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The present invention relates to a method for treating inflammatory bowel diseases, including ulcerative
colitis and Crohn's disease, using a recombinant anti-interleukin 23p19 subunit antibody, and particularly
to a dosage regimen for preventing or treating mild ulcerative colitis, moderate to severe ulcerative colitis

using an anti-IL-23p19 antibody.
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[237380H4%4%8])] USE OF RECOMBINANT ANTI-INTERLEUKIN 23P19

SUBUNIT ANTIBODY IN THE TREATMENT OF

INFLAMMATORY BOWEL DISEASE

(5321
R R —REEEIIHNME 23pl9 EAPRANGRERERSR - B
ISR SR N SRR TT A » TE KBRS IL-23p19 FiReFHN B0 e e

RN R ~ TEERBEERAEETE -

[332]

The present invention relates to a method for treating inflammatory bowel
diseases, including ulcerative colitis and Crohn's disease, using a recombinant anti-
interleukin 23p19 subunit antibody, and particularly to a dosage regimen for preventing

or treating mild ulcerative colitis, moderate to severe ulcerative colitis using an anti-

IL-23p19 antibody.
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[SERIAE]
(P33 EEHH TR 23p19 mEFREEGRIEEERHI AR
[HE5758HA44fE] USE OF RECOMBINANT ANTI-INTERLEUKIN 23P19

SUBUNIT ANTIBODY IN THE TREATMENT OF

INFLAMMATORY BOWEL DISEASE

(Ecfresisk]
[0001] ZASFBHEERS B RAITL IL-23p19 HUBGIRRIEMGW « BFE
BEMEGSRE 3% (BN s B R MG SR ORI S 28 B0 - Rt BB akoiR

TREVHI BT -

(ST )

[0002] 3FEMBH(BDRE B RES - B - SBABaEmEs
FEMEBE RPN R R BB M - S P A B G518 %, (UC)
RITZERIEF(CD) « SBFE4515 3% (Ulcerative Colitis, UCYHR— SIS TEHERR
SIS AT E IS R B - ST A (SRR - R (P s 1
B4 - UC BERE S BRI IS4 SRS RYE - UC HERAH
55 B TEIAIRME R ) - UC BRI RB  5, - R Bk
AT AR » E3F 20 57 A BRI THSS - R 11.6/10 1 » 5
% S AH4E » FERR RUF(Crohn’s disease, CD)— BT B R EM LB IB1E
SIS - AIEESER R R R R - T
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Pk R M LB - W ERIRERE « ALY AR EREN o RERRAE
WEREL TSR LTHEE -

[0003] UCHEERIGHFETELAENFINEE /L - IRy /xS
SEVEEREHIGIE] - B BRIESERS - £YNaRTHE » i TNF-o BT
B RN AR A RS R (R BN e 57 L AtEEra i -
FRFPE(Infliximab » IFX) LR 2 3RE H iE—HLERR UC f CD JaRHIAE
PIESR] > 2019 4 5 H - [ EIQUEYI(E RS  Ustekinumab) i NMPA 49 A5 4t
STEBRINIELE - AR EGUAEEER ISR T o (TNF-o)EDTEEE
I ~ RFEEBSREM A EREB M RUR(CD)E% - 2020 F3 H
HEEFBREHU(ZEE® » Vedolizumab)f& NMPA #L4 - £ EIFRGREGE
B EIER T o (INF-ofIFIRIES R 7207  REESA M2 PEETEE)
4 UC #1 CD FYEEBRE - HilL - EEHRSEE A E R R EREER
UC HYTBAE/AREE - JUBRIRSEA T-o (U TNFo) BRI T EMER
A FEHZE- 4 2 BB Hi(Vedolizumab) E4% H S5 BT & i B i B B B H R BN B0
B

[0004] IL-23 (HAMER-23)R% IL-12 KRR AR ZEAEA T 5
B TL-12 [RIARHY p40 niBEANRFAHY pl9 ik » IL-23 SRS REH 8 1L-23 240
(IL-23R)MI TL-12 5ZASHY B1 SEEEfr(L-12RPIGEEBUG(SHTIEES o #EAR IL-23 52
IL-12 BHARE  (EREWMEMEA T IrE A EEYERE  IL-12 R IL-23 77
BUBEES Thi A1 Thl7 §HHESFE - H]EE AR T8 LA T A (T GF-
B) ~ IL-6 B¢ IL-1B HYEBI T - 5514 CDA+T 4HHE bk Thl7 4HHE - M Al(EHE
Th17 F15eR BRI « s BRI4ERT - Thl7 QHARRIEUE £ 858 IL-17 - IL-22 -
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202500185

HE 88 338 SE X 7 (TNF)-o 1Rz 4 B - B 1% 41 A 28 7% 1 8t K] F (Granulocyte-
macrophage-colony Stimulating Factor, GM-CSF) » ¥/ &2 RENE B EAREE
R B AR S EA A SR M R B AR - IL-23/Th17/1L-17 EE R EEHY
M RIER L HE 5 R EiERER - BB - &R - BEURRHE
813K - SRR LRI AR A4 B AR - B S TEAEEOK A IL-23 S ek
BEETERR © EE BRERER T ENERESNE —BEYEE BB
(Ustekinumab) - B2 &2 an BB B H it AR A e R SR IE M ~ SRS Pt RRER
XA CD WYEMTEE - SEREHES [L-12 7 IL-23 YA pd0 ok 5 HJiL
TEL I E W ERAIREER T o 3R R IL-23 - PHET IL-12 AR LYIIE Thi
AOFEEA S EE A Th17 SRR R [EET - HILTBIE M IRAIEE S pd0 (YbiAeIEE
PRIEME o R EED R 1L-23p19 EiARVEER EE /e sRE Rl CD PRI
(Kopp T % A, Nature, 25 521 &, 55 7551 Hf, 48 222-226 H, 2015 ; Sands BE % A,
Journal of Crohn 's and Colitis, 25 9 %, ¥4HZE 1 HH, 25 S15-S16 B, 2015) »

[0005] EfERREEER LR ISR EYSE 5FiEa
BIEERAT oy~ REZ AT ZAVERL » WA EREIRIERRYA RERE -

[SHARE]

[0006] AZEFIHALARRBEEN - REHEADT IL-23p19 Hifs - FAlE
PRSI T T » MG « BRI R B IS R A R
BEPES TS NnBHEREESRERERR  Be T TRBIERAER I
HREERIEEAEA TTREZA BRIE - et TR a R /Y - 1 H
RESM RAFHEiT 2 - BERIEEE R -
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[0007] A SIHEREEREEFH 1L23p19 B ERRRI LR 177
T T R -

(00081 ERIEL  7E55— T » 40 T TE M RS S A S s 1
RIS R R BRI, - SO R R A A ST
L TL-23p19 3078 - |

[0009] 7E55— 79T - $REETABIHIE, 1L23p19 SEFIRTAE AR
SETEMERB - DA A 3 S R RO -

[0010] TESSHME - 26T BN TEE AT I « ORI eS
B 35 55 B PR A S5 BRA TL-23p19 BBt -

[0011] 7ESETI7TE - $RAT ASIIHIH, 1L-23p19 S B r TEY
UL S - GIAT G 3 S TR TR S I

[0012] 7S5 7 EREE TSI S A R A SIS IL-
23p19 BB — TS S TESE [ R R -

(00131 e/ - T HEES - BaAHRENABIEIH I
23p19 HEBLRAAEEE - SIEERVESET IL-23p10 SRR AR
FEMERS - DA G 5 S TS -

(00141 FES-E T HRAEL T IR TT - A R R A SR, 1L
23p19 FifE -

(00151 7555/ Jif » $R0E T st At BT 0 R AR IS - 1
OB 5 T R BB PR o
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[0016] FEARFN—EER TR T f2t T DTSR RS RET T
A o R ZREMS R RS ISR R (P ~ TS E RS
R)KFEEE IR
[0017) EASEIHN—EETES it T RBOaFR R ISR R
J37E o BEMY - HIEBVEIE R BT EEESAEER -
[0018] FEASHN—EEETET ZITAEREAFENREHAN
IL-23p19 $if8 - H-haaEE s FaiE -
a) PAEUARIEE: - AABEN B XS TSR R IL-23p19 §
e - HoZ s E R &5 E % 100-1000mg ; Hl
b) HERPARIEEL | [N B M — RS R EIEAVH] IL-23p19 fike 55—
THEFR BRI RE —TGHERER 2-8 Bt > RTZENEESER
100-1000mg » oz A E## CDR1 FIRZARE 5 6FE SEQIDNO.1 R
HRK - B9 CDR2 YRR 75 EE SEQID NO.2 St HAHRK - E## CDR3
MR EIL 75 B SEQIDNO.3 BirEARRL  sZIARRVESH CDR1 HYRZ AL
FPylEfE SEQ ID NO.4 s HAHRL - #EH# CDR2 HYREERL 75 [EIFE SEQ ID
NO.5 BEHHEAARL - #E# CDR3 Bl ABL 5 EiE SEQID NO.6 B EARRL -
[0019) FEASZERAN—EERTET  ZAER EFR AR - 7
/B MR RE R B A A -
[0020] FEABIN—EERTET  FERERERESL THERES
BEENGEROEIGE -
(0021 FEASZEHN—EERHET  ZAHERIERA 1-3 20 8E3 Ko

910375 %5 H o 4L 54 H(SEUEREEE)
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[0022] FEAREARY—EERTET - EHASXFEERER - ZFEH|
=L 4 BRI -

[0023] FEASFHN—EERITET - S RERTEIER > 28R
221 4-8 B -

[0024] FFAZHAN—EERTES S—RERFBIBERE —IEFER
BV A% 2-8 BRFHIH - BUER - B—REFFRIBERE —IGH SRR
% 4 1BEFHEH -

[0025] FEABHN—ETHITET ZI7 A8 AAFENERE AT
IL-23p19 Pife - HrP&AEE T/

a) FHELFIEEL D 4 BHRERARENEERA 3 ZGEERENH 1IL-
23p19 Pifls » AP EHEFEERE S 100-1000mg ;
b) HERFEEIEEL ¢ DA 4-8 BRYMEIIR % S i F 4RI B AYHT IL-23p19 ks
F—REFBIEBERA&E JCHERIER 2-8 B - HPEEEREE
% 100-1000mg ;
H sz PiReE# CDRI By AR 75648 SEQIDNO.1 B H AR » E§# CDR2
R AR 7 B0E SEQID NO.2 B HI AR i EE## CDR3 AR EIL /75 48 SEQ
ID NO.3 S{HHHAHRL » SZIAEAVESHE CDRI HYRERL 75 E$E SEQIDNO.4 i
HAERK - 53 CDR2 HYRAEEL P50 HE SEQ ID NO.5 BiFHHEAHRK > #¥## CDR3
HIREEES P35S SBQID NO.6 T EARNY  #% CDR #5EH AbM #H HIFEZIE R -
[0026] FEASERAN—(EEHEITE S /;%fiz‘-“ﬁ R FEEEE LGS
c ESE—EERTET  BRUHERREEEEGEEER -

910375 8 6 B > 3t 54 E(BIRRIE)
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[0027] FEASAN—EERTES L AER EFEHFIVESRTES - &
EEH, - ZBERIEFREHARIRE I -

[0028] TEASFEHN—(EEEITET - ZERTIEFEHE NESEEA -

[0029)] TEASFHN—EERTZEF M 4 BEIREEESIREEaE S
TRV EET A 3 JERERIEATHL IL-23p19 $igE -

[0030] FEAZSHAN—(EERTZEF DL 4 BRI HE TR BEE
TEHY B P AR RPRI R AV IL-23p19 gk -

(00311 FEARSZBHHI—EERTET DL 8 BIIIRFEHN NEH AR
A R PR AR AV IL-23p19 Pk -

[0032] FEARZBHN—EERITET  ZTEAPHFHERER 100mg -
200mg ~ 300mg ~ 400mg ~ 500mg * 600mg ~ 700mg ~ 800mg * 900mg 5% 1000mg °

[0033] FEARZBYIN—EERITET - ZITETFIIFHEEIE R 200mg -

[0034] FEAREFH—EERITET - ZHATIIHEERE R 600mg -

[0035)] FEAREREEH—(EEHITET  ZITAPEREIEEASE X
R %L, 4 BRI -

[0036] FEASHIN—EERTET & EATNE - REFHERRE
IR & e —RKHEEEER 4 BEHEA -

(0037 FEAZBHN—EERITES - ZI7EAFNEREIES 100mg
200mg ~ 300mg ~ 400mg ~ 500mg * 600mg ~ 700mg ~ 800mg * 900mg = 1000mg °

(0038 FEAZHN—EERITEF » ZITETNVERRIE K 200mg -

[0039)] FEASERN—(EER AR ZTEATNEE T EBEERFE
FEES - DA 4 BREMERA HRENRERH 3 XHABENH IL-23p19 Hifs - F

910375 £ 7H - 54 HEEREE)
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BEHRE—IGEEAR 2-8 BRAREIBRRES Rl TZEE 3 NER
HERE  HEERFESEER 100-1000mg ; #BEHHHERFZEREESE
EEPRIED » A ALERDERIEE -

[0040] FEAZFHN—EERTES  HhHHEE —ICEERE 4 #i%
SEEEBIERIES - B T0R% 3 WESFEAEE - SETESEEES 100-
1000mg °

(0041 FEAHN—EEHTE Y ZERFEREL 4 BRVEIRET
i

[0042) 7EASSHM—(BEM TR 2T B R B IR

[0043) FEAZHN—EE TED S—ERFEREEHARE—
RFHEHEE 4 BaR -

[0044] FEARZHAN EER S EY  ZHEATHNERFERES
100mg + 200mg * 300mg * 400mg * 500mg * 600mg * 700mg  800mg * 900mg =,
1000mg °

