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The present invention generally relates to the treatment of Crohn's Disease with an anti-IL-23p19

antibody, particularly dosage regimens for the treatment of the disease.
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The present invention generally relates to the treatment of Crohn's
Disease with an anti-IL-23p19 antibody, particularly dosage regimens
for the treatment of the disease.
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[0001]) ARIFIHRE HGBANLAGS G2 NBIL-23 2 RETTpl9 21
Ae AR T E R AE(CD)RY J5 0%

[oeRidsdin ]
[0002] CD A 23R - HEE R REEZE ZRAFERA Z 18 M %
W REOEZIIMZEBE ZEME T EEESR RCGEE 23 HIEE

“EI ) B CD > i 5 (Baumgart D C & Sandborn WJ, Lancet, 553694,
F1641-57H,2007) - fE R EIEEMERECGEE B B &7 REERER)
RS - ASEERES - 83 - = - &1 - HIBH M RIENEEE - AR ER
ZBERERFERAENE » HPRE S BEEERE - RBE - ENE
R T2 PHZE - B3 & ANEIRCEERT 2 B2 B A TR MEI 2
M ER ##E) i E RS CDH (Lichtenstein G RZE A > American Journal
of Gastroenterology * F113%,5481-517H,2018) « [EREE 7 /6% H
B PERIEAN L CERG B R R & -

[0003] IEE{THIL-238 0B R /aFE R RR/% R FER - 8HE
BMRERR BRI E —HIEEHEYE B & ER < ER
(ustekinumab) » H 580 & i B B H 5 (FDA)fEE R 6 R |~
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Hotp40 s AL - HE e Wi AR A T o IR R RITL-23 © TL-125%
& FHET AT I Th1 4R SR E ~ HERFHETTh 1 T4 AP B - R BE B AE 3[R
Hi B ] p40 2 il 2 BEPRUE M - BRI FE R > BB HETIL-23/Th17/IL-
17 e il e LU 5 88 0% 38 ¥ (Monteleone G2 A » Mediators of
Inflammation > & F AR > 20094E5 H27H) o 45 B8 IL-23 X E Tp19
2 BT 2 AL A K B PR BE R JEME (Sofen HZE A > T Allergy Clin
Immunol. 2 133% > $£49% > 5 1032-1040F > 2014 ; Kopp T A -
Nature > 55213 » 55755198 > 55222-226H > 2015 ; Krueger ] GZ A > J
Allergy Clin Immunol. » 5136% > & 19555116-124 ¢7H > 2015) - IL-23
pl9- 5 2 M Hi #8 /8 B 58 B {£ CD o A7 & IR )& 7 (Sands B E% A -
Gastroenterology > Z5148% > 55495 > WM 1 > S163-S164 > fEEH 830 >
2015 ; Feagan B GZ A - Gastroenterology > 585150%& » 458 » |1 -
S1266 > fE812a > 2016) o

[0004] fif A3 $1 IL-23p19 #i #8 =~ CD J& % 5 & & .~ A WO
2014/143540 A1FEWO 2017/048901 A1 -

[0005) {fFAE ¥ E AT B A AR 2 A GG R (Pl > 5a’ 21
W~ EMER/EMZENSE) 2 CD 2 EREENTEE - 52 IFE
EEWMNEEG 2G5 X XAVE R ERE - HADGECD FHEfE & EY)

[IANE]
[0006] [NIL > fEASH ZFE—RBET > EE-EARGHECD L
fZE > HEaRBHEREFEMNEERR 25288
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BE&49200 mgZ 491200 mg 7 % Fl| B B
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RE—BIARERE L R FZEERAE DR EZ
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[0007]) ARG EZ S—EHHT

2 CD i £ EFECD -
[0008) FEAEE YA LA —FHEHIT » 2% 8% E SR IEIT
1Y <
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[0009]) FEASEIH AL —BMEERA T - ZE
AR

