAINDIBIOMBICS T2 UZIF | uBGEFORIREL
YL BARICERINLGEIC. HEEEWERAVIILIVTFOAIILAFOD
EZRbemeE L GERI D IREE, ICKYITI.

AN —Z U JIERT M. 1V TILI VT IOAILADEEE LD
CMEOHIETH D Z &DFHEL L. BIRVOFIEEN S, HEEFECRIED
IEBEMBATHI LY FELL., £ NOBEEHRREKTHZ I ENIS
ICEFE LW, T, FENKROLEEMIE. T2 bORL—2 32k YR
Jxoavia, VUBANLIDLEFICLY, MIEBRANEATZZENT
X5, FHENROELEMDMED FILEMTHZHBEICIT. HZLEDEZIBE
WICHRMT D &ICEY., BZLEMEMBEANEATDIIENTES,

MF | uBEFORREBOENLIE. MRNALNILTHEMLTELL, 4
VIRJELNLTEMLTE LW, HlZIE. RT— P CRZEZFOKEIERER
REFA LAY, REABIEEERLY Ry 7Oy MEICELY., iF 1 u
BLTOREBEEZEENICLR I B IENTE S, BEANICIE. BIZIE 5T
MNEOILESWMAEEALLRETT ~2HRBEEE LAMEBE,»SHEINAER
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[0031]

NANSWEERIGICLYERIN/CcDNAZEE S LTHF | uiBEF
DcDNADERXIG—EOAEIETZPCRAETH, BoNABIBENE
. HEEEWEBAT ZR10MEL SERICL TELONIBIEENE L Y
EERICHED LTWBRIHEEIC, HEEWEIMF | uEGRTFOHRRICHT S
IHIREX IEREEREN H B ST N D, T/ HIAIE, FENROIELED%E
EALRETT ~2HEEE LSS EE AT 2R1IOMAZIC
XU T, #ERNOTIF | ud RO BEZEAZEH LA ZRAVWTREL,
MR ZY OBENEEL LT 5, HZbLaWEEA LR OMEYS/Y
DEINEES. BZEEWMEZEAL TVAWERLY 8 BEITINIVWEEIC
&, HEHIEAMITIF | uBEFORIBICN T 2 HH XILEERELH 5 & 5T
ixNnsd, . FIZIE. FHESROEENEEALLIRRET 1 ~ 2 HEE
BELHEBESREEMEB AT ZRI0MBOMEMER (Z14E—F) %
BRAEBL ToM L RICRICET L, EFRELORF 1 ud /o8Ny
REBAEBLAAMEEZBRVWTHREBL., N FOBENBELLLRT 5, L
& EEALALMBEICHSET ZHF | ud V08N Y ROBENBEH.
YEEEMEBALTWAWERLE Y EE5BI/NIVESICIE. StEtEaW
BHLF | uEETFORRICH T 2HEIRIZEERENH 2 I NS,
F I ud > ROEDOHEED. BREDEFDFEOHEEERTHIBZEIC
e BIZEE. ;UF | ud v RVBEEBRBEDERD T EOR/ET Yy M %
 HENROIEEMOFEET EHFFEEFICSVWTITWV., FHEANKROEEHD
BETICSVWTHEEETLY tBEORESMEMMET LABEIC. HXIbEaW
BHLF | uEETFOREEICH T 2HGEIXIZAEREIH 2 LTINS, T
cHF I ud VRN IENBRTHDEEICIE. PIZE. ;iF Il ud /o8
OBEFREFM Z M ROIEENOERE T EEEFETFICSWTRE L.
KROEEVMOFEETICEWTCIERTLY BIF | u s /I EBOESREN
AMMET LAEBAIC. YEAWIEHIF | uBEFOMEEICN T 5 H0H X IErE
EELNH D TIN5,
=155
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[0032]

[0033]

[0034]

[0035]

RIT, EFEAIFICE Y ARFEIRZ I HICFFMICEREYT 245, AFEBIZI D
DHNC L > TIREIND D TIEAL,
<fHpEniEzE>

LTOEBRHICEWNT, HEK2 9 3MIEERTAS 498 (& M ER
MERREESE) (&, 1 0%FCS (T2 REME) SMEMELSEIHALDM
EMiE (7<F7ILRK) vy FHE) T 5% _BIbiRFRFHIT. 37T
TEE L/, MDC K (Madin-Darby canine kidney) #HfEI%Z. 5%NCS (
VUFERME) 84 —JIIL&/NAER (Eagle’s MEM)  (GIBCO%tEH)
T. B _BILIRFFEKT. 37CTEERELX,
<AVINIVHFIAILR>