[0045)] FEAZFHIN—EERITET  ZITATHERFENER
600mg © -

[0046] TEABHN—EERITET FERBEMER B —RERTH
B A R —IERFERE 2-8 BRI -

[0047] FEARSHN—EERITETR FELBEBEE  S—ERRH
B ER —ERFEEE 4 BBk -

910375 55 8 H » 3t S4 H(BFRHED)
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FEHR T RS A FER B I 4RI R AVET IL-23p19 Hifg - B > &

HERFRIE £ 100-1000mg -

(00481 FEAZFHN—EEMTET  FLERFEFEE DL 4 BRI

[0049] FEARSZHN—EERITE S Z A EERFERERER
R 8 - H S {EGERT AR K 100mg ~ 200mg ~ 300mg ~ 400mg ~ 500mg ~ 600mg *
700mg ~ 800mg ~ 900mg B¥, 1000mg

[0050] FEAEHN—EER G FEF LA EERFER R
ERFEE - HrPEEERRIE R 200mg -

[0051] AZHHEYIAEEREFERENEFENEEmAEZE /D —EF
EREHVHT IL-23p19 §iFS - B EFAHRIVARRER - FrEi e iR e
7~ BEIRIES - WHRHRGEMRE - IR ST/EUEREMR - WRICHEIE AR
BEBTFRIVAERER > AR MRS D —EERFRE - DERFE
IEESHFIBE 2D —(RIARSUR - ZERR B RN - B RES - AR
AR~ RO F/EERERE -

[0052] AEFEFEBERNRENGRIR  BE—KE 48 8K 12
AR > FRFFEREERE—RIECERAREFERER 4 3 8 BETH
i AE TS o B - 4 BFHEFSE T DIERETESE 0 Bl A ERES 4 5
ISP HETT 5 AT TR BT - 8 A IR EL P DU AESE 0 JBAEE 4 BH I EEI B
S 8 PRI TR EAE R 12 EFEMEE T LIEIEEE 0 - 5 4 BRIE
8 Eitt A BRI ENAESS 12 BB TR EA T -

[0053] FEASIHE—EERTES - %&bt 1L-23p19 HRSNEHRESH —
fiE] N-FEEALALRE - (5 ESEE 205 M RAHRRE -

910375 F9H » £ 54 H(EEIERIEE)
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[0054) FEARSHI—ERHHEE » ZINEFH IL-23p10 Hilbaa
EWTHE VEAHETHEE VL SETSEGS SEQ ID NO: 7 KI5
HEATE/D 90% ~ 95% - 98YEY, 9% [E — AU IS P AR » gl g
& L& SEQ ID NO: 8 HY[FFIEEIH EHZE/D 90% ~ 95% ~ 98%EK 99%[a—HE1Y
E e

[0055) 7EASHM—EERTES » ZITEDIH 1L-23p19 HEE
TgG1 RUHHE - Skt 2 BRI - B Z SBQ ID NO:9 iy AR T
11> 90% ~ 95% ~ 98%E, 99%[Fl—MEATFFF ISR FHIAE R - L RS a a2 SEQ
ID NO: 10 508L BT /) 90% ~ 95% - 98%K, 99% [ — L ATFF ISk s ¥ I4H
52 o

[0056] FEASII—EERITEE » ¥ [L-23p19 HiluZ SEQ ID
NO:9 FiREEESE BB SEQ ID NO:10 Fi/RAVESSE 5 B4 » 341 IL-23p19 Hils L
£ 21§ SEQIDNO:9 FirRty B AL, 2 6 SEQ ID NO:10 FRifiss » BUek 2 168
SEQ ID NO:9 FiRiyE L& 2 6 SEQ ID NO:10 By EESEAT Y, -

[0057) FEAc@EBy—(EE TS » Hi 1L-23p19 Hif7E HEK 293 414
5 CHO 4faE 415 -

[0058) frA@iy—(EEIETET BHR—EHEES  BAREX
B b 1L-23p19 B8 5 Bkl - BESEEHEE - ROVARIEEE DS
FAHL IL-23p19 HiASTERTSUARE AR - BB % ST R AR

I -

910375 F10H » £ 54 E(EHERED)
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[0059] AZEDRERML T EEXNER T 85  ANENAERANDT
IL-23p19 Hifl - BAR—HEESS - T UaARHIAERENDT IL-23p19 5
B

[0060] FEAZHN—ET SRS BEENEESERERTEUERE
SRIEMIGR ~ BIAEZE A X BuE RRHIEE T VR R

(00611 ASBHEYHT IL-23p19 HLAeTERTECEREEE SAEMER ~ FIAUR
BEEERE R BB RURRY TR » (EHERTRIE 4 5 8 B0 WD IEE Y
BEVIRIIROENE - D B S ESTATRVEE R - B AL L AR - WERTE
FREREMER) -

[0062] - FEARZFHHITAN N —HER T E+ - BEZEVEIEN -

[0063] AEASEIH AN —EEEE TRT - BEEEREDEICH

[0064] AS&HAJT ARV E T R ARG 05 S I B SRR 8
FREHRERES - e —E - S =5/ NEERE - T RFERE
DIERERINEGFHEERE - L RAVFEENRE IR E BN a2 R i
PGS BRIV ENGEEH IR - BNRE AEERMEERARFTH
FHEE R B v AP TP sy - RIAT DA » 4081 IL-23p19 HUAGHVEIE G,
SGEEFRE - IR BE I RIVAESERERIF ERE AR AR 2D —E
SERPEIERTPL IL-23pl9 fifl - DIERFAEEREE AT RE A RN - ERIK
R~ NEEEE - FBEESH/EE NG - MEERHRENVERAERE
5 41238 > FEFIE—UEFPRE - 3R 412 RS PSRN RS N R A
B EMERA S RFHE Z RIS R - ZBMETTUR B RIVFEERE T
SEEESRIE L - Bl TR RAVAEIBE PEEHRRES 4 Bl H e AR

910375 %11 H » 354 H(EHRIEE)
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IERRSER RS 4 8 ETERFEGTE - REECAETRRE
B RIS MR R T TR SRS S - N BN R A
B1% 4 E)FEFTER DTES BT /T R EEEN - i - TR
FEBRTOIRREE 8 Bl B ARG IERRE AR 8 48 - (T
HL R A A - A1 R B DA EIRRR IR - HIS— YR B T e
AR IEN I B RASA AR 8 BV R DS Bl E R
SETIN R SR - |

(00651  AEHHATH & &7 FEH Rt S BB R T R B i i e

CLBED

SR

(00661  HEREAmRRIA 7 B - JEIRE » AR AR B iy
R R BRI - TR E U R T IRy - S0 SO
BRI EE R TR IREI

%

(0067 KRIESA TS RIS P S TR S i A 2
B R B B K I R & BT 23 - B T AR
HHY - TR T MRS -

[0068)  F3E-407E L0 (B i P 2 25 BT LA e
{B/ 1 SYeHT T IRRIE A S B B A S48 PR RIS B B -

[0069)  {iFa /a2 R S 5 (B T BB + PR R R o]
ST TS T P RS S

910375 12 H > 3t 54 E(RHREE)
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[0070] #0ASCHATA @ i G & s B BiR EEAT I ER - B
SR BRI FHRER MR - BEES R - £4A0F - EETEEE”
BCEIETR © BRIESAE TR SRHURE BT R ER - EEERERAE
- Bl Bk aE " EERTI B EER > L EERE EZEET
FIH YDA T -

[0071) IL-23 (Y p19 BRE(EARSFINE B IL-23p19” K “pl9 Bo&") f—
HEA 189 [ERERNZIL  HEaFRA 21 (EkEEARIATEF5](Oppmann %
A, Immunity 13:715(2000) » SEQIDNO:181) » i HA&MA A~B - CHIDHY 4
{2 BR4ERY (packed)a BBE - B k- B-T-THREEESHE - 4 (EIRIEHE M 3 (B2 RR
- A-B N1 C-D IRWEWESHERER - RATFIEEETEE - & B-C B
NP THY B A C R © IL-23 £y pl9 SRR BRI IRMIAEA T-8Y IL-6 ZXRAL
B - ZHMBERTREFES 3 HEERFRAMZE - 1A 0I5 Bravo I
Heath(2000)EMBO J.19 : 2399-2411)BAE EI 2 #B4E 4 - pl9 BEELHL 3 (E4TIEEHE
TEELAHEIEN - DIPREZEETRESESY) - EEAhRER - p19
A SCEL p40 RGP AR S Y] 0 p19 TRERER IL-12 SLA p40 GEE - p19pd0 &
VI RRTREB AR M - R IL-23 - F—EERTET > &
ZFHRMY TL-23p19 3K @ A (NCBIL: AAG37232)5 2% E(NCBIL: AEY84629) -

[0072] AR b IL-23p19 pUAE” ~ “Pi IL-23p19” ~ “IL-23p19
PiRs B4 S TL-23p19 IVHTRE 25 BRIV iR - ZPTESREAI LI R SR E 4
BN EERF)IL-23p19 CHAHA BRUEZIR T LA FEERAKRE
FIL-23p19 FHUZETEIRY BSOS - |

910375 13 H > 4k 54 B(RUERHEE)
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[0073] FEASCH - fsEDils” IEE R RER - fEEabiRE SRR
ERE BB SEEBITRADRIA LR B RIRN e RN
HiRGEERE -

[0074] MGEE“&PifE” ~ “2RIE - ‘T 1 TR EAF
B 7 s P SR B R TR SR R 2 /D TR {6k BB () R R (PR e (L) R
EH - FREENEETBEGCPER S VIDIEENE RN - BEEE
& 3 (E4EEEL CHL - CH2 K1 CH3 4H7K, - S RERHE i v BB (A SRR R
VL)FIES N E AR A - S5 1ALE & — {458 CL 478 - VH A VL & =] A
S HE RESE(R TR EECDR) - EEEASRTIERCAEEE
(FR)) » £H{H VH 1 VL g1 =1 CDR 71 4 {& FR 405 » {CHEHEHE R DA

| ERHES! : FR1 ~ CDRI1 ~ FR2 ~ CDR2 ~ FR3 ~ CDR3 - FR4 « [EEE R E#SH
TRETRNGS - BB SENE I

[0075] “EAAEE"ECDR &8 “CDREHiAG 1] S 71
B8 H RS E LR NRCBBRN/ N e AR R EC R
ML) HY I - CDR EE A FHGUFRRAGS - EHENESHERY CDR BRI
CDRI ~ CDR2 {1 CDR3 - fi N-IrBasrlEF4R5% - MU HiRs B i n S iismm
CDR #4##%{E HCDR1 ~ HCDR2 F{1 HCDR3 » T i /A5 B g o] 445 R85 Y CDR
##%1F LCDR1 ~ LCDR2 1 LCDRS3 -

[0076) FE—{El4S TRV o] & & 5 B g v] B e B R 751 » % CDR
HUABHERE RS IR P58 5 ] DUE FIEF 2 A KAV HIAS CDR $EIR A4 HIE—TEs Al
BHEE » IR AGEREOA - BNV =447 CDR BRAVREEN
Chothia (Chothia % A. (1989) Nature 342: 877-883 » Al-Lazikani % A, “Standard

910375 14 H - 3L 54 H(ZHEREE)
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conformations for the canonical structures of immunoglobulins”, Journal of Molecular

Biology, 273, 927-948 (1997)) » E R PG5 /&4 Y Kabat (Kabat & A,
Sequences of Proteins of Immunological Interest, 55 4 ff, U.S. Department of Health
and Human Services, National Institutes of Health (1987)), AbM (University of Bath) >
Contact (University College London) » Eff% ImMunoGeneTics database (IMGT) (££
HHEHE L imgt.cines.fi/ ) - PURARFIHARE RASEBRTIANEFER B (affinity
propagation clustering)#y North CDR E§ °

[0077) IRBIMERY ADMARAIAIT

CDR |ADM A E
LCDR1 | L24-L34
LCDR2 | L50-L56
LCDR3 | L89-L97
HCDRI1 | H26-H35B
HCDR2 | H50-H58
HCDR3 | H95-H102

[0078) FKRIESSAERAT - MAEASHEF - BRKIUR T EE FHIREAL
B BT S R T BT - SRS Kabat 4557 248 (Kebat
5 A » Sequences of Proteins of Immunological Interest, 5th Ed. Public Health Service,
National Institutes of Health, Bethesda, Md. (1991))f4R5E(1 & -

[0079] TE—(EEHTET » FHIHHIEEN CDR #H AM HAIKEEE
5{ o

[0080) “Hikeh B iRt BbiEAEN S+ REaTERBN—E S
BéEEmEiiRFE arIbiRE - ilgH BB FaREERIR: Fy - Fab - Fab’ ~

Fab’-SH ~ F(ab’)2 ; #iAs © RGPS 5 BB PiRS(BIU scFv) s BLSREHTAR ;

910375 8158 5 £ 54 H(ZERAEE)
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SR E R RIEHURBE A B BREERIBUAR IR R BRI B R R
SRR -

(00811 ASCATHIEVIiTEE DUREE & R B BB~ HN DT HE
RPN — o EEe T RIEREENHIR - JURGE R BRI TFaE
{BRFRHA Fv ~ Fab ~ Fab’ ~ Fab’-SH ~ F(ab’)2 ; B8 ; 4pibiss ; BEmbisd
40 scFv) ; BEEEREIEERS ) SENERFEEDREHR B BEREUE © Mhi
R BIPR A ES R R R R

[0082) flosh ESEEH Ry s HB "R ES T HENY - BUEMIALEY(E
EANEANEE 2/ —FEEER R D —EIREER - FlmZERREE
HYSH A - S B & BEAH it R B RS M R 2 » B os] ~ JRAGH] -
REMAR - REBRER -

[0083] fiEE“HiE#ER fEaa T EXSEEENVEEERY  HhE)
—ER AR E S ARG IL-23p19 Hift - DK B - ZEHEIER
%9t IL-23p19 JUBEHITERTBOAREREIERR ~ FlIUrEE IR R S E AR
HURERE R R R AR EE T AT - M ESEA BT EE AR
MHEEAR REEERE T AR - TR - BB O 85 H RSN
YIRS - SXBEEAH RS B T DV AR IR SR/ S R R R TR -