[0010) fEARFH AL S —BERMEERAT > %82 EEYRE
AR IERTHY o

[0011) FEAEE k> LA — B -

FES
& 47200 mg ~ 47300 mg

2/ —HFEERER

+ 27400 mg ~ £9500 mg ~ 29600 mg -~ 49700

mg ~ £J800 mg ~ £J900 mg ~ 491000 mg ~ £91100 mga(4y1200 mg .~ & K]
ELE -

[0012] FEARZFIHIAL —H

WEFERA T - &2V —HFEENER
28900 mg 2 H A EL BT -
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[0014] FEARFEHF T AL —K

PEEE BT - LLEV4 R E % B

Gl =R AT & -
[0015]) FEARSEIR HEZ NS—EHH+ -
FE A AR N B E T 8L o
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BIFEERE ZRNIEN2ERZEMRN AR E > AlFZEgikizsb—
BT fRafk BRI & 2 %A B B > H oS B R R — KT & 55 5 R
B RNIEQI 2B EMR N R E > AllE 2 8 A 5 2 /D — B
B ZEMERD > BH PN EE 2 B SES-CDEY /7 HH ¥ 7 A 4R Z (K
50% -

[0017) {EARFIH AL N S—EHAT - HiZ B EREE R —
Bl B8 AR &Y 4R AR S IE > Al &
=ik EHE -

[0018]) AEASEHH AL N —E G T - H LLEy4 58 i fm e 21

2RI 5% B &£ -
[0019]) AEASEHH AL EEEHA T - PIY4E R R =T

[0020) FEARBHGTEZ XS —EHHF » Z(EERFEEE
449200 mg ~ 29300 mg ~ 49400 mg - 8500 mg - 49600 mg -~ £J700
mg ~ 7800 mg ~ £J900 mg ~ £J1000 mg ~ 71100 mgaE;4J1200 mg .~ % Fi|
BB -

[0021] ®fEH > Z(F)IERFEEE R Z4200 mg ~ 49600 mg -
£J900 mgB¢&y1000 mg 2 % F| A7 -

[0022] FEfEH > Z(F)LERFEBEEZLI00 mgZ HHEH
i o

[0023] (EAFBHGEZ XS —EHEIF - 3% (F)—H - WEIE=
B AL 575 BB = (585 FH AR AR A = 48 8L -

[0024] {EARFBHTEZ X S—EHHIF  Z20—HEREER
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4 %7100 mg ~ £9150 mg ~ 49200 mg ~ 29250 mg ~ 4300 mg - 49350
mg ~ 7400 mg ~ 4500 mgE(&J600 mg 2 FIFLEHT -

[0025] fEARZHTEZEEEAIF » 20 —HERHERLEL
300 mg Z F A EL BT -

[0026] fEARZHGEZ —BERMREE/AF » 20 —HI4ERHl
EH 28200 mg L #HAEHET -

[0027] fEARBHGEZ X S—EHHIT > £ AR E—EFEER
BZ@2E16BEHZ 2/ 0 —RIEREE -

[0028]) fEABH AL X S—EHHIT > %A RE— B ER
BB - &3 ~ @48 ~ L5 - 6 ~ 7 ~ I8 ~ LJ12HE
K6 B 2 /D —FIE R R & -

[0029]) fEARZHITEZ XN —EEEAIF - LR —EHE
R & 2 2 4GB 2 /D —HERH & -

[0030] fEARZHGEZ —BERMEERE/AIF - LR —
HETE %8RI /D —HIGERT A E -

[0031] FEARZHITEZ X S—EHaEF - (7] 87 T B2 B4R Kl
EHEFALHERE —BHERE 222168 E —BERE = -

[0032] fEARBHGEZ X S—EHHIT > £ A RE—EFER
BB - &3 ~ @48 ~ L5 - 6 ~ 7 ~ I8 ~ LJ12HE
416 L LS — e P R -

[0033]) fEARZFHITEZ N —FEEEHIF - LR —EHE
B & 2 24 AL BLE —RIGERE & -

[0034]) FEASEH AL —BMEEEERAIT (£ ARE—H
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i BRI B R8BSR —FIMERHIE -
[0035] FeASHGFERZ N S —HEH T > LRS- HERTE
ZARLAEYAE ~ &8 B 1278 [ P e B2 — B 2 T HLAth e R B &2