LTORBHICBEWTHERA LA Y 7ILI VYDA LRI, FICEEHDOR
WRRY, ABIA Y ILITVUHFIAIR (AWSN "33, HIN1HT¥
147 ;WSN) ZAW:, ¥V ILRIE, SORICE KLz FEAEA >
TJWNIZTVHFIASIIRATHY, UN—RTxRTFT14 v I A=BAVWEFE GEEF
Rk 7 BER, ) ICKYUYERINEDTHY. MD CKHiIfEHR TIBIEX
oo Eloo DAL ADAMIE. MDCKMIBEBEZBWATS—0 7y M0k
YSRIE L7 GEREFXa8 &R, ) -

PB2—-KO /RIucVA4ILR (KRNI Tx25—EBEFEEIT S
PB2/ v OUTF O RIAINR) 1F, BEEDPRELLEVAILZATHY, K
AS—EPB24 /R JEDOI—FEEIC, L2502 T7x5—FEE23—RK
T23LR—Y—BEFEETD, PB2—KO Rl uc™wAJLRix, pPoll
PB2(120)Rluc(120) (PB 2t A > MIHKXT 2 NRIHGRUVCEKIHD 1 2 0
BEICEFEFNZL 2SI 725 —EEEFEI—RTDITIRAINR) &,
TODVAINARNAEITAY FEOD—RTBHTSSRI REMLEEL,
PB2—-KO /R I ucTA4IILADBIEE AMODAIEIZ. PB2F /N0 E
ZEBHICRIEL TWAMD CKMIEFRICTITo 2 GERETXER9SR, )

o]

[0036] <fufk>
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[0037]

LTOEBAICEWNTHER LAY ZHARMA (WS3—-54) [ <=9
ZIMNAHE WS5—-29) | RTYIREM 1tk (WS—27 752
) &, EREREEMEMOS TEEFEMREIOREINZEDZRHWE
o XUAIMA T chi NPHEFE (25S—-347.73) RO HFRWSN
TDAIWATAE (R309) F. RPESHABZEICIYERLEESODEZRWE
s MB—TVFY (AC—74) ffElEk. I T7IRY)yFLLEAL
b D%=RAWi,

[=HEHIT ]
<AVINZIUVHIANRY VR VEEHBEFRTZBEESY V/NVEDORE
>

AFEAESIE, 9. REXERICEIY., 1YL VFILILRE VR
VEBEECHMBEERTIBEEY VNN IEZREL .

BEMICIE, £, 11DV IILIVHFIAIILRY /N7 E (PB2
. PB1. PA, HA, NP, NA, M1, M2, NS1, NS2, RUP
B1—F2) IC2WT, TN®h. NEKFHEXIFCKRIFICF | a gy Vamae
EH/F |l ag@May /N VB0 —-RKIBTSAZT K4, HEK2 9 3
ICKS VY RT7zI ME LTz, PSR TP avid, TransIT 293 reage

al

nt (Mirus Bio CorpH) #FAWTITo7%k, MUY RT7 Va3 vhb248
BiEE L HiEs. Mpgafg/ Ny 77— (50 mM Tris-HCL (pH 7.5), 150 m
M NaCl, 1 mM EDTA, 0.5% Nonidet P-40, protease inhibitor mixture Comp
lete Mini (Roche, Mannheim, Germany)) (& L. 4C. 1REA>Fa
R=—FFTBZEICKYBRBIETSM 22— EaBL, N1 tE— %
EOOBNE L TEIN L LRSI, $iF | agiiAdB@Ea LA 71 =5«
) (anti-FLAG M2 Affinity Gel. > <7I K1)y FE) #REBELT4S
C. 18 Y FaxR— LK, FOR. P74 =74 7I)V%,. HEEHE
Ny 77 —T3[E. RWT | P (R&EXEE) /Sy 77— (60 mM Tris-HCL (p
H7.5), 150 mM NaCl, 1 mM EDTA) C2E¥E% L7/<%. O. 5mg.mL®
FLAGRZFR (F1804, U< TF7I K v FH) #8583 PNy
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[0038]

—T4C, 2KAIR® L, TDE, EOHBNEBICIYTI71=FT 1
FIL&EREL., LEEEINL .