[0084] OSCHFTA - fliRE R EEYIRI B BT BB A IS R 1
FERVE SRR TTAS R R EEYRILY > GIAliE 5 RN ~ 2280 - FOTStBTH
FRESE - KSR SRS -

910375 ' 16 H > 4k 54 HETRED)
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[0085] flomE“Ea M “ZHE " A IER » FoREY) - BEM - 3 EH
R E ALY > PINERESIBIOA - I5 -~ 125E) ~ /-~ 4%~ =
B R -R KE - NESE - B EM > ZEEREEERA

(00861 fiG&a“APEEq ol B B2 R G H 2B EE
EFENBEEEEE AR EETERESERT o (Tumor Necrosis
Factor-o. > TNF-a)f&fiB 202 ARG » HRAERRE - S RIBOES

- REPISEAMARBRIE AR -

[0087) AASCRTfER - 1i5eE“Re B /N BIEE AR e 4 2 LIS M V4G
SETTE I EFE RSN T =0  M EARERERRY - BRRA ~ AL~ EOARIA
B~ B~ RN L BZP  IBEEA  SR5RE ~ ZT ~ SR T (subeuticular) »
BEEAMY ~ BT - BREEHRT ~ AR ~ BEARS MRS B PSS DU

(00881 flush"EEEs - mIEZAY" BASHBATHINVE - 4HRkY) - FIAVEY
LB - DHENSEAENEN - R  BRREERFENNE - B
REMIS ARy B8 S BV s/ RS -

[0089] 1B “25s2 L T2 RN A Ha BE YRR sh BRIVE M a7y BAS MY
por - HEHERS S SR - TEEMASENEPERERRNEEET - IS - B
BT~ PR~ ROTVE - GEE - IPE - BiELE - BIRRIEERE -

(00901 o “ARE 5B EREIE I E R E A R E T
T OERCRETAVTRCRAV R - H A DI 2 AR AR BB Mo E ok hERE - 0 H
ZLEY) - BriaFRVERINGS « FrARIVERHEERER - (B0 e fIE ph i
FHIRUL ~ R BEAIEE - ZIEBMEE B PR ENHE SRR S - B

“TRRGRRE RN EFEARE” -

910375 17T H > 1 54 E(EHHERAE)
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[0001] flgEE“ e fa RS s (K2 D — B IR SRR B EE I ~ R B,
PHIEEER - REGRZIRIE °

[0092] figel “TEDS B LB B IE P BCEAR Y88 2 -

(00931 #losE“RIEMBSR"E R KA - HiE - SRR iaE R
TEMERR > BRRRIANIER - 18 - E=m(E -

(00941 fiTsE /A B MEAETE R " RAEIG IR B TIREE T BB R E - £
R EBENGE  RERRBRERE T 2 BEE - PEMERERMEEER - K
£ Mayo 5753 %80 ] R BRSNS SRV B E AR NS B M 1754 -

[0095] figeE“Tesg RUR 2R RN v 2 B EH L E AR %
WEFREMERR - RIS 2ERE - TERE AN LERS

[0096] 7a=E“5E 0 T8 EX& T IL-23p19 HTACHYIG RS - fT5E5E 4 187

e HER&GT IL-23p19 UiV HRERRE 4 & - 5585 8 B 2iEEE
AT IL-23p19 DiAcHIIR HIRGHEEAYES 8 3 - HASRDITEE BB A -

(0097 AOASZATH > “BIUR Mayo 5743 ARG BB 4TS R BB S

FIEENERY Mayo 5747 Z.458(Schreder KW, Tremaine W1J, Ilstrup DM. Coated oral 5-

aminosalicylic acid therapy for mildly to moderately active ulcerative colitis. A

randomized study. N Engl J Med 1987; 317(26):16 25-9) » H.iRIEEE B R & 2%
S A% T B (Food and Drug Administration » FDA)J PR A< (6 F B ETAE B v -
FHRFERE ~ {Fi ~ ARSEEIR=(EHEH 7B 02 95 -
[0098) HIASCRRA » “FEdAR Mayo FE/3 " RHER & A RS HEN N R
Mayo %%:\r. » 7B 0~6757 °

910375 : 55 18 B » 3% 54 H(SHHERHEE)
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[0099] HIASCATA] » “EKS3 Mayo $A) IR S PURSIEIE » Btk
5 ~ (BATES TARASRT R Mayo 5753 (8 FEIASPISERPRAES:  FHUARRISHE
(0100] #0ASCATR - “HerkiBt EHIFATE RS - A E Mayo
BTSYRIEEIT Ry 053  BEERIIS] 5 DU R PHRAREAS1 5 -
[0101]  AIARSCRTA - “BEFRIEE”RIEH R Mayo SIS AR
>30% 0522 43 » i B MEPAAREERREIR | ST ATERTA R 033 155+
(0102]  HACSCHTR - R ERE RIS HHE TS 03 1 47 ELEILs
S5H05 -
(0103)  40ACRTAS - “Poiaein RAsE B Mayo P43 P I S575
0533 153 - PRSI B O SYBHR PR fbion 2 AR -
(01041 4IASTATH - “RERE ™ RIR P SRR EL AR ER R
Geboes FEEIERAR °
(01051 4IASSCHTR - “TRamI is/ T S BuEPRenes - BRPRIEE - /o
BB TR AR SRR R 1 S8 VU I IL-23p19 H8 - 5
BT DR R - “FEAE T URS TR - 4SO TR
AR ORI TIRIE - £ BNSH S T BT ERS) -
(01061 4IASCATH » SR RIE i A T SRR « ERIES -
PRI - BERLA AT SURIR AT S B TR
(0107] 4ASCATR - “ERFESIEE L REENEE  HEERTH
ERRENE - BEPRIES - PORSNAT - BB AR R BB R T
23p19 ik - FEHER HANE S A PR BRI R  ERIS - INRSE
7~ SRR SRR B IR ST - TERTAIER TIOR 4 8 3% 12 KR -

910375 E19H » 3£ 54 HEHSRAES)
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(01081 AIAFTH » “IERFERIE DL IL-23p19 HiierV53/NEER
= HTRBEEAZS/INGERE - SR E0REE  BREYS - WHRE
f& ~ FEUR SN/ SUERGE E - IFIAENIGH SIS I - BEIRGAE - BEIRIE
&~ WHRESRE - BEERST/BUERGEARER - “ERFERETUZEX
MEES RN (AR BASEE - N RV SRS RN SR R - e —
e 4 18 ~ 8 45 12 EHE] © IERAVHEERIER— RN HRIRHE
REFERIE% 4 3 8 BEITHE RS LRS- “LF%-@»@EJ BHEIER
YRS AR RE BRI R

-[0109] AUASTRATH » “ERFCHEIDIBEEERIARRE - HERFEAR
EH AP IL-23p19 $188 » DIMERFATRHTARNUER - Frnyansi R RIErRER
ERPRIEE ~ WISREE « RSN/ SR REE - “4ERTEE RS e
EEGERBEIEFIEE > i AN — HER R AR R -G - [ERE
&~ WHRERRE - R ST/ EE NG EREE -

[0110] AIASZATA  “SERPBIE e T IL-23p19 HUBHVIR BRI R - H
RGN E SR BCESEFTRE R ARRCR » RIERRERE - BRIRIEE - NHEE
i~ Bl SN/ BUE NG R - AR SRR EREE - “ERIE TR
BRI — R B 405 - S R G R R IREIE —X
EEEHVRIEM RSB —TERTE R -

(0111] FE—EEHITED ARFYNGE) EEEF RIS
EITHVERP ORISR » H P ZaA B e lG B iR TE B A SOt -

910375 B0 E - 4t 54 HEHEREE)
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[0112] FES—EEEHGTERY  ARHREHE T R OAEF RIS -
BRETHERFEEE - NIERETHERNGEIGE R ammamige: ik
R ENE BN R AR B A S PR

[0113] FE—EEITES EHEEFIEESE RIFET Mayo 5147 ~
R RHY Mayo 757 » 70 - 4£55 11-12 0 ’%ﬁ Mayo 577 » B{ES EHY Mayo
ATIT ©

[0114) H—EEHTET  FEERFEMEELS KIFET Mayo Eﬁ * R
EECX RHY Mayo 507 - Ryl - 7E58 23-24 AT Mayo 2F7) ~ B RAY Mayo

(0115)  7E— BT Fest R — R AR B A T R T § M 7%
VRS -

[0116] FFE—EFhTET  AEHNGEE T ERRE

a) FHEAFIEE - RMARENEERA -RESIEGFERENH IL-23p19 5T
B - HPZFHERIESH R 100-1000mg ;

b) HERFEHFTEE | M BE A — RS RERRIE 0P IL-23p19 Hifs 55—
THERHIEER AR R — TG ERER 2-8 B - HPZERTEEER
100-1000mg

[0117] FHF—HEHKITE FELEREEEGEERA — RS RE

HRIERYPL IL-23p19 HiAS - HPZFH AR E R E Ry 100-1000mg © BREH » Z5H

BRI EFEHFEIOEANTER - FEM - ZA SNSRI ERE -

(01181 E—EMITEY FHERENHEAESE TERES BEEA

HERTARPEES -

910375 F21H » 54 GRS
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[0119] FE—EEHITRT ZFHERET LG T —REEI BI—K
PR ~ =ZREIOR - Bt - ZAEREST 1-3 K - B ZFEREET
3R - BETEZIEHERER A ERED 4 BrlRETHA - TR - 3%
oA H F AEF RS -

[0120] FE—EEMITES BEEFETFELFIEERNRE —RFER

EfR 2-8 BEA THIRES LR ERIARIER - £ SER % T 5

—REFHEERR —ICHER BNV A% 2-8 BISHEA - B B— R
FEERE RAHEREHVHERRE 4 BT -

[0121)] FE—&EfITET SERAFREEEGRERA -SSR
PRI EAVIT IL-23p19 PG » HO R E% 8 K 100-1000mg » B - 2k
FrRIEREH B NESTFEMA o

(0122 TE—EEMITET EFBEIUGET TSR - E—EHENE
HED BT ERERRIENR - ZERBIR DL 4-8 HOVRIFEHA - BiEl > &
SERFRIE DL 4 BB 8 BRI - WA » B8 T RERTIENR - 2R
BIE% B o] DT B - Rl - 4ERF e BRASE —RERTEIEAVIE AL
BRrE 32 -

[0123] FEAZHN—REERITET ZIAEHEEERENBEH
1 TL-23p19 ke - HrPaageri £t « 7 4 BFREARENEEA 3 X
7 SR BRI IL-23p19 Hifs » FEFHERIE S 100-1000mg

[0124] FEASZHHRY—ERREITERT > AR 4-8 HHRiRE
Z S ETCRAERFRERDL IL-23p19 fifle > B—REFFHEERNRE —KAE

BIE1% 2-8 HiA - FEGERPEIER 100-1000mg -

910375 502 FH It 54 H(BHERAE)
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[0125] F—EERETES  REHNGEETRERE
a) FBELEHEIGE : M 4 AWHRERAFRENBERA 3 JGHEBEHH IL-
23p19 Hifd - EPEEZEAIE R 100-1000mg 5 1
b) HERVEEIEEL ¢ DL 4-8 BEAVRIRE HZ BE TR 4RI BT IL-23p19 HiAE -
TR BT A BB —RBERRE 2-8 Bl - HhEEEFNE
%5 100-1000mg
[0126] 1EAZHHN—ERERTEF > 220 IL-23p19 e 2R Re
& IL-23p19 A9HiH8 » W HAELIT 6 {E CDR
- 434 GYTFTSYLMH (SEQ ID NO: 1) EAH k&4 VH CDR1 ;
- 414 YINPYNEGTN (SEQ ID NO:2)5% pi 40 kA2 4% VH CDR2 ;
- A& NWDLPY (SEQ ID NO:3)Z iy HAHAYE$E VH CDR3 ;
- 14 RASQSISDYLH (SEQ ID NO:4)sk FHE4H g AVEE#& VL CDR1 ;
- 18 YASQSMS (SEQ D NO:5)sp AR HATHSHE VL CDR? ; A1
- 14 QQGHSFPFT (SEQ ID NO:6)5%FHE:4H A AVER## VL CDR3 -
(01271 f%ealith - % CDR#EH ADM ARIFEEESR -
[0128] TFE—EREHITER ZRIEEEHRERRERE R (UC)SwEE
BIRE(CD)
[0129) F—EREEHEHES % UCEHEESEHEER  ghERE
EEEEE R EREEARN P EEEEEREEEE R R Mayo 375 4~9

5 HEHPRRERN 22 77) - E—HEEEETET » % UC SEEAREEE

7]
;éo

910375 5235 LA EGEERED
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[0130] E—EBEMITETR ZI7E 4 BOERRE R L EE
HNEERA 3 KEFHERZHHT IL-23p19 Hige -
(01311 FE—EREEMIGTEP  ZI7EM 4-8 BRIMERRED E NS EH
R B A 4R BB RS IL-23p19 588 - 140 > 438 B 814
[0132] HF—EWEHITET > ZHETHFEEEEL 100-1000mg - ]
411100 ~ 200 ~ 300 ~ 400 ~ 500 ~ 600 ~ 700 ~ 800 ~ 900 5, 1000mg o T LIHEMAE » 3%
SFETIE T LA 100 ~ 200 ~ 300 ~ 400 ~ 500 ~ 600 ~ 700 ~ 800 ~ 900 5, 1000mg =,
FEL T A B AYEE » 140 200-900mg ~ 200-800mg ~ 200-600mg % - £
—HEEEHSET - AEHER 200mg - 5 EREHTET > FEKER
600mg e
[0133] FE—EREEHTES  ZEFRETSE T KSR - T LIHE
i RERTRIE S B T DRSS - BT HIHERTRIENR - ;X ERIE 0L
-8 BWRIRETHEN - £ BERERIET AT ERBEERAE —2
MEFFRIERLL 2-8 YRR - i 28 -3 48 - 58 - 638 - 71558
i o BRI > BZAERITIE DL 4 5 8 VRN THERT - R - EREARPEER
B — TR BB AT R E 32 8
[0134] TE—EREHITES ZITEPE—RERBIZ AP Z
R —RHRERIER 2-8 Bk > flm2E 38 48 -5 -6 - 7HEK
8 i - M BT R B R S F IR B — IR BRI B 1% 4 B A -
[0135] HE—EREHITES %ﬁﬁiﬁtﬁﬂ%&%ﬁﬂ%& 100-1000mg » 4]
471 100 ~ 200 ~ 300 ~ 400 ~ 500 ~ 600 ~ 700 ~ 800 ~ 900 = 1000mg o T LAFHAF » &%
MRS R T DA 100 ~ 200 ~ 300 ~ 400 ~ 500 ~ 600 ~ 700 ~ 800 ~ 900 5 1000mg 55,