[0036] fEAZIH AL X —HEEROIT » FEReBLE — B4R
B 2% L4 PR & B — B S B A AR R & -

[0037] fEARBH AL X —HEEROIT - FER B — B4R 5
B 2 1% LIE) 88 R PR £ B — B S I M AR R & -

[0038) fEASBHTEAZL N —FEEHHIF » & (F)ERFEEHRE
HEZ MRS e -

[0039]) FEABIHEZ N —EHEERAIT - Z T EAEE ¢

a) FEMAFIRNEN B Z BB =R ERE 2 mAEEG - H
Zin BRI EEE900 mg ZFEAELE ¢ K&

b) DA&y4E B8 FIfm #E M i T L 5 |1 8% A 3 F P A R I & 2 3 A
EH > Hopfp iRk —HE SR 8 2 % §Y4 8508 8 1 B 5 — I 47
HE > HHEPSEREREES200 mgs300 mg 2 # A EHIT -

HiZCD Ry EEEECD -

[0040] fEAZIZ N —EHHF o &8 & EEG I FE AR

iy o
[0041] fEAIH 2 —BFRUEERS T > &% EEEAEVHEGE
[0042] fEARSIH 2 5B MERAIT - ZEFEEDHEEHE
TR IESHY

[0043) fEASFH G AL N —FEERAIT > L4 BEFERRLE=

6 HEEWHREHAS)
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BIEE BRI & 2 wAERED > HAE&H

e — T H B 2 54V RL I
— B -

[0044] fEASHZ S-S > EE-TEHEHAKRCDERE T ZH
MEBEDG > ZiaFEEa

a) [Fl % B &% B /D — T

k

5

B ZHEAERED > K
BE£J200 mg £471200 mg ZHEAFLEH ¢ K

b) 1EF& Bl
HAEED

Ok
i
hic

Hil

il

S

& — A ENE 2 & FZE

E RV —RIGERRE
HiZ R 28247100 mg£47600 mg 2 # HE B -
[0045) fEARSEHH 2 —EHEFIF > ZCDRFELERECD -
[0046] fEAFIH L S—FHMIF > ZE

CE S HGUE B R IIEEY -
[0047] FEASH 2 —ZFMEERAIF

i B E B ARG

[0048]) fEAR#H LA —FAMEE

EB@@HEP > %%1%%@((@‘&#@?%%[ Ny
,f:%/n\ E/\j ©

=l
i%

[0049]) FEARBHZ N E—FHHF 20 —HFEREESL
200 mg ~ 49300 mg ~ 49400 mg ~ 2500 mg ~ 29600 mg ~ 29700 mg ~ &
800 mg ~ 49900 mg ~ 291000 mg ~ 491100 mga 21200 mg ~ & F| F B
bt e

[0050] FEASR0H 2 —

WEERMT > 2D
900 mg 2 F| BB -

b —HFEERE RS

[0051) fEAR#IHZ N S—EHAHT - [FZEE el —m - B -
=W VURIHE R & -

[0052] AEASEHH 2 —EEEREHIT - LLEy4 B8R I R &% &
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[0053) fEA#MH 2 —BFRIEFEERM T > Z2/
(%8 T A A A i E A L

[0054) FEAXRBEHZ N —FHHF » E&E

Bl & 2 124 2 &1 2R LN LR S e > Allar ez g il 2 /0 — Rt &
s SRR ZFEAERED > HPEREE A RERE —FTREER
AR 2B EZE AR SE - Al Z &

FIE B

@
N
R

BT ) — T e R R
L e A 45450 2 96 5 SES-CDFT 4 A S 7 1 40 P .5 0% -

[0055] fEABH N —HEEFROIT - 5HZEFLRA

i & —
o B E 2R ERENRN SRR E > AlaZEE kil e b —RT&
s SHIE -
[0056]) fEASEHH 2 X5 —EHBIo > LLEy4 38 i b 4% B2 2 ik &
s SHIE -
[0057) AEASEHH 2 XN —FEEHA T - LLEY4E R R =T
=ik EHE -