EUR I N7z E5F%. Ultrafree-MC filter (X URFPHE) TIT7 1LY —E
BLEER. 2EEINTWVWEZIVNIE%Z, nanolLC—MS “MS (nanof
low liquid chromatography tandem mass spectrometry) #TIC LY REEL
oo RAANRY MY F—HDFETICIE, Dina (F—o74IT—F7/0Y—X
t8) #HHAEHE/O0-STAR Elite (ZT—E— -S4 Ty oy Rt8E) #FHW
oo RBEHEELZHEK2 9 3{fila (BEHME) 082/ XVEDOREIL.
Bo5NEMS MST4+)LaE, Re fSeq (National Center for Biote
chnology Informationk N /RO BEF—HXR—2) &KL TITo7k, H
StbEid, <2 3w b 7T X4 (version 2.2.04 ; Matrix Scienceftfy
) =AW, TEEBDFEHETITo/~  variable modifications, oxidation (Met)
, N-acetylation; maximum missed cleavages, 2; peptide mass tolerance,
200 ppm; MS/MS tolerance, 0.5 Da.) ., ¥ V/SVEOREEIX. ¥AX3Av b

O7HERICEEEBADZMS /MSUTFILADRLLEE1DHBT &
mEEE L,

ZDIER. 38 8EDEFHY V/INVENPB2Y /N EERBEHILE
 B22@DBEEY VNN VELNPBI YR OBEEREREMEL, 304 @
DEEYVIRVENRPAS VR VBEREHKEL, 35 1EBDEEXSY /X
VENHASY U RIEEREHILEL, 57 4EDBEY V/XVEHNANP S
VNGB EREHIEEL, 6 7T5BOBEESIVIRIBENNASVIRIBEER

HEREL., 65 9@DBEESY V/INVELMI SRV E EREHILE
531EOBEYV/NVEAAM2F X0 EEREHTFEL. 11 3E@DE
FIYVNRIVENNS T I VN VBEEREHLEL. 4 2DBEEY V/NVE
BNS28 /0B EREHRLEL., 81EDEEY V/NVENAPB1—F
2HVNDBERBHIEE LKL, 2FY., G511 29 2@BDBEEI V/INVE
BT 1TEOA Y INIVFDANRY VIRIEOWT N & REHILEE
72o



WO 2016/047592 19 PCT/JP2015/076674

[0039] <s i RNA>

[0040]

[0041]

RWT, ELIFICLYEBEINAZT 29 2@EDBEEY /N EZI—NK
ITEHEEFICDOWVWT., RNAFTSHEZITW, oDy /S OEMNERICA >
TLVIVH I ADBIEICES T 520EIEANR, EHETSs i RNA
iE. BEEEEFICOWVWT, FhEFh, ¥/LT74F Human s i RN
A Library (FlexiTube siRNA; F 74 018 A5 2FE5E%EIRL
THWk, /. AT« 73> bO—J)LE LT, AllStars Negative Contr
ol siRNA (F7# #®) (A bhbO—Jbs i RNA) Z#ZRAWVE, £k W
SNYAILZADONPEEFDs i RNA (GGA UCU UAU UUC UUC GGA GUU) i
IO TRy FRSALEALK,

BAMICIE. FJ. RNAIMAX Reagent (Invitrogenttfl) #HWT, HEK
29 3MMEIC, 27D s i RNA%Z25nMTD (BREBE: 50nM)
20 VRO av L,
<HHRE D & FRME>

s i RNAQ2EBD S YA 7272 3arh b2 4 BFEZRAERE OO
M %A, CellTiter—Glo assay system (O X H#E) RN DIBREIC
> TAWTCHENRE, O bO—J)Lbs i RNAZEA L7/HREOEMHEEIC
e B, Fs i RNAZEALMEOEMEROEIESSE., MlREER (%
) ELTEH L
<gRT—PCR>

s i RNADOMZVRT7xz V2 avaiE b2 RT7 202 3arhbH4 86
B E% OEEIC DOWT, gRT—PCR (quantitative reverse transcri
ption-PCR) 1T\, s i RNAICK UEMODEIZEGEFORRENMIFE I
N FEER L 7=,