910375 F24F L SAHEHRES)
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HHE TR R AR R AYEEE - B4 200-900mg ~ 200-800mg ~ 200-600mg % - 4F
AUHE - S AERTRIE K 200mg ©
[0136] HE—HEBEMITETR  ZITEEERFRENEARAD IL-

23p19 HifE - Hrh4asE Ty A

a) FBEUAFISEL ¢ DL 4 BRI AR B R ENEE A 3 AR
EAYPLIL-23p19 HifE - FERERIE S 100-1000mg ;

b) ERPERIEEL: DL 4-8 VRIS H B TR ER B T A R E AL IL-
23p19 il - B TERHIBTEI ARG —RFEBIER 2-8 B - &
HEFFHIE K 100-1000mg

[0137] FE—EBERIET  Z7EEFaARENEFAIT IL-
23p19 Hifs - HPaEEEITEaRE ¢

a) FRELARIEEL | DL 4 BRI AR oA R R EE A 3 KeAEA
ST IL-23p19 Gk - SEFEHIE R 200-600mg ;

b) 4ERPAEIEEL: L 4-8 ARt 52 TIE 5 3% B & 4E R R BRI IL-
23p19 Hifs - F—RUERHBENEARE—THERER 2-8 HitH - FE
“EFRFRIE Ry 200-600mg -

[0138)] 7T—EBERATET  ZHEAEEEERENEERAT IL-
23p19 fifis - HrP4gEE) =T

a) FHEDARPSEL © DL 4 BV AR T M A R ER R BT 3 TEE B

BEHT 1L-23p19 Hif% - (S {EFE AR 5 200mg-600mg ;

910375 F25H - it 54 BEHERHEE)
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b) HERPARRIEEL : DL 4 B 8 EHREIIRFE R NN Mz B 4R BBy
§tIL-23p19 Jifig @ SH—REERFREEARE —KFEEER 2-3 B A
EHEMERPRIE Ry 200-600mg

[0139] #E—EREEHGET  RITAEHEEERENBZEAD IL-

23p19 Hifl - HPEEEETT A

a) wAEGEIEE | DL 4 EAYHIRRE R A R AR M 3 KSR
EMPLIL-23p19 Hifis » FEFEAE R 200mg 5 600mg ;

b) WEFFERIEEL ¢ DL 4 50 8 BRI H 5T AR R4 BB R R 2R
o1 IL-23pl19 fife » SH—TERTH BRI RE — R ERER 2-8 HiiA
FHEERRE R 200mg -

[0140] FE—EBERARY  AERENARENEERA IL-
23p19 ke - PRI EERE

a) wAEVARIGER ¢ DL 4 EIHENERE AR A RN EEA 3 A ER
E/YHT IL-23p19 HiA8 » B{EFERIER 200mg 57 600mg ;

b) EFFERRIEEL © DL 4 BHE 8 BEHREIREREH K N EH s B A R R B
D1 IL-23p19 fife » F—REFHEER A ER —TGHEMER 4 BFEHA
{El4ERFRE & 200mg

(01411 HE-EBRERITERT %I AEEREFENEERAIL IL-

23p19 fifs > HP4EEET R

a) HALERIEEL | DL 4 I RIRR e b (7R R AR E T 3 2R

EHYHT IL-23p19 Hifs - EEFENIE 5 200mg 5%, 600mg

910375 26 H > £ 54 HEHREZ)
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b)

YeRr R ES 1 DL 4 SR 8 R Y TR R A e R Y
B IL-23p19 Hikl » SE— KRB BN RS — A AR 28 BT -
AR R 200mg » LABEREREES 448 -

[0142) FE—EBEHTET  ZIEREaEBENEEERE IL-

23pl9 fifs » HP4EEE T EsE ¢

a)

b)

b)

b)

AL ERIE R ¢ L 4 EEVRERERE AR R A R EAVEE A 3 JGEEE]
EHVPLIL-23p19 i » BEFEERE R 200mg 5, 600mg
UERERRIRER 1 DL 4 % 8 JBARE AR K TR T B R
PUIL-23p19 fife - F—REFFHIEEMIRE —XFAERER 4 B - &
{E4ERFRE R 200mg > SaBERTERESE 448 -

[0143] FEFE—EEERAIET  ZITEEEE
w7 SR P BT R © 1E5R 11-12 BERFFFE Mayo 7% -
UERFRIRIR R - A5 12-13 BRI E AR RESHZ I 11 LAl
BRI ECE T IL-23p19 $1A8 200mg 57 TS 4 M4 5E > ST IL-
23p19 Pifiz 200mg 57 NEESE 8 HHEEEE - LEERFERS 44 B - 2R
FFEEES2H -

[0144] FE—REEHET  ZI7EBEE
o C R N e R R © FESE 12 MR Ah Mayo 5¥0) » SHEZ S E BT ey
B IE
P ARIS BRI ESS 12 BN EABIRES I Z AR 101 tbfH%
ERTEE O HCE 200mg B2 T EAEF 4 B4R 5L B2 IL-23p19 HikE 200mg
NS 8 IGEE > (REERTEES 48 - e MiEsiEES 528

910375 27 H » 3 54 HE@IRNS)
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[0145] FE—EEHITES  ABEHIGE REBECEEASTHEEE
AR R AR BRI B L RUE TR E R E IS B CUERF EAFIEED) -
FE-EERTET  BEEEZHEARERIRR KA ERER 2-8 HRE
FEERIES > NILEE RS EIEEL -

[0146] FE—EENITET REHPNVGE ST EEEEFECFRIER 1R
R GRS B Z AT TRV REH BB EL
al) IERAEIGE - GREHA — RS HERFER ENTT IL-23p19 fife > H

PRZAE R S EIE Ry 100-1000mg ; B — B RFEFBRVEHES T
WRIRIES - B AERDARTEEL -

[0147)] HE—EEHITED ZERFEREFH NI - EEM
IR SR SR R A o

[0148] FE—EEHITET B-NERAERBEAEORIERNVRR
—ReAEHER 2-8 B BUEEZRAR —AERIER 234567
B HENEH] > EEERRE —IEHERIRE 4 B -

[0149] FE—EEMITET ZERFERE LG T KNS Fl4
— R R~ ZREIK - BER - I RFENELS T 1-3 W - EEH > T
RAERIEGT 3R - (IR - IERAERESH I DMHESAHE - —
EE T ET B TERERFBERER  ZERFER R 4 BRfEETE

H

(01501 HFE—EEMITEF  —BERFERENIRAES TERKRES
AT DA R A R -

910375 528 B > 4k 54 H(HIFERED)



202500185

[0151] FE—EEHITES EEEERIERFEMERNRE —ERET
HEE1% 2-8 HEE TEERES » WIBREE AR amIgE: -

[0152] HFE—EBEERITET B ETNGE T EBEESERFEAR
BEEE © DA 4 BREFREA TR B BE A 3 RAEHENTHT IL-23p19 Jifsk > &
ZBETE SR —RFERE 2-8 AR EIERES Al T 8% 3 T
ReAEHE - FELERFERE K 100-1000mg ; 5 EE i HIERFEREE
HERIRIEE » RIEAGER ARG -

[0153] FE—HEEERTET ZHETNGEETEEERTRFBEER
FEEY « DL 4 ARREAEFENEERA 3 TEEBEIEAPT IL-23pl19 Hifgik -
Z BB - RFERE 4 BERRETERES > AIGTRESE 3 XE

RFAENE > BHELTRFEERER 100-1000mg ; B EWHHERFEREE
EEEIRIES - ATEAGER RIS -

[0154] HF—EBERGET ZHETEEERFERES 100mg -
200mg  300mg * 400mg ~ 500mg - 600mg * 700mg * 800mg ~ 900mg ¥, 1000mg
A DA » ZERFERIER LA 100mg ~ 200mg ~ 300mg ~ 400mg ~ 500mg
600mg ~ 700mg ~ 800mg ~ 900mg B, 1000mg > S E LR EHRAVEE - f
41 200-900mg ~ 200-800mg * 200-600mg F¢. < FAlH » L IERFFERIE Ry 600mg -

[0155] FE—EEH TS AEHHNGGEE )T Z BB AT T &
s S B 7 18 T THYGERT G RRPEEL « Fralith » sx 4R A RIS A AR R BAS Fral
HITE S B ERIE B 2 1 B TV SR GRS A E] -

[0156) HF—EEHTZETR » ABIPRVEEE T FEHE -

910375 529 F - 3L 54 H(ESUERRIEE)
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a) FHEEHFIEE: | MARENEERA—XESIGEERIENHT IL-23p19 $i
B2 K amE % 5 & 100-1000mg ;

al) ERFEIEEL  RETT —TNERESRERFERELIH IL-23pl9 fillg  H
LIRS SR K 100-1000mg ; By > — HIE REFERI BRI AESLT

- ERRIEE - BEBEAGERDORIEE A

b) HERPORIEEL © % BE R — RS RERTBI BRI IL-23p19 Hiks » 55—
RERFFEERRRE —TFHERE% 2-8 B > HPZERRESER
100-1000mg -

[0157)] FE—E&EEHITET GaREBREEGBERA -SSR 4E
RIBIERYDLIL-23p19 HiRE - H P ZAEREER 100-1000mg - BHEM » FZAERH
EFEH R RS -

[0158] FE—RBRERITET RERFEIETUGET RIS - 1L
 REEFTRIE S H W DHEEESE - BE TS RERTIENR » ZERTIEM
~Bl 2345567 8 ENVRHIRETIEA - FR0H > RAERTIEDL
e 8 ERIRIREITHA - Rttt - GRN eI s — IR ERTIE
BfE 328 -

[0159) E—REEEHIEY ZITETNGE T EERSTERAERE
B - B REFFEEREARE IO ERERIE 2-8 BEHAE - fla 28 -
3~ 4B 58 608 THEHNSE - BHEM B REFEIBEERFEIGE
e — T RF BRI R 1% 4 B -

[0160] FE—BEEEEITET  ZITEPEERFBERBEL - DL 4 810
FEsRE FH 52 A RIS T B Y R T P A R B F T TL-23p 19 G -

o=y
4R

910375 530 5 - 4 54 E (RIS
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[0161] HE—EBEEHIEY  ZiEBEETEERFERELR AN
YEFET S B 100mg ~ 200mg ~ 300mg ~ 400mg ~ 500mg ~ 600mg ~ 700mg ~ 800mg *
900mg EY, 1000mg - F] DAFRfE » Z 4RI E % H K 100mg > 200mg ~ 300mg ~ 400mg »
500mg ~ 600mg ~ 700mg ~ 800mg ~ 900mg B 1000mg » B E P {EERIZLE KA
HifE > #1300 200-900mg ~ 200-800mg ~200-600mg Kyl ZHEFFHIE Ry 200me-

[0162] TE—EBEEHSTET » ZTETNGEETERBEEESE 12 B
REEEZERIELSNZHE T EEE A ERREMEE . 25 128 5 16 BRI
20 BEAZEEIREE DT IL-23p19 $HifE 600mg -

[0163) FE—HEEHITER FLERFERER EEREREENZH
BEAGEFEFEIBE  F—ERBEERARE - RERFEEE 4 BEHH -
BN IESS 200mg $1 [L-23p19 HifG @ 45555 5694 -

[0164] FE—BEEERTET » ZTEAEERARENEEFHRMALL IL-
23p19 Hifig - HP4egE i ZEEE ¢
a) FHEAFEIEE © D4 ANEIRE R IR A R EN R B 3 TEAER

ERPL IL-23p19 PG » B{ERFERIE Fy 200mg B, 600mg ;

b) ERIAEIGEL © DL 4 5 8 BRVHEIRRRE L & NS HRZ BB &R 2R
PLIL-23p19 Hife - F—REFBIETHH xE - RFERIER 4 FiH
(E4EFFEIE R 200mg » HPZinggE# CDR1 WFERFFIEsE SEQ ID
NO.1 s HEAARY - S CDR2 AR ENL 751H03E SEQIDNO.2 EiiHHEAR K -
B3 CDR3 HYHEERE 77| 045 SEQ ID NO.3 B H AR K Z i AeHYES# CDR1

MR AR 5t SEQID NO.4 SiiHE4H R » #€5# CDR2 Ry A IR FP5 s

910375 31 5 - 3t 54 HEHRED)
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SEQ ID NO.5 S E4HRY - #%3# CDR3 KRS 5115 SEQ ID NO.6 3
HAHRY » % CDR #55 ADM ARRIFEZIER -

[0165] 7E— BT ES I AP NEE I EERA TR LR
PEES ¢ DL 4 AR A BENEE R 3 KAEBBH IL-23p19 PilE - E
BETENI R — RN 4 B ETIRRIES - AATREE 3 WER
AR SEERFEAEIR R 600mg; 2 BN i IERT S B S I HRIE