[0058]) fEAFP LN S —EHHT > Z(F)LERFEHELZL

200 mg ~ 49300 mg ~ 49400 mg ~ 2500 mg ~ 29600 mg ~ 29700 mg ~ &
800 mg ~ 49900 mg ~ 291000 mg ~ 491100 mgak 21200 mg ~ % FI| A B8
bt e

[0059]) @M » Z(FERFEEE

47200 mg ~ 29600 mg ~
#7900 mg=471000 mg 2 5 FIE i -

[0060] & {£it -

Z(F)ERFEREHZE900 mg 2 % FIE H
f1
| 55 8 F (SR E)
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[0061] FEAFHZ N —FEEHRHF -

% (F)—H W B = A
HE % 55 B T B A 8 T AR AR A B L -

[0062] fEAR#HZNS—EHAT » ZE/ DV —HEFRHERLZL

100 mg ~ £9150 mg ~ 49200 mg ~ £9250 mg ~ €300 mg ~ 49350 mg ~ &3
400 mg ~ 7500 mgE(&J600 mg % F| AL B -

[0063) fEA#H N —FEEHH T » 2V —HEFRHERLZL
300 mg 2 #H FI BB -

[0064] FEASIH 2 —F MR EES

i
287200 mg 2 H BB -

pier > 2=/ — R R R E A

[0065) fEA#IH 2 N m—EH AT - ALRERE—HHFERE L
&2 1681 2/ — KGR R £ -

)

[0066] {EAIH 2 N 5—EH AT - ALRBERE—HFERE L
& &228 ~ €J3 ~ &Y4H ~ &95H ~ L9678 ~ Y728 ~ §I8H ~ {12 EET16
A 2/ D —HIERRE -

=y

[0067) {EA#IH 2N —FEEH T > iRk —HEERE
L&A 2 /D — BRI &

(00681 A0 2 — 5 (1L E LR BEREMIch - 75 10 LR (6 — 5

il 2 (4 408 TR 3% /) — TN R B -

(0069] 4550 2 LA —BFHHI » [ B E IS H 4eF5 T & B

S PR P — TS IR 2 1427 | 6 S — A S5 I -
(0070] #4850 2 LA —EHGI  4£ 1L BUR (o — T 35 B &

(A2 ~ K93 €94 - K9S - 4963  KITHE - €USHE - 49120EKEY16

BB — B R -
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[0071) fEAR#IH 2N —FEEHH T > ik —HEERE
ZARIAE I PR —F R &£ -

[0072] fEASHHZ—BERMEEEEROT  fERERE —HHE
Bl 1% &8 8 K BLSg —HIE TR & -

[0073) fEAR#HZNS—EHAT - AEREE-FEFREZR
LLey4i ~ €888y 128 R R & B — B S B A A FF B & -

[0074) {EAIH 2 N —FEEH T > A RAS —HIGERFRE 2
1& A&y A A PR 15 B — B S T A 4 P B & -

[0075] oAl 2 — B MEEEEOIT > (o8 — B
B 2 1% LIE) 88 R PR £ B — B S I M AR R & -

[0076]) {EAZFH LN —FEEHI T - Z(F) B E (5 K
NIRRT

[0077) fEARSEH N —FEFRAIT > ZaFEEE

a) FEMAFARAES FZ B SR ZRHFEERE 2w A BB - Ko
Zin BRI EEE900 mg ZFEAELE ¢ K&

b) LA&y4#E B8 FEIRR #E 1 K7 T L5 (1 3% B & R B Ry & 2 %A
EEP > HP ik —Hk EH E 2R &4E B8 1 1 B — R 4 &7
HE > HHEPSEREREES200 mgs300 mg 2 # A EHIT -

HiZCD Ry EEEECD -

[0078]) fEAZI L N —EHH T o &8 & EEG I FE AR
iy o

[0079]) fEA#0H 2 —BFRUEERSI T > &% EEEAEVHEGE

5 10 HEEHIEREIE)
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[0080] fEA %152 53— (I HHIT » % B E KA Y UHER
IR -