BEMICE. 9. 8152<s i RNAS>E RBE#HICLTs i RNAEZHEK
293MBIC S YR T7 Y vavl, 2EBOD NS YR TV avhb
4 SESRERRBZROMEAE. RISMEER/ NNy 77 —ILBBIETCS1t—+
ARSI L=, ASEINEZSAEZ— A S, Maxwell 16 LEV simplyRNA Tissue
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[0042]

[0043]

Kit (7OXA#E) Z2AVWT. BRNAZHEL. Chziile LT, Rev
erTra Ace qPCR RT Master Mix (BFEHG#tE!) MXIESuperScript III Reverse
Transcriptase (Invitrogentt®) ZHWTHEHERIEEZT >/, NI N
7mcDNA%ZERES L, BEBEEEGCTICHEENLD TS 4~ —1 v b &THUNDER
BIRD SYBR qPCR Mix (BRIF#httH) ZHAWT. EEMPCRZITo7, &TE
FEGFOMRNARBREL RILDOLEIE. B —T 0 FV =HNIEEZELEYE
EL. AACtRICKYERH LA, O bO—J)Lbs i RNAZEALLMERE
ICHBITE2MRNAFRREICNTI S, s i RNAZZEALLMEICS TS m
RNARREDEEE., /v I 08hE (%) &LTERELL,

<Y A I Z2DIEFEME>

2200247714 v all, FAiEd<s i RNA>ERE#FKICLTs i R
NAZHEK293#il@8ICh>>RXR7xco 3> L. 2EEOMNS VYR T T
73 VEOMEIC5 0p f u (plaque-forming unit) A > 7TV
AIWNRERBREIE, TMIILABENS 4 8EFRHAK. HEEFEALOUINL
. MDCK#ilgEzRAWAETZ—0T7vtAIl&Y. VAN ADAMERR
o Bs i RNAZBALLEMBICBIT2VA4IILAANMOERNE#EE, O
hO—Js i RNAZEALMBBICHITZTM4IL A AMEDEBTHIETE
S/fEE, JAIINANMOENLEE L TEE LT,

CDIER., 323 FEOBEEMLGTFICEVWT. si RNADKS YR x)
avICIYBGBTFRBELANILNMET L, CO323@EDIB. 29 9F
DEEEGF T, EANBUBET2LU LA T T YT 1 IL 2O DEHIME
TL (Thabb, JAINIANMOELLELS -2 L) | 24EOEEFERETF
T, EANBETIUESA Y ILI VI ILROAMIAELELL (T4
HE, TAIZAAMOEEN TR L) , FTH. UTFO9 1EOBEEERE
FliE. BEMHREROEEENB OBU LHBEINTVWRICENMDDLET. BA
WHETIU LAV IINI VIS AOAMMETLTEY., In1 7L
IVHOAMINAFOENE LTHERATHZ ZENTEBEIN/: ANP3 2B
BIZF. AP2A2E[RF. ASCC3LI1EMEF. ATPS5OERTF. B
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[0044]

[0045]

AG3EzF. BASP1EEzF. BRD8EEF. BUBI3E[ETF. C1
4orf173&EF. C190r f438EEF. CAPR I N1EETF.
CCDC135%&fzF¥. CCDC563&zF. CHERP#EEF. CIRB
P&zF. CLTCEEF. CNOT1&EEF. CTNNB1&EF. CVY
Cl1&:F. DDX21&=F. DDX55EGEF. DKFZp564KT
4 2&EF. DNAJC11&EEF. DPMIBEEF. EEF 1 A2BEGEF
. EEF2#&{zF. FAM73BE&EEF. FLJ20303EMEF. GBF
18EF. GEMIN4&EF. HNRNPKEEEF. | ARSEEF. |
GF2BP2&EF. I TGA3EEF., | TGB4A4BPEEF. | TM2
BEzF. JAKI1EEF. KIAAOB664EEF. KRT14ERET.
LRPPRCHEEF. MRCL3&EF. MYH1O®EEF. NCAPDS3
BfzF. NCLNEEF. NDUFA1O®&EF. NDUFS8E&EF. N
FIlAEERF. NIBPEEGRF. NUP160EMRF. NUP2O0O5E[RTF
. PCDHB1 2&&EF. PHBEGEF. PPPBCHEIIEF. PSMA4E
fz¥. PSMAS5#EET. PSMB2i#&ErT. PSMC 1i#EEF. PSMC
43E5F. PSMCG6GEIEF. PSMD 1 1&EF. PSMD 1 23&(xF.
PSMD 1 3&EF. PSMD 1 4:&5F. PSMD 2:&ZF. PSMD6
BIZF. RCN1EEF. RPL26EEF. S100A4EEHRF. SAM
HD 1&{=zF. SDF2L 1&EF. SDF4&[EF. SF3A2EETF.
SF3B2:EGF. SF3B4E&EEF. SFRS10&m=F. SFRS2B
BfzF. SNRP70&{:F. SNRPCEEF. SNRPDI3EEF. S
QSTMI1iERF. STK38EMEF. TAFI15L5E&EZF. TESCERETF
. THOC2&EEF. TOMM4 O&=ZF. TRIM28EEF. UAP 1
BT, USPIO9XEET. VCPEMETF. XPO1&[ETF. ZC3H15
BT