& A AERDARIBES » BB R BT s — R 2 4
T > BZ T34 200mg $1 IL-23p19 Bl - 44558 5638 Hrp%H A4 &8 CDRI
FIREERIR PP 5045 SEQID NO.1 e HAR Y » 4 CDR2 A S5 IDE SEQ
ID NO.2 S HARRY » B4 CDR3 SEIAT1/HE SEQ ID NO.3 SE AR ;
S UBSHYERSE CDRI HIBEEREFF Y ELFE SEQ ID NO.4 SRETEAHRY » #8488 CDR2
RS P51 A SEQID NO.5 Sehy HAH B - 54 CDR3 AR 5113 SEQ
ID NO.6 B4R, » 3% CDR #56h AbM #HAIFEEE 7 -

[0166] #E—{EEHEITED » ARSIILEET R EHE
a) FELARIEEL 1 DL 4 BRI AR A B R RN 3 Kom R

BAH IL-23p19 A8 - EEFHEBE R 200mg 5 600mg ;
al) MERSAENGES 1 DL 4 RS ssiRe A BEA BB 3 LR

R AYT IL-23p19 Hilh - FHEEEHEERE S 600me ; Al
b) HERPARREES 1 bl 4 8L 8 VIRt B T s T R e P e

H1 IL-23p19 Hiflh - S—RUYERMRIEN ARG —]ESBERRR 4 Bt
A > EHELERTEIR R 200mg > LEEREEE 568

910375 B0E 454 HETRED)
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[0167] 1F—BRREHITED » B A BRI B 1L-

23p19 e - HPagE i mass

a)

b)

d)

A aRbe B ¢ DL 4 R R FRRE e AR L RS TR AV R 3 KR
BN IL-23pl9 §ifE - FHEFERER 200mé B 600mg ; FE55 12 BWRFHETT
Mayo 577 > 5HEZa A B IL-23p19 HUAGHVRCRU JE
EFPORIEE S 12 BRS BTG REE R 2 F BRI > DL4 58
FAEIRRRE B Y NS R 5% BB M R 4R BRI IL-23p19 Hifs - E4ER
BIE R 200mg » $GEERFE RS 4478 - ZalEnFEE 528 -
IERFEIRE: | 5 12 BRERAEEREIRIER N HE TR EE AR
BEEL > 5 12 ~ 55 16 BRI 20 BEEZ I [L-23p19 188 600mg AFAkE:
E 0 FESE 24 HRFHETT Mayo 5757 - SHEZHIEHHT IL-23p19 HURRHTRRI
EFPEFEIRE « 5 24 B RS EIE ST I REE T 2o E A LR
JERREE: o DL 4 BRIFERE H R T RS 200mg Hi TL-23p19 Hifle - FrEZELE 56
> ZEMREITEE 64 1 - FIHE 24 B RETERIEZTHZH B
B5E -

[0168] fE—EREEHITET » HiFIT R i TR SAs R HA0 % -

(01691 fE—BEEENET Ll aARBEE/DEE 1 4 S

JERRSCE R E B  a BHMEE/VERZIE | eV RIRL SRS B ER
ERFEAF o (Tumor Necrosis Factor-o. » TNF-a)fE i BIAIFR AT « SERFE

BE MBS RDIRPINESHRETSEMSRI YR - BEY LiUAHT

910375 EBE & UEETRBD)
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RS RRENZ b, GXEREYESRAE - SR TIED 1
% -

- TR SR AR R IS SRS

- R U R B SRR R |

- R A A6 H R R S SRR R

- [ JAK (Tanus Kinases Bl R0 SBR I SRR L SRS -

[0170] fE—EEMITFES » AFEERY IL-23p19 HifEHESH —{E N-
MERL(L I (TS 295 {ir KA BRRE - B - 75 —(HEEHE T - AT
51 1L-23p10 HIAL IR LATHURE » BIAIFESS 295 A BRI R LATHTE -

[0171] 1E—ESEHITRSE » 1 1L-23p19 HiE A S SHETEE VH A
ECPRTEE VL - i @ #E S SEQ ID NO: 7 FFIRELEAE D
90% - 95% ~ 98%K, 99%[F|—HEHIRFF ISR ATk AR » HESHRTI S 12 SEQ
IDNO: 8 EFFFISRELE BA T/ 90% ~ 95% ~ 98%zk: 99%/F — Aty A s e
SR :

FFF1(SEQ ID NO:7)
QVQLVOQSGAEVKKPGASVKVSCKASGYTFTSYLMHWVRQAPGQGLEWMG

YINPYNEGTNYAQKFQGRVTMTRDTSISTAYMELSRLRSDDTAVYYCARNW
DLPYWGQGTLVTVSS ;

FEFI(SEQ ID NO:)

DIOMTQSPSSLSASVGDRVTITCRASQSISDYLHWYQQKPGKAPKLLIKYASQ

SMSGVPSRFSGSGSGSDFTLTISSLQPEDFATY YCQQGHSFPFTFGQGTKLEIK

910375 5534 F - 3t 54 H(RIERREE)
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[0172) E—EEHKITEF FHAY IL-23p19 HIASE & E HEN/SEkE
Hrhez EfEf = SEQ ID NO:9 fyF5IE B H BAE/D 90% ~ 95% ~ 98%EK, 99%
& — MR IE R 75 4R - HE F a5 SEQID NO:10 HYfF3IEEiE
HEZ/D 90% ~ 95% ~ 98%EY, 99%[=— 175 SR 5 I4E R - TE—BASEH
JEF > % IL-23p19 PR A EENREN 1gGl B » HPZERES
SEQID NO:9 W73 BB B 2 /D 90% ~ 95% - 98%E 99%[FE—MEAY 41 EiH
ZFEAIAER » BE P EZIREEES SEQ ID NO:10 HyFFIEEiE B R R /D 90% -
95% ~ 98%EK, 99% (& — 1A FFIEHEA FF IR - E—EERITE T » AEEHERY
IL-23p19 PiisE & Wifdak B FEA T (GRaZ o ~ Bl M (s [RIHVEE E S RI R ERAE
[EIHVRZ ST - BHHEAH -

[0173) FE—(EEHEITEY » AR IL-23p19 FiEHE = SEQ ID NO:9
FIRAVEE#E LA K. SEQ ID NO:10 FrpVeks ; Flil > 5% IL-23p19 s S 2 /R
SEQID NO:9 ffi7REYE#EL f 2 f#k SEQID NO:10 Fr<HYESHE - B 2 % SEQID
NO:9 FrrEYE##E K 2 {6 SEQ ID NO:10 FrrHYES AR K -

FE51(SEQ ID NO:9)
QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYLMHWVRQAPGQGLEWMG
YINPYNEGTNYAQKFQGRVTMTRDTSISTAYMELSRLRSDDTAVYYCARNW
DLPYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPY
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPS
NTKVDKKVEPKSCDK THTCPPCPAPELLGGPSVFLFPPKPKDTL YITREPEVT

CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH

QDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQ

910375 535 » 2 54 E(@IRED)
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VSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS

RWQQGNVFSCSVMHEALHNHYTQKSLSLSPG
FZ51(SEQ ID NO:10)

DIQMTQSPSSLSASVGDRVTITCRASQSISDYLHWYQQKPGKAPKLLIKYASQ
SMSGVPSRFSGSGSGSDFTLTISSLQPEDFATYYCQQGHSFPFTFGQGTKLEIK
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNS
QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNR

GEC
[0174) &> 3% IL-23p19 HiA 2 PCT E 5592 PCT/CN2019/121261(E

PXEREEH @ 20194F 11 A 27 H > BE/ABISE W02020/108530A1) 18 EATHT IL-
23p19 Hife 17D1-YTE » i SEQID NO: 9 yE#EFF5IF1 SEQ IDNO: 10 1y
HEHR R Y AHIL - ia% BRI S I AL BB E2E NAEAR ST
R

(01751 FE—RESEMITET » ZIL-23p19 Hife 3 SEQ ID NO:9 Fy
NEYEREFFILLE SEQ ID NO: 10 FrrEVEgE 751 -

[0176] FE—EEHTES  KHIERY IL-23p19 iR 2RI - £—
[EERITET > AEPIRY IL-23p19 IS EMEDRES R B -

(0177) FE—EEEITET - &bt IL-23p19 HiR81E HEK 293 4HFfs;
CHO 4HpE R E4HRE -

[0178] ZZFHIHY TL-23p19 Hipg vl DARFCBYR B LT THEA - fidn
AZEHARYT IL-23p19 HASHYEIRIBE T K 100.0mg/mL HYHL 1L23p19 EREHIES -

0.76mg/mL HYAHHEEL ~ 1.08mg/mL HYEEREAH B ~ 50.00mg/mL FYLLFLES ~0.5mg/ml

910375 536 H - 4t 54 E(ZUESAE)
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HYEXLLIFYES 80 » pH6.0 - BfEM » 3% IL-23p19 HiAGAVALEIEE 75 5] DUKRIE PCT B
#E 5% PCT/CN2021/093219(EIFREHs5 H 2021 £ 5 A 12 H > EEAFSE
W02021/228113AD)FHEERIE S IL-23p19 iU - HEUHE 7 AR R
TIRETEE - BRI P EER O AR S EE S NEEARSCHFIH
_.;Fj% o |
EXRBEET

(01791 —EERHIZEET G5  HUENARIHIH L-23p19 Hi58 -
M - RS 100me-1000mg EERIE - 3% B I00 & B m P AT IR AR SE B4R 2
77 e P LAFART BOA R RIE IR ~ BIAEE SRS R 5T i R -

[0180]  ZAxSCRT ML B ArmIRIE E F IS B AR » B FERSES > Fi
AR S (R FEAFAREN ) BOR TR - X B AIAY o] DUR 8 FHRY/ NI ~ 228
TEFEFUES 28 - H & 1L-23p19 HifsVAREOREZR - B - ATt
BRI B BB SN ES 1L-23p19 Fiiamy Sk e Rz RIVTEES
FOEGER ©

(01811 TE—EEHEGFET - &% IL-23p19 Bl EN TR AU ST
M - X FREHTUER SR E & 200 mg/mL B¢ 600 mg/mL HY IL-23p19 HiS7AH -
B

[0182] —MEpiESES - HPEEAHANEREN IL-23p19 Hifl -
BigHt - BEatiiEE - HETAMINEERRRERDT IL-23p19 JiisTERE0E
R I EERS R AYEREAS -

FEH

910375 537 H » 3£ 54 HEHBAE)
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[0183] AZEHARYHL IL-23p19 fifle - BIHIEETT - iREHESERMETH
PIBGER RAEMISR « FIANES GRS R ERARREE R (LR TERE
BEAERE ROBVEE T IR

[0184] RILAEER - A EANTEEEA N AR T ENER - T
A EAIRHIAR - A5 EEIE T PR E N RERE -

[0185) FERIESSAHERI - & AIASL A FRFT A ST e B A A%
AR IR A B NS B VSRR 23 - AT RERER
BRI R AR AR BSE A A B E B BN E

[0186] ASIFrAtAMERE N IE - BT B ER T DUMERES 18
ARFESHE T EFCE  BERaASHT ENWER TR  EEEh T EhE
FREAN IR EE A -

[0187] ASCRTaltAv4aSE)7 ZZ(EFEEVER IL-23p19 HikE ~ SAEERIE ~ 46
22773\ ~ $REERIR - SAEEREESGER NS MEMEE —ERF B DB AR
AREEIRIVERE—EITHE - BN LFraleyEE—= /071 » T E. » A8t —(E77
HERTAUER BT B ERU R HERHEESEE T LBRREETS
T » Bl _EFratay S —2= /\J71H ° B0 » A5 — I E B — T ATy
ERBEHITER - BT ED ERUNEARH AT S FME AT EFriny s
=z/\UjH -

=yt

[0188) feft T AN BBk A S - B L B P& R

Y » A DMEAG 2R B A S BRI H E E A S ERVEEE - [k SRR

910375 38 3 54 HGHIRES)
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AT R E B EE B T © FRB RO E R A B A o] DA A%
U R TR A REAS S IR SR B FIHE -
B A1 SERIELIL-23p195i
[0189) #R#2 PCT HH555% PCT/CN2019/121261 Firiil - EAR4F R W& & IL-
23p19 HYPIEE 17D1-YTE - iR E7S SEQ ID NO: 9 fyEE &SI SEQ ID NO:
10 HYERHERP51) - PCT EREE5%E PCT/CN2019/121261 1R SLEEREHF AR SUE RS -
[0190] & » HUs{E CHO 4T SRR - SRAESERUBIT ALl
BRSSP IL-23p19 SRR - IRAGHTSCREN T A LR B A4
FTAH IL-23p19 HiReA M -
BB 2. SR TSR
2.1 BERPE
[0191] #8#E PCT H3E%5E PCT/CN2021/093219 Fift » 22 7 A28
BEEURIEE )T - ERETT S - BoBl 20 mM A9f4EES » 150 mM &/LER - FIEEREERAS
pH - EHES] 1 AYAL4E(ERY IL-23p19 B IEEHE] LR E pH ERVEER
s FETEO SRR 50 mg/ml ; HEIESEEETEMIE - 1% > HLE
[0192] HEEAVHIRSTEHEIEIERTT R © 100 mg/ml BELHHTH /M3 23p19 &8
EHiE ~ 0.76 mg/ml 4HRFES ~ 1.08 mg/ml EERE4H RS ~ 50.00 rhg/ml LIALER ~ 0.50
mg/ml ZX 111545 80 - pHG6.0+0.3 « ZHRZ R 5 845 7 A S BRI bR T U - 3
& Fy 100mg (ImL) /3 » BEAEFEMET - ERRBHERIAE - REENES
TRRE o REY) o S ERIBIRE AN ERES 3 -
[0193] AHFEAVLERIE SR # R 1 mL/3Z - pklEsE £ 0.76 mg/ml
AHAETE ~ 1.08 mg/m] BIFLAH AL ~ 50.00 mg/ml LUIZYEE ~ 0.5 mg/ml FXLLZLHES 80 -