[0081] AEASEHH 2 XN —FEEHG T - PLY4EE R

B = FHeh
BRE ZHA BB > HAERBEER —FFEERHE 2 R4BEE RS
HERHE -

[0082] fEAIH 2 N 55—EE T - e A A& B BE R R
CDaRH L8V tf 2 iRk > #ZaFEaS -
B ZHEAERED > K
BE4I200 mg£471200 mg 2 # FE B

a) [Fl % B &% B /D — T

gi&t
=i ¢
o
i
et
i

%ﬂ

b) fritiifik —HFEERE L RAZEERAZD-HERFTE L
wAEEG - KPR E

BELI100 mg£47600 mg 2 # FELHT -
[0083]) fEASEHH 2 —FHEHIF > %ZCDRFELERECD -
[0084] {EARSEHHZ S —EHPIT - &% 8 EEEIOFE AU -
[0085) fEA#0H 2 —BFRMEESI T > % EEEAEYHEGHE

[0086] fEA#IH 5 —BEMERAIT - ZE

x /m\%?(<<$¢@$lj 75 3 A
{%/H\ E/\j °

=l
i%

[0087])] {EARZEHZ NE—EHHIF  Z2/V—RGEEREEEL
200 mg ~ 49300 mg ~ 49400 mg ~ 2500 mg ~ 29600 mg ~ 29700 mg ~ &
800 mg ~ 47900 mg

» 471000 mg ~ 1100 mgs(&y1200 mg 2 % F|ZE &
i °
[0088] FEAZH 2 —EFHHIF - &£/

b —HFEERE RS

[EES
900 mg 2 F| BB -
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[0089]) fEARZHHZ X 5—EhaplF - (FiZ% BZ LB —RK - Wl
=HE OB R EE & -

[0090] fEASEIR 2 —FHEE G - LLEY4 R IE A % 855 1% 5
=HEREEE -

[0091) FEARZH L —FRMEEEERYF > 22V —HHEEEE
{58 M AR A A B -

[0092]) fEARZH I X—FHHIF - GEZEEFLHEHRE —EFHE
BlE 242 12K ZRNGARKIE  AlAZEBZREEe /D —FLT&
o ERE CEMERD  HPEZEFLEARE —HLERFERE L&
KA4RI12FE T ZERN RS E - Al Z BB TR 2D —RIGEREE 2%
FIEE ST - HH A N85 S e E 25 Fy SES-CDEE o HH ¥ R AR 4R [F K 50% -

[0093]) fEAZH I X —FHEFHHF » B BB RE T
hETE B IERERNRTERIE  AlmZEBFHEAZ D — Bt
HEEE -

[0094]) fEASEIR 2 XN S—FHEIH - LL&Y4 5 [ R 1% B 2 BT &
HEEE -

[0095] FEAEEIR 2 X —FEEHIH - LL&Y4 5 R e 4% B = I At
RiAEEE -

[0096)] fEAZH NS—FHHl+F » Z(F)ERFEFEBLEL
200 mg ~ £J300 mg - 47400 mg ~ 47500 mg ~ 9600 mg - £J700 mg - &7

AY

)<l

800 mg ~ 29900 mg ~ 491000 mg ~ 291100 mgs4J1200 mg .~ 2 Fi| £ B8
I

[0097] @it » 3% (F)LERFAERET 24200 mg » 9600 mg -
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47900 mg=i&y1000 mg 2 FF B -

[0098] & {Eith > Z(F)LERFERE G ZE900 mg 2 % Fll A H
i e

[0099] fEASEHZ X —HEFHA T - 82 (F)—H - WA =5
IR B2 (88 I AF IR N B 1 B -

[0100] fEABH LN S—BHHT @ 2V —HEFRHEa a8
100 mg ~ 29150 mg ~ 49200 mg ~ €250 mg ~ 29300 mg ~ 29350 mg ~ &
400 mg ~ 9500 mgB&y600 mg 2 # M E B e