BIEE9 1 EDBEEEGETFDVAINAAMOELE. HEEEFEE (%) . &
NIy ITTUNE (%) . K1 ~3ICRT,
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22
[=1]
BEFS AEF D "ﬁ;ft’”“"’ amammy | IVIFIOME
2 %)

ANP32B 10541 —-4.65 99.45 1.56
AP2A2 161 -3.18 95.81 6.28
ASCC3L1 23020 -3.08 96.11 2.91
ATP50O 539 -3.74 82.96 13.09
BAG3 9531 -4.11 103.25 5.07
BASP1 10409 -3.51 107.98 40.30
BRDS8 10902 —-4.86 114.74 48.14
BUB3 9184 -3.28 97.88 968
Cl4orf173 64423 -3.01 87.95 14.83
C190rf43 79002 -4.18 108.05 8.39
CAPRIN1 4076 -4.83 97.06 5.98
CCDC135 84229 -4.13 114.76 2.24
CCDC56 28958 -3.45 101.34 33.50
CHERP 10523 -4.63 103.63 17.74
CIRBP 1153 -3.07 11417 10.46
CLTC 1213 -3.11 95.80 4 .45
CNOTI1 23019 -3.02 119.11 6.63
CTNNBI1 1499 -3.55 115.53 1.73
CYCI1 1537 -3.66 94.25 3.10
DDX21 9188 -3.52 99.20 11.33
DDX55 57696 -3.37 97.39 24.07
DKFZp564K142 84061 -3.11 95.17 1.20
DNAJC11 55735 -3.14 96.26 35.77
DPM3 54344 -4.16 85.79 1.41
EEF1A2 1917 -3.15 91.40 1.67
EEF2 1938 -3.41 110.44 3.80
FAM73B 84895 -3.79 111.63 0.12
FLJ20303 54888 -3.68 103.10 46.80
GBF1 8729 -5.06 109.48 9.48
GEMIN4 50628 -3.00 85.59 41.30
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HNRNPK 3190 —4.99 113.48 1.12
IARS 3376 -3.17 103.38 8.00
IGF2BP2 10644 -3.30 89.82 6.61
ITGA3 3675 -3.38 92.90 8.68
ITGB4BP 3692 -3.27 81.34 26.05
ITM2B 9445 -3.23 100.15 0.68
JAK1 3716 —5.10 80.07 1.94
KIAA0664 23277 -3.82 91.33 12.35
KRT14 3861 -3.66 108.94 17.36
LRPPRC 10128 -4.16 108.87 8.33
MRCL3 10627 -3.1 92.84 2.00
MYH10 4628 —3.57 89.49 7.05
NCAPD3 23310 -3.14 817.57 30.04
NCLN 56926 -3.38 90.16 3.79
NDUFA10 4705 -3.52 103.54 9.75
NDUFS8 4728 -3.49 92.94 1.38
NFIA 4774 —4.34 98.05 3.00
NIBP 83696 -3.59 98.42 8.65
NUP160 23279 -3.77 98.13 47.25
NUP205 23165 -4.71 91.59 27.45
PCDHB12 56124 —3.66 110.37 35.50
PHB 5245 —5.89 86.57 1.56
PPP6C 5537 -4.84 104.25 5.65
PSMA4 5685 -3.03 101.54 11.10
PSMAS 5686 -4.01 103.75 4.66
PSMB2 5690 -3.14 86.44 1.92
PSMC1 5700 ~4.02 80.49 15.81
PSMC4 5704 —4.52 90.10 27.87
PSMGC6 5706 —4.77 94.29 17.43
PSMD11 5717 -5.16 86.58 10.03