910375 39 H » 3t 4 HEFRHEE)
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pH 6.0 - EEMSTEEETEMIAS - REBHEMIE  ROEMEERE /A -
2T SRR S 3 o R
B HES 3. ERPRBFE
[0194] AZHAMIHL IL-23p19 SRR GRRETY 1 BIEEPRIISE AR
T RFHLSMERITN 2 - % 3 SR A SR REG(TRAE)SE A - %
A4z ZR>5%H) TRAE FyiE5YERALATEE(20.0%) » LI AERIZ(14.3%) ~ St (11.1%)
HEEREEY A A R EA B AT AR DL EERHT
B IL-23p19 i — R R A BRI S A -
3.1 W5 HEY
[0195] FZEHAT:
REEHL IL-23p19 PLEEHE EA R P E BB S B B It 45 7% X (Ulcerative
Colitis » UC)BEZELRPREMAVERE
[0196] HREHHY:
FHESL IL-23p19 HiisFEa R H &GN MBS M AERE R BB E T ATE
E -~ ERGERR - NRERERE - ARBSIAERIE
HEDL IL-23p19 JifsdERNaR T ERUEEIM S HAERE R B FETIEREE
iz - BRPRIES ~ MEIRGE R - WRERENE - BEREmARE:
FHEST IL-23p19 SR & aRER e T EREFI RS R
EEEHEREEEENTE
RHEHL IL-23p19 GGG R aR b ERUSEERB ISR R B E
MZE 2t
AHEDT [L-23p19 HUisE R E GBI E AR X B EREEY g &

910375 540 B » 4t 54 H(SEEHEREAE)
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8
PHEBT IL-23p19 e E R EE VRIS AEE R B E R ERE -
3.2 Wik ET IR

3.2.1. BIEBEIKE
(0197 &x& UCHEMEIERRTHR: © DA IL-23 73 T EpE R E IR - &&
aiRREZ e  ARIEMRIEERNY: - BHEE SR eI ER
200mg Q4W 71 600mg Q4W > GERFEFEIAL T ELHIE R 1 200mg Q4W 1 200mg
Q8W 4B 87 2 #E T L HINISE -
3.3 Wiyesss
[0198] AWIFER—EZ L - WK - B8 - ZREHIREY I HER
F¢ 0 BHEDT IL-23pl9 HiiSA & R ANER e P EREEIEES SRR B E
(B Mayo 5F51 4~9 77 » EHBREER7>2 AR Z el - REIE
% 150 BIZadE - EFREY 30%~50%EY 2 E VR ET B/ V8 | EEY)
ERERAY » KEY 50%~T0%HY 25 E R B R ER YRR - &ENEE 6 8
B - e AR R E RS ARG R B RN 1:1:1 AL
wiE T2 3 EEFEaRA TR | 4 > BHER SREBEYEIEERE Ry
JBHRZE= -
o REGHEIEEL 12 EHVEEBRIEE I FHE AR DT [L-23p19 HiAE
A A B IRREIARENZ 2 - SRl AR ER T2 2 RA] ~ ST IL-
23p19 FifE 200mg B IL-23p19 Jife 600mg FEkEE @ 55 0 44 ~ 55 4 FANIZE 8

FRGEE - 1258 12 BIGHE S\ E BT e BN -

910375 541 H » It 54 E(BEREE)



202500185

o UEFRAIRIREL | ATEELAIRHE K NIRRT IL-23p19 PiisdER e B iR
BENEREMZ RN - 72 12 B ESIRRELN 2R E R E S R e
PEEL » iR BRI s B TR R T B LR B4 B NE
R SHERERERDL IL-23p19 HUESAVZEE - KR 1:1 RLLBIERTE
W BT [L-23p19 HiAS 200mg f7 514G 4 4EEE - SRR HT IL-23p19 Hifs
200mg S7 RS 8 MBAGEE - AGEERTEE S 4408 > TaEREESE 528
B LR A RRIE BT IL-23p19 fifie 200mg 7 TEEE 8 MHLEEEHTZH
o FES 16 ~ 24 ~ 32 ~ 40 FERT N ERNZEBI MR ERR

o BEREAEIERE: 1 755 12 BRREETEREE 2l B T EREE AR
FEMBED P i A S PR BRI B A R 2 RO B TL-23p19
HUES  MIMEREIERERBHAR(E 12 1)~ 55 16 A 20 HEEZ 1 1L-23p19 HTAE 600mg
ARSI > 7258 24 HIGFEHEIE 25 E HH1 IL-23p19 HiRRHVRRRUE - ZEIE
PRIBEHIZ SV B BRIRREZHT IL-23p19 HidE 200mg 7 TIEH 4 4 B4R EE - 4nZE
FHEZESE 56 1 ZEMRERHEES 64 8 | RAEEFRIREERZH BRI L
BT

[0199] =BT E S EARIERAER aFBERRFTERER
WR4EIR © IREIEE REH T AIRE: - B EE - B2 EUETHiAE
VEST R 22 T F A AHASE -

3.4 B AEE

[0200] AZEfRAE

TEIERVRZS B M NPT AR REFI AR -

(1) 18pRs Fiffes 75 BREVF MR |

)

N‘

910375 E A2 FH 54 B(SBHRFESE)



202500185

() 2EEEEHEEBRXED 3EA - BESE UC NGRS
UC ZErHIHSRE SRR

() BETEERBMHEEX » €ERR/ERE Mayo 5572 4 5 HREER 7>
2475

(4) ZRBEAEHERDEZS | BAEYERAFREGE R E A A YEAE)

4a. BREE/DEZE | BAYSEIRERZBREERSEAR T o (Tumor
Necrosis Factor-o, TNF-o) 5 iEIBILIF ARG - ZLRAEERIF - i
BRIAEPIESIREGIBEMBEREE YR  BEH LU A EN
FIEZBA M
- BEANE | RS E RS SR T RETH E RGN

EREAEESABEEEETHRELR) - B EFESEIRAERVE

TRECHEIEL ;
- RFEL  BRFERIEEIRIER R - R A SR RS S M R AT ER
Ei%:1

- Az B EASCRIER A R EE SRR E B EEHF -
A EREREVEFEIZHE - Fme Mz 1k
- [ERORR S-FEE/KIGRaFENMERKRIBEE AR  EBR/HFVAIRE
b 2o/ REIB(EERRIB)FEGHERD 2 B hiF e EEEERWE
INERES B > B4R e AR RSB R e AR B RS B EUREE YA
R FETIAREMZ

910375 43 H > 4k 54 HEHHRREEE)
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- EROIREREHER RN ERANNT  ERFEZEIEE) 30mg/R

MR EMREEFREIESEREED 2 8 » I EFEEEEIRRER
Zeaatd - SANE EE S EMBRARYN R FEI-AREM 2

- BERGFEIGE  ERFERERGRRERRIORFR 3 EH NREKE

WERBEZE/NEEN 10my/REEERER) MBS EE M RRET
TEIREAEEL ) SRS — (AR R B aR . 3 A NES -
{58 FH o PR SRR (G- B VRS B A L IR ) B RN R BN I . - e e i
2 6-FASE/D 0.75mg/ke KEFLEILED Img/kg/FoRRED 3
(& B S ERFER SRR AEINSER R SRR BB
REIN
{2 JAK (Janus KinasesIHIBL &R/ BRI AR EBAMNE - ERA
(B JAK fIHIBEER E G ERREE /D 2 EA - ERENEEE
TRIEAASASE - SN ZEYJHHRBRANYA BB A EEMY 32

6

(5) FEEREAEEEYRT - UC HEDEREMRRE |

910375

- INF-ofEfiBHEHZ/ 88

- NIBERRESKRENERZED 28

HArs eV HEERAZE) 825

- AR TR E/KAE IR SR (st i Bt S5-I B KGR AT E

FEmITHEZRD 2E; FeEM  IZVEFE-H2H
EEEZORENERZRRREER TRIEZD 28 BEER  RiE

/DEAEH 28

B4 H - 54 HEHRES)
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EERERZ (4 G P 617 (6- S AR IR B A PRI B HH e Rl e 22 />
2T 28 WREHERTREERD 48 ZEER Y MIEDBERR 4
i

R ~ iw=E ~ IR E -~ 6- S REN « DR - IFEEEE
B ~ JAK ANGIE/ SR aRE A 2D 4 8

HIGHE R E R GE AR B R SR S A BRI CREERS)
BN ERRERELD 2B

ER A KRR GE B AR R BB R SRR A BB E B E
Rz 28

THERER(O s EREEDERZED 2 8

BINERIERZED 2

R EFARIEEERNARSREREV 28

EEE AR AERZED 2

HitrslettamERED 438

(6) ¥y HAvseoiEig - B EaEF i R TR A F RRIEER
R R ET SR EERENEEREE -

HEPRITEAE

(02011 JEAESVZH\EAENRE TIER RS e s rM AR -

(D
)

A3)

910375

PRS2 BT T1.-12/23 F/EG 1L-23 Ry BIRDE R

R RBRIMIEGEHIG 3K~ R EGEIE R - RIS R - R T &R
A HERE ST R F R e A AR
UC R EE RN ERE KESE <15em ;

5545 H - 3t 54 HEHHE)
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(4) BREENF IR T E M EEIRHIREE

(5) FRIIEAIRN A - R S A CE AW RIAR VIR 26 i 2 R R SR s

. 2

(6) BRERRVEBIEEERE R FRBEZEIG VIR - ReVIBREIEEB TR’ -
(BB ASE I9MT ~ SSRGS 9T 5

(7) NIRBEMEE R R R Tt e B R e T i ry 2l

(8) EREERT2MEAN > BEEIMEREELID - B -« IBREE - a8
RENRME SR IR IR TR 0 - EEREEAT 2 A BRI R T3

9) FRBERHAZHERAREN - BITEAVSR LM ERER - IR
BRIR ~ PR ~ BBRER ~ FERRER ~ TP ~ TSSO |

(10) EREERT 6 {E A WER B E RIS B« BE BRSNS - JEEhlE
B4R » RIS - HBERE - & - oEREERG

(11) B EERAN B E REGZERT 4 (E BRI Rin Al 2150 - ERHIEER Rbatk
HI2 a2 IR AR RS IR BRI M CE IS I fosT - Pl TEAREE AR T0A
FERIE AR ;

(12) EXEEE ISR L - B RIMEE R R, - 1o MR -
A SZ R RIS R

(13) 5 BRE R SL (PR B ~ R EEAR - BB RS - SUEEERT 1
H WA ER s 2 Rt RIS R R E Ry EIPR s R - B4l
PREE B T BT RYIRRRSD) |

(14) EXEA S BEMEAR S 4 M - BN - SEER 5 FRF
T2 FTRE Ry EEAHE I AR M RIR AR SRR L - SRS ES R A/ERAE R

910375 : 546 H 0 3t 54 H(BHRPE)
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(15) TAI7A MR R o M R e SR (BB RT S FEREhVIkRaR HiREsE
IR R AR - e B IEEE SERADERRSD) |

(16) ER B REOBRRB A MBCE B EIZRBIEIR - SRS IR
s MIEEIMEE X EB/ER 0 2 QuantiFERON-TB 3 4 [ 40 f&
QuantiFERON-TB #%8 » (EF4EZEREG: T AIEBERGER(T-SPOT)IME]
o EERAERFEZ SBIIUBREZ AR |

(17) EFES ER=EREERT S TIEE 1R

- M4 H<80g/L ; B 4HAE - Pk dlbE - M/ MREEETEE<IERE TR
(Lower limit of Normal Value, LLN) > H &7 HEr R EFERES

- WA ERSAG(Alanine Transaminase, ALT) ~ FFIA I
(Aspartate Amino Transferase, AST) ~ 4E}&4T Z<(Total Bilirubin, TBIL}Y{FE
2 ZIEH _ERR(Upper Limit of Normal Value, ULN) ;

- BLEF(Creatinine, Cr)>ULN ;

(IR)ERERPRHEMELR - e MER %

- N E R E E (Human Immunodeficiency Virus, HIV)FTRSIH %

- fERRTGEE S R P RIAT 38 i (Hepatitis C Virus, HCV)PigEiatE > Bania
BEE S n oW e AR £/ 24 # HCVRNA [& %

- -B FF% 3 (Hepatitis B Virus, HBV)&i& 2/ Mu$E B FFR LR (Hepatitis B
Surface Antigens, HbsAg) ~ B H:F%Eﬁ%(Hepatitis B Surface Antibody,
HbsAb) ~ B FF#Z0 8 (Hepatitis B Core Antibody, HbcAb) » FRzs5EEE :
B FFREHLERFR M B HbsAg 2R - 2518 HbcAb [514 i HBVDNA
HgEERZGNE
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(19)EREERT 4 BN T EAER RIS B2 TR 8B STt 28R 5
{EF=HIA - et EITEF A B S AR RS
(20)EREAIATEEEY AT 12 (B R BRI - SETEHEIR IR SR K
FURERR 128 A NEEERE
QU ER{EFAFREEYHT 3 (8 B AR SR A - ST E e
RRWIFEEEERRY 3 8 5 NS S B R
(22) & REETESS R AR E E iR N R B R 22 - R YRR EE -
M/ B B B e B P R B
(23)EFEERT 12 {8 B NH RS R EEY R
QM2 ZEEEEIR - WAL - B L e a4 BER TR R IS 1
2S)FEWFERIRILL B Fe BE4a 2515 6 (B A WA £ B ETE] - SRR Bl
B A58 R Il E VB B () |
QOIAZTER /ENSERERRFHESNAERARE -
3.5. HZE4E R E R
[0202] SERRBFFERTEFRN BRI Rk B R SE « (E5E 4Rl
RYERRREF AV HIaR/AI5 - BRI’ E T TE - HIFREREE &
e — B2 E BRI KEESS -
3.5.1 TH3UAE 1L FVEE R
(0203 4NRABHHEERE - AIAF TR IF P L EHRATAR - - T
B IEWIRR— T IE 2 S ~ S - RN R A E AN X
SCERENE A HTFTAY R R - AISREASTIRATAS L B0 » R B IE & KR A
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% - {2 B8 (Fthics Commitiee, BC) » AHLELHTZEA SIS HIHEE o 1
R T » PR R BRI R, -