[0101]) FERBHZ N —EEFROIF 20 -FEFHELSL
300 mg 2 E B e

[0102] FEARZH —FRMREE/AF - 20 —RERFHE
=200 mg 2 FAEL BT

[0103] fEABH LN G- T - AERERER-FHFERE
%22 1687 /0 —RIGERHIE

[0104] FEABH LN G- T - AFRERE-FFHERE
%4228 ~ &34 ~ €943 - &SH ~ G964 ~ LT ~ &8 ~ LY12HEET16
Hieez 2 /0 —FERHE -

[0105] fFEABH N —FHEEFROIT - A£REARE -HFERE
Z BBz 2 /D —HIGEREE -

[0106] fEAZH —ERMEEEAF » FIRERE—KFE
Bl g 2 (28I £/ —HIGERKE -

[0107] FEABH LN S—EHHT - HEELEALSHERTER

H e g (e —RIFERE R 22 16 R E —HIMEREE -

5 13 HEETIEREIE)
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[0108]) fEARIH Z N S—EH AT - ALRERE—HFERE L
& &228 ~ €J3 ~ &Y4H ~ &95H ~ L9678 ~ Y728 ~ §I8H ~ {12 EET16

8P LR — IR & -

[0109]) fEAR#IH 2N —FEEHH T > ik —HEERE
ZARIAE I PR —F R &£ -

[0110] fEASHZ—BFRMEEEROIT  fERERE —KFHE
Bl 1% &8 8 K BLSg —HIE TR & -

[0111]) fEARFHZ N S—FHAT - AEREE-FEFRHE LR
LLey4i ~ €888y 128 R R & B — B S B A A FF B & -

[0112] fEARIH 2 N —FEEH T > A RAS —HIERFRE 2
1& A&y A A PR 15 B — B S T A 4 P B & -

(0113] FeASMH 2 —FMEEEEOI T > (o815 — B
B 2 1% LIE) 88 R PR £ B — B S I M AR R & -

[0114]) fEARFH LN —FEFH T - Z(F) B E (5 K
NIRRT

[0115] fEARSH N —FEFRAIT > ZaFEaE

a) FEMAFARAES FZ B SR ZRHFEERE 2w A BB - Ko
Zin BRI EEE900 mg ZFEAELE ¢ K&

b) LA&y4#E B8 FEIRR #E 1 K7 T L5 (1 3% B & R B Ry & 2 %A
EEP > HP ik —Hk EH E 2R &4E B8 1 1 B — R 4 &7
HE > HHEPSERHEREZ200 mgs300 mg 2 A AT -

HiZCD Ry EEEECD -

[0116] fEAZRI L N —EH M F o &8 & EEG I FE AR

5 14 HEETIEREE)
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19 -

[0117] FEA S 2 BRI R AT - 28 H B YN E
{5 -

[0118] FEA ST 2 B—E UL BRI T - 328 E E A Y WBELEH
AT -

[0119] FEASETA 2 L — T AR EMEOI P+ L4 B 52 22 = 13
B R T - B IR — B R (R 44T B —
eI -

RS

(01201 BB L8 B (1 o 7 5 M 57 9 o 2 375 280 M M S 2 2 B
L2 T AT R o R BEBRPK 57 PR (R (R0 B % bk o (R 55 S0 300
TR 7 S A 3 T ERE - U BB AR (B T s P O
%% LR B T 8 A RIS B UG B (A 45 R -

BB 235 5 51 1 o 7960 BP9 e 7 e 5 M Oy 1 4 B9 2 T4
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by B 8= M =1 & ¥ BRI (55 40 TNF 35 i & - 4 % Tk B i
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BLLHERFE A - QAWETE S - B HGEN N ERIECRE - 2 5L
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RI%(7.8% ~ 200 mg IV 6.5% ~ 600 mg IV 12.5% ~ 1000 mg IV 6.3%)~
S B 2 2 F B - 600 mg IVAFFATTE 2 m FEr R K
BRAEAE Z R o o fE4E B o B Z IS{E(ERS 5 > 84 (4.2%) iR AET #2
Pl - B4 ZEEAZ6.3%) ~ HAEEG200 mg IV Z 1{H
{E S (3.2%) K # M Z B 1600 mg IVAHJ 2 3(E {[HH5(9.4%) - ELk 2 =
1.9 —2bEm At AES [iE Z W Fe 2 5 B - %A E B 11000 mg IVEHF
Z W (1 B iR A A TR ( T (R Z (R 8E ) )i i85 B -