[0204]  FTAS 4R 1 S SE IS T EIE (ETR IR ©

. FEEEIERLEIETN - EAKSCR TSR ;

o ERCMEHHRIER TR R LTS

o AR RIS ;

o BUEREAYER R EIASTL ;

o BT TSRS -

(02051 RAZ2H RS B, - R
RC RSB B B BRI » BT TR -

[0206] 4Eesiies iR R SETIAEEEY) - S5 T » DA
SR E B -

3.6 B ETAS

3.6.1. Mayo 3243

[0207] “TE Mayo 3P4 OB EHRBE LSS % B B AR RERIE B 14T
Mayo .43 %45 » A1 2% [ B 5 & 5 58 5 % 8 45 B )8 (Food and Drug
Administration » FDA)ERS & FRSSEFARMTIE - FIFEERE, - El - Pl
= (TR - S 0% 95 -

[0208) (RO S TERAESP S BERTAT | BTG 3 FATHIE
3 RERRIH T E R TS B B K SR B IR - RS PSR
R
a. BEFTT IR - BEATEEY)
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b. REPHEREN/EE BRI FEUEE R O (B - MEEKRTUREE)
c. ERTBEBE/HIHIEARRAY 2 ROGIAIER M5 360 « Pt  JRIK T R scH
fthFl 7 2HEEY)) |

d. EEHEBEERN2XK -

[0209] “JEAR Mayo 53" BH5 R & N R SR R Mayo 5¥47 » 47
#O~657

[0210] “&R73 Mayo 5¥0 " BIE N2 NRSREIRI - Bl PE(E - e
ASERS SR Mayo 5¥o7 - & HIReHEERIRES - A ERSSEEE -

[0211) C“ERPREEMEEWIFAY TR, » BRI R Mayo gF o MR
073 » PEEIE=1 TLU R ARHFHEI<1 7 -

[0212] “EEIRFEE /EfE B Mayo sV tH R AR (B REIE=30% DL k=2 77>
3 AR MMER FHE R IR e E i R 0 08 1 4 -

[0213) “FEARGERR EAERHEXRERYD 0 034 1 2 HAEMm=F2 R 057 -

[0214) “PRERERE BN B Mayo ¥ PIMREEET IR 0 08 1 47
PRS0 By 0 oiF R R AR SR e 2 4% -

[0215)] “RERRm&" iR E R LABHREE 0L Geboes 15E
(Geboes, K., Riddell, R., Ost, A., Jensfelt, B., Persson, T. & Lofberg, R. 2000. A

reproducible grading scale for histological assessment of inflammation in ulcerative

colitis . Gut, 47, 404-9)4EHZ -

3.6.2. N ERiRE/AERG A G
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[0216] MRIBASTMIESFRETAGRHERE  WAENRERERFHE UC X
ERALAUERARA - RIRSEIRE BRI D RHERAE - MR RO M IHS:
AR R RFy B P BB ERHE

[0217] W?ﬁﬁ%ﬁﬁﬁ%%i@%ﬁ%éﬂﬁﬁﬂ NRSRE R Fxe P OERE

HPLEEECREIINTA BN GSRERIRER R ERETPOERR - BR
FEP R Mayo pF iR e P LR R E S -

[0218] &EREHSRE TR OER=HT OB ECEEIINR
HI B FARIERT H ERRETTRI A BT Geboes F BB A TAEG Ry

[0219] FEREREEALSR 15~20em RERMEESRETREA 2 B HZEE
R

A SERVCR M A UR ISR IS A SRR
L=

RN BIE 6 P - FrEEAVERE AL P LERE -
[0220] “Geboes {5 BEEAF " BIaEIFMmT 04K<0.3 1 {R<1.1-2A gK<2A.3>
2B &R~ 34 ~ ABFI SR 0 -
3.6.3. RIEMSRAEEEERNG

[0221) 3% fE M BB % 4£ 75 B & [ % (Inflammatory Bowel Disease

%

Questionnaire ' IBDQ)/&— EH &% 28 Ba =81 BB & 2 5 45 5 (Patient-Reported Outcome »
PROFHME LR - ANFHEREMSREAER GGG R BEREERATEEE
(Guyatt.1989) - R&E & T 32 {HHE - fMERE AN 4 HJ7H : BFETER - &
BEAR ~ B REE IRIF LG RE ST » DB 32 0 224 4 oy BUEE AR TEE BRI
3.6.4 EEHNFHEEGR
[0222] SF-36 =3 IEEFEIR R AEFGF(the Medical Outcomes Study
36-Item Short Form Healty Survey » SF-36)E— @i 25t =l S E B5HE T
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E > ERET FA RS 2 5 (VR4 55 E B (Ware, Sherbourne. 1992) » ¥
ZERE TR T TR - SSTUAERYRTLE - SF-36 &R 36 EEHMR > BETA
BEMSAE - AR EERRAE - BRSO - —MRIEEHINUL - B0 ~ 1L TURE ~ RRVBREL
TETREERE 8 7 H « B¢ 043 % 100 73 - S EkE AR S e HREET1/BC RN

DURRAT
3.6.5 BEPR1ESE
[0223] 4EFFERREIHEIRREIE B S T e 2EHiR) e MR mlE
IR ERPRAE 3%

« #87> Mayo sP ER4E R AR RES R Y Mg inzd 2 7
H.E#9r Mayo 5P 48¥HE>4 77 5 B
« #43 Mayo RE5TEBEHME>T 453 o BHERESHIVZHE T4 TRIB0EHE -
3.7 b
[0224] EBERERE  BIEMEH - ME(E - RES - WEES - &%
<R - B ERES °
[0225] ERPRIGE : GiERERE - Saiefled - 12 250 EE(ECG)
BREE IS IR ~ BT B ~ T ~ DB - SRS
3.8 BB ST
[0226] $REE 3.5ml &1 ~ Sy BEITE ~ 73 EERE I PK 2347 - 888 ELISA
MR ERE (B HRsHVRE - B PK 2BUETHR ST - EREEE0-
e ~ KB ~ BvIME ~ PALEE > AFEEAIR Cmax ~ AUC ~V ~T1/2
CL -
3.9 SR
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[0227] PREREY S ml &M ~ EEMR ~ 7228 F AT ADA R NAb 7347 -
NIRRT > A HE I SR R MR A E T TR R AR - 2 BB T T BT

ZET1AG(Anti-drug Antibody, ADA)RIF RIS (Neutralizing Antibody, NAb)HE M

B

£

3,10 BigesE R

[0228] BEEHA » ABEAET 141 Plstss » Hp e o
HES2 200mg 3% 600me HURBHIZ 2 K 94 Bl B2 S RBINIZ S B 47 BI(200mg
411:600me 4SRRI ELBIE, 1:1:1) - TE B SRR SRS CE 1238
T RIS B 72 Bl BRI B 19 5]« 1 ALIESAE
B B SR TR R » BRI B -

(02291  2%:Ebfin e S el A RS DRI A R Bk A2
AT T (58 - I S R S R PR ) A R 29.9% »
SRR P PRI B BB 47 FIk29.9% =14 i - HUlbERIE(E
I 200mg Fl1 600me) bR EPR I HyZ S L FIBE R 72— 14-58 B (1 » 25
BT S BB = SR A BB PR Y 2 B0 P
S £ R S PRI S BT B LB, S8 172 (1=61.7% » B ELBISLS—
B IL-23p19 EEHEHAS Gusellumab TEE B IGE R ARG AR TR EL B - 1B
BT PG RS 200me T 600me)eh HEEIH R G AR IS E 1
16.0% °

(02301 ATFZEHTE ASURTT » ARSI ST 5 HEF 1L-23p10
SR ST A 3 R R P 6 R S R
SEe BT+ 3 LGB BT -
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(02311 DLEHM T AR REMEE 5% > SRFBEIrRsh 2A
AENFEEEERENS  EERENFTER RO EASIHENVEEEAT L
ETHEEEE R EENES - L REHARR Ty B EEER T % -
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<?xml version="1.0" encoding="UTF-8"7>
<!DOCTYPE ST26SequenceListing PUBLIC "-//WIPO//DTD Sequence Listing 1.3//EN"
"ST26SequenceListing V1_3.dtd">
<ST26SequenceListing nonEnglishFreeTextLanguageCode="zh" dtdVersion="VI_3"
fileName="910375F sx % #| %&. xml" softwareName="WIPO Sequence"
softwareVersion="2. 3. 0" productionDate="2024-07-12">
<{Applicationldentification>
<IPOfficeCode>TW</IPOfficeCode>
<ApplicationNumberText>11312281</ApplicationNumberText>
<FilingDate>2024-06-14</FilingDate>
</Applicationldentification>
<ApplicantFileReference>PF240517PCT</ApplicantFileReference>
<EarliestPriorityApplicationldentification>
<IPOfficeCode>CN</IPOfficeCode>
<ApplicationNumberText>202310717065. 7</ApplicationNumberText>
<FilingDate>2023-06-16</FilingDate>
</EarliestPriorityApplicationldentification>
<ApplicantName languageCode="zh"> k&M 1ZiE A M8 8 (M)A RN 3
</ApplicantName>
<ApplicantNameLatin>INNOVENT BIOLOGICS (SUZHOU) CO., LTD.</ApplicantNameLatin>
<{InventorName languageCode="zh">4%, #5</InventorName>
<InventorNameLatin>QIAN, LEI</InventorNameLatin>
<InventionTitle languageCode="zh">F it a N £E23pl9a Ay A 6% R EMF R T oy
A £ </InventionTitle>
<{InventionTitle languageCode="en">USE OF RECOMNINANT ANTI-INTERLEUKIN 23P19
SUBUNIT ANTIBODY IN THE TREATMENT OF INFLAMMATORY BOWEL DISEASE</InventionTitle>
<SequenceTotalQuantity>10</SequenceTotalQuantity>
<{SequenceData sequencelDNumber="1">
<INSDSeq>
<INSDSeq_length>10</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 10</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql">
<INSDQualifier_name>note</INSDQualifier_name>
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<INSDQualifier_value>VH CDR1</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 10</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q2">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GYTFTSYLMH</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="2">
<INSDSeq>
<INSDSeq_length>10</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 10</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q3">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VH CDR2</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 10</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q4">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>YINPYNEGTN</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="3">
<INSDSeq>
<INSDSeq_length>6</INSDSeq length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 6</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="gb">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VH CDR3</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 6</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
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<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q6">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>NWDLPY</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="4">
<INSDSeq>
<INSDSeq_length>11</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q7">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VL CDR1</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q8">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>RASQSISDYLH</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="5">
<INSDSeq>
<INSDSeq_length>7</INSDSeq length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 7</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q9">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VL CDR2</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 7</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql0">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>YASQSMS</INSDSeq_sequence>
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</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="6">
<INSDSeq>
<INSDSeq_length>9</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 9</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qll">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VL CDR3</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 9</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql2">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QQGHSFPFT</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="7">
<INSDSeq>
<INSDSeq_length>115</INSDSeq_length>
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<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 115</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql3">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VH</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 115</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql4">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYLMHWVRQAPGQGLEWMGY INPYNEGTNYAQ
KFQGRVTMTRDTSISTAYMELSRLRSDDTAVYYCARNWDLPYWGQGTLVTVSS</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="8">
<INSDSeq>
<INSDSeq_length>107</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
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<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql5">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>VL</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 107</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql6">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DIQMTQSPSSLSASVGDRVT I TCRASQSISDYLHWYQQKPGKAPKLL IKYASQSMSGVPSRF
SGSGSGSDFTLTISSLQPEDFATYYCQQGHSFPFTFGQGTKLEIK</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="9">
<INSDSeq>
<INSDSeq_length>444</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 444</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql7">
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<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>HC</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 444</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql8">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYLMHWVRQAPGQGLEWMGY INPYNEGTNYAQ
KFQGRVTMTRDTSISTAYMELSRLRSDDTAVYYCARNWDLPYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLY I TREPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
VLTVLHQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHY TQKSLSLSPG</ INSDSeq_sequence
>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="10">
<INSDSeq>
<INSDSeq_length>214</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 214</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier id="ql9">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>LC</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 214</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q20">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DIQMTQSPSSLSASVGDRVT I TCRASQSISDYLHWYQQKPGKAPKLL IKYASQSMSGVPSRF
SGSGSGSDFTLTISSLQPEDFATYYCQQGHSFPFTFGQGTKLEIKRTVAAPSVF IFPPSDEQLKSGTASVVCLLNNFYPR
EAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC</ INSDSe
q_sequence>
</INSDSeq>
</SequenceData>
</ST26SequenceListing>
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[ EENEE]

(oRoEL] — RSO GRSEER « BeE RSk T AR
Frvk + BT AT IL-23p19 HiHE - HehaHE S
o) BRI U R B — R K AEATH L2310 FiE

PR S E B 100-1000mg ; Al
b) MERPARIEE IR — K KRR TL-23p19 HUl » 55—

R RN — RS 28 B EPREREE A

100-1000mg :
P HSE S CDR1 HOMEREF71f04E SEQIDNO.1 S(iiH4AH » H§H CDR2
AR R 745 SEQID NO.2 SkF-ELAR Y - %8 CDRS HHERs 345 SEQ
IDNO.3 SHIELARRY § 25 AATHCHE CDR1 fBEAEARSIT4E SEQIDNO.4 5k
4R » B588 CDR2 HUBSSRRFFFIELEE SEQ ID NO.S SHTHAL » £548 CDR3
HOMEE RIS SEQ ID NO.6 STEAH, -

SR SRR | BRI - e R TR S5 A

RS e R B B TOO RS -

(35R7E3] AUSESRIE 1 o 2 B ok » Seb— LSRR A A T
EOPRIE - B AR ARTEE -

(S550084) AUSERIE | T 3 DIE— RIS - Eob MR A 1-
3K BEI R |

(SoR0ES] AERIA | 5 4 HE—TERRATA - SRS R
B YRR 4 BRI | USRS KRN - R
201 4-8 BHORIREHEI -

910375 B1H > #3 H(BHPHEFHE)
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[FRIE6] WFHKME | E 5 PE—TEATA TS - K8 —REREIEE
R —REFHERIBHVE 1% 2-8 HIF - BE 4 B -

(EE3KIRT] 455K 1 & 6 PE—IHFTEYITE » RITERTREOARE
BMEEERE X (UCHITT% » 25 R RIS BB EEF T IL-23p19 Hris » &
e EE TR
a) AR B DL 4 BRI RA REEEE 3 ZEH A EHIH1 IL-23p19

bifs » HrPEEFHERIE R 100-1000mg ; Rl
b) 4ERFERIREL ¢ DL 4-8 I RARRIR 32 B N A 4R = AYH IL-23p19 Hifs
F—REFBIEERFRE—IGHERIER 2-8 i - HPEEEREE
y=3 160-1000mg ;
Rz e B CDR1 HYREEL 75 EHE SEQIDNO.1 BiHHE4HRY - Ef# CDR2
AR FP 5 B E SEQID NO.2 B E4HR - E# CDR3 HYRZ AL /75 155 SEQ
IDNO.3 SFHEARRY ; 5457 BRIk SE CDR1 HIEERE P51/ 04E SEQID NO.4 B
HAHRY - 888 CDR2 RYREEEEAFF5/EHE SEQ ID NO.5 SR AL - #5# CDR3
HIRERE 75 HE SEQ ID NO.6 B HAHAR, «

[EE°RIES] AUE5KRIH 7 Ariltiy )ik » B UC B EREEEEER X -

[FERIHO) WIFEKIE 7 5 8 AiteN /57 » bR S SR R £ 51 i
- M/ Bz e R E RS R TR A -

[EERIEI0] 05K7E 1 2 9 E—IEFTIEY 7% Hh » R B RPRES
BA 4 AV RFE EHRR AR R A R EAVEE A 3 ZEFERERIHT IL-23p19 $1
E% 0

SERIHI] MEEKIE 1 2 10 MEIERTIIN % - B fERD G

910375 F2H > 8 H(RIPHFABFEHR)
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EZ o DA 4 HEY 8 BEAVEIREHEH X T EE M7 TN R A 4R E AV IL-
23p19 Hifk -

[553KIA12] 40E8KME 1 £ 11 PEM—IHRTIRY 7k - H PR sEs
£ 5 100mg - 200mg ~ 300mg ~ 400mg ~ 500mg + 600mg ~ 700mg + 800mg ~ 900mg
2 1000mg - BHE{EERELERAVEE -

[EEKIRI3] 40E55KTHE 1 2 11 PMER—IERTIERY T - b EFERE

£ 200mg o

[E5°KTH14] 4055°KTE 1 2 11 PR —IERTIHY 77k - HhEEFERE
5 600mg
[FEKIR15] d0EF°KIR 1 2= 14 PEM—IHATRITE - HpERREER
FISE—REERFRIER DL 4 50 8 ARVRIRHEA -
arKIE16] AEEKIE 1 2 15 PR —IRRATZHY 775 - B — YR
ERNER ARG — TR ERR% 4 BRI -
[FERIELT] KA 1 E 16 PREA—IERTIRANITE - HhEEEREE
%5 100mg ~ 200mg ~ 300mg + 400mg * 500mg * 600mg * 700mg » 800mg * 900mg
1000mg » B AL B R4 AR -
FFOKIEI8] HWIFFKIA 1 £ 16 FE—THFAEV T - HPEEEREIER
200mg -
[FEKTH19) 40E5°KIHE 1 2 18 M{E—THFTIAY 705 » HP4EEE )7 2
a) HEEHRIEE © DL 4 BRVEIERE O AR R EE A 3 KEHEH
28951 IL-23p19 $ife - FEFEERIER 200mg B 600mg ; 1

910375 3 H 3t 8 H(RIHRFEEFIEHE)
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' b) “ERRARRIEEL © BL 4 B2 8 BARIIRHE A TN I B E R R RIEN
HLIL-23pl9 Hik8 » E—RERNRIBEHARE —XGFERIR% 4 BH
EERFRIE R 200mg > 4LBERFEESE 44 15

SERIEN] MEFRIH 1 £ 9 PEIEFTENITTE - R GsE R amES
B A RIEE 2 B MR SIS B R THYIE REF EIE R -

IERREIRE: | B ETA - RESTIERFEREATH 1L-23p19 Hi -
HiZ e RAERIE K 100-1000mg ; S » —HERFERENHAELT
HRPRIES AL AMERORIGEL -

[EERIA21] AIFEKIE 20 Fratey)sis - B ERFAERI ST
T

[EEoRTE22) A553KIE 20 B¢ 21 Fraltey 7o - e RFERERA 13
RBEIR -

[FERIH23] AIEERIH 20 & 22 PHE—IRPTIAY T P EHSTER
HARER  RERFERIED 4 BRI -

[F5RTE24] WFERTE 1 £ 23 PE—TEFTlH 7% » HbaEEnE8es
ERFBEISE - DL 4 BEREARENEENS 3 XFHERIEAYHT IL-23p19 §1
B AR EETHHRE R ENE 2-8 BRRETIERES  AlETZE
3 RERFER R - BEERFERES 100-1000mg ; X5 BE R HE RS
B BELEARES > R AGRIGRTSES -

[FEKTE25] A15ERIH 24 Aty sk i A Bk — R SR E 4 Bk
BEARETEAES - Al THEE 3 RERFEAE - BEERFEHER
100-1000mg ; & & ¥ I RF SRS E L ERIES - AE AR ORIGE -

910375 F4H &8 HEHABHEENEE)
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-

[E53KIH260] AIEHEKIH 20 2 25 P E—IERTAY )77 » HPSE—RERFE
BE71E ) EaRIEERNR B —RFERENH A% 4 B A -

[5E3KIH27] ANE5KH 20 £ 26 P E—IEAIAYJ77% » Hrh A EERFFER
£ % 100mg - 200mg ~ 300mg ~ 400mg * 500mg * 600mg ~ 700mg + 800mg ~ 900mg
B¢ 1000mg » B E PR A4 i EE] -

[EEKIE28) A0E5KTH 27 FritiyI5i%k » o EE RFHEREF 600mg

[3%5R0E20) 4I55:K7E 20 8 28 spE—TEFTIRET T % » EIEEHEREE
F—TEEFTRIEIEE H S8 — T REA BRI 2 2-8 1B -

[FESKIE30) 4IRE°KIA 29 Frateyl7i% » HP e RFEMRETR - £
FPE BN H e — B RFERIR 4 BEfH -

[5EKIE31] AIE5°KTA 20 & 30 P E—TEFTIAY 7% » R iERFEIGE
% - DL 4 BHVREIRERE R A7 AN HA Ry B & T GERPEERVET IL-23p19 BT
A5 > B rpE{EERRIE R 100-1000mg

[EE3KTE32) 4NEEKIE 20 2 31 ME—THRTIEN T - PR ERHEIEE
1% » WE PR HERERIE R 100mg ~ 200mg » 300mg + 400mg ~ 500mg * 600mg ~ 700mg
800mg ~ 900mg B, 1000mg » B HF{EERIE4HAAVEE -

[FEKIE33Y IEEKYH 32 Friltdy s - HrpEE4EREIE R 200mg -

[EEKTH34) A03E°KTHE 1 2 33 E—JHEPRIEY 5% » HrP4aEE )7 2EHE
a) HEIERIEET © DL 4 BEHIRIiRHS hFsikin £ 75 BENEETH 3 TGAEH

EHIPLIL-23p19 G - BHERFERIE S 200mg B 600mg ; FlI
al) ERFEIEEL * DL 4 BAYRIIRE RSk L a A RENEETA 3 ERSS
BRIE R IL-23p19 Jife » BEERFHERER 600mg ; Al

910375 E5H L8 HEHPFEBMNEE)
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b) (EFPERIEEL 1 DL 4 5l 8 MIRIREREH K N M B A 4R ES
P1IL-23p19 Hife S —RERFBIRERARE —TERHERER 4 Bt
SELYERTRIE R 200mg - GZERHEEE 56 1

(E53KIE35] AEEKE 1 2 34 PE—TEFTIAYIT7A > HF &Pt IL-23p19 i
AEHVE = E —(E N-JEEALALES - A EEEs 295 it RAERNY -

(F5KIH36) 4055KTE 1 £ 35 PE—TRRTIAY TR » HaZdi IL-23p19 $71
RESEFHTTEE VH RHETEE VL EEfEE S SEQ ID NO: 7HF
SUSKELEL BA Z /D 90% ~ 95% ~ 98%EK, 99%[=l— Ry FF [EkHs% 77 IR, - HE
#E T ZE A5 SEQ ID NO: 8 (YfFFIEEE BT E/D 90% ~ 95% ~ 98%EK 99%H]
— MR YIS F Y AR, -

[E53KPE37] WI5EKA 1 2 36 PE—IFEAIRYJ57% - Fazdn IL-23p19 4t
fare 1gGl ZUGiES - BB Lo BRI - 2 E# S SEQIDNO9 iy &
HZED 90% ~ 95% ~ 98%EK, 99%[a— 1 HIFFH IS FF IR - AR ZEiEa &
SEQ ID NO: 10 5¢8 2 BHEZE/D 90% ~ 95% ~ 98%5K, 99% [E—1EHIFHIE i 7
FIRRL °

(EAROR38] AEFRIA 1 2 37 pE—SAmay)siE » ATl IL-23p19 i
#efl & SEQ ID NO:9 FrHYE## LUk SEQ ID NO:10 FryRHVEEHE 5 S0 - it
IL-23p19 HTASE 2 2 {fk SEQID NO:9 ARy Es# A K 2 ffk SEQID NO:10 A7y
§EGE - 5¢ 2 5k SEQ IDNO:9 FnrVEE#ELLK 2 fi SEQ IDNO:10 FyRHYEEH#EAH
B o

[FRKIF30) MNEEaKIA | 2 38 {E—TRFTHAY 30k » Hohakdt IL-23p19 £
HEFE HEK 293 &liffEsl CHO {if B4R E -

910375 %6 H » Ik 8 EH(SEHHFHFEE)
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-~

[35R7E40] —FEFNTEREOARER RS « PIAE B A I R e R A
WHYHT IL-23p19 18 - H P a8 CDR1 AYREEREFF1A4E SEQ ID NO.1
SERH AR AR 68 CDR2 AYREELIE P50 SEQ ID NO.2 By EL4H % » 4% CDR3
HYBEESIE 51114 SEQ ID NO.3 SREHELAR AR, S PiASHIRES CDR1 ABZEEAFF
5f0#% SEQ ID NO.4 i H4HRY, - #58# CDR2 AIBERERFIEE SEQ ID NO.5
e AR AL - #E4% CDR3 (LRSI ELHE SBQ ID NO.6 EHHARRY » FIE
RS EE ST SR
a) FHELARIBE: WA RENEERA — XSS RFERE0I IL-23p19 Hifs
H AP A REAIE 4 H B 100-1000mg 5 Rl

b) 4EREERIREL ¢ [ BN — RS KRB I IL-23p19 $i8E » 55—
KGR RIE IR — R EBR R 2-8 BEH - LT EREER a5
100-1000mg -

[353KTEA1] 4shoRIA 40 PRt A FRRET IL-23p19 s » Hrhasme
JTEEMNGERIE 2 57 M1 9 F 34 sp{F—IEATER - AVEE 2T IL-23p19 Hik
YEERIE 35 I 39 PEIEFTES °

SROKIR42) —TEDL IL-23p19 HiAs R Sf A THIASC AR S EMEISR - B
A e 3R SR AR R VBRI PO R - P B ESE CDR HINCERES
FFFI0#E SEQID NO. 1 BREHELARIR » B8 CDR2 BB AT 5 4E SEQID NO.2
SEHEAARY » B8 CDR3 (YREERL YIS SEQ ID NO3 B HARRY § 2ibiss
HYESSE CDR1 BB ERE P 4E SEQ ID NO.4 SR E4REY - #%5% CDR2 AUBE:
/75648 SEQ ID NO.5 SteiH4AfL » #558 CDR3 HUBFEEEFFF 4% SEQ ID
NO.6 SRFHEARRL » FIE PRI A s EE I 4ASE T S FE -

910375 5 7TH > 4 8 E(SHEREEFERE)
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) a) HEGHIEEL M RENBERA RS THERERIT IL-23p19 S8
H ez A EEE 2 H K 100-1000mg ;

c) ERPEEIEEL @ Mk BEEA — IS ERRIETT IL-23p19 HifE - F—
REFHEEA R —XFERER 2-8 AR > HHFZERRESE S
100-1000mg

[E5KIH43] AIE5°KIR 41 ity iR - Hh4EBE 2 FEKIH 2 2 7R 9

F 34 PEIFEFTES - M/EEHZI IL-23p19 HIRSAIFNKE 35 £ 39 Pt—

THFES °

PROKTEAA] —RERESE R - HPESUEEKE 1 2 39 PE—THFTEERN
ARERIDL IL-23p19 JiG © BEM - BEaESEH - HEIERNEERSE
RHT IL-23p19 HIASTANTECAR SIE ISR « PR EAERE K Bor e RUR TR

Eﬁi

Eﬂ>

[E5°KIH45] —REUIEESKIH 44 ﬁﬁ I RESE e BT B A R SOE S
W~ BB B IEAERS X BT BRI EE T RV R R

910375 8 H - It 8 H(RAFFHENEE)
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