[0174]
F25

B2 Z B E R T 2 176 {f (FAe T - 28 ([ {E A% 2 P o i & et
e $5 H HA T B o AR 2BAKE Ry (R 5248) B Z 28 (E (B A2 o > L1{E R
AE( T8 © AR EHT1000 mg IV F 2 1E{E RS - #AEEHHI300 mg
SCEH Z 1 {EAS ~ NIZH 2 % AFLEEH71000 mg IV & 2 3{[ (5% ~ K2R
E/1000 mg# MZRBE IV T 2 6(E [HEG - /(EE A i EAE AR #HAS
PACT NNkl

[0175]) FESB281H Z B R P 2 176(& (EAG T - 39 (E fe & £ & 4%
oy M E R SR H I o B o A SR 2 HIEE PRIy (55 528) th By Z 39 R (RS T

% 30 HEHHRE)
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1248 P AET B %A A B 11000 mg IVAHS 2 LEERE - A AR
#1300 mg SCAHH Z I{E{E#E - NIH 2 % FIE B 11000 mg IVEHH 7 3{H
{88 f Z2 LA/ 1000 me % M E BTV F 2 7 (H S -

[0176]

GR - AOSEHER RRREE
AO&eH R

N DI 11 el 40 4 ) B BE U 4 B 2 RS 1 2 R P-4« A 19 1 {1 B A
Ao o O8{E(EAS (51.3%) Ry 20k » PHTFHR (RIEAE %) 538,653 (£12.86
B2 o #BIL1S9EERS(83.2%) HEHTEA -

[0177) FHEGEEET2.71 kg(x15.71 kg) - PHEGSEER
FEE (BMI) B25.18 kg/m*(+4.88 kg/m?) o

[0178]

975 R (4 o 1) 5 B v R T 4 B () 1) 45 B 4H B 22 RS ) > TSP A
WIS > 2. 8% WA BB NEYMRE - AEH S EEHA
S o R A A B R 4H P S AR R R SRR RS
B~ JeRT Y IR A KRR S8 (CDAT ~ (N $E5TE 70 ) PRO) © 1% F]
EEH200 mgd F A A VB 2 BEIVE /3 LR H AR -

[0179]

FEELGCD Z H B R ST Y]
TESE VA 2 fEBE R SR CDEEY R R AR la -

sepp | BAESEL| BFEREDT | B
o 200 mg 600 mg 1000 mg
N=64
N=31 N=32 N=64
SR BIBIER > n (%)’ 43(67.2) | 19(61.3) | 19(59.4) | 39(60.9)
SERTE VBRI > n (%) 36(56.3) | 15(484) | 16(50.0) | 31(484)
SCRTE S ERELER » n (%) 14219 | 5(6.1) 5(15.6) 6 (9.4)

5 31 HEEHIEREIE)
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1850365

FeHIPITNFREE > n (%)
0 25(39.1) 14 (45.2) 14 (43.8) 26 (40.6)
1 16 (25.0) 10 (32.3) 9 (28.1) 22 (34.4)
2 22 (34.4) 7 (22.6) 5(15.6) 14 (21.9)
3+ 1(1.6) 0 4 (12.5) 2@3.1
O EEEREfER > n (%) 21 (32.8) 14 (45.2) 7(21.9) 15 (23.4)
I HIEIRIEER » n (%) 19 (29.7) 12 (38.7) 10 (31.3) 21 (32.8)

MERE URTILHIE A SR E L ER R B H(UST) - HIEEFH AT

FIUSTREIE -

EELY e NN SN e

Rla : EFIFEGZ B K TR CDEY)

[0180] RfHS fE B 4R 1 2 i '8 H5 [ 5 Bl o e 18 B0 ) 2 (I AG HY EE 191 -

X

[0181] FE5E2H1Z tHFE & e piCDEEY) R iR R 1b o -

SRR B BT A B 7 45 SR H B L B L A P A B RV E R -

BFERDi200| R0 R0 L0 (TS
mg mg mg
i
F IR | A TF
R FHIE R TR | FBHE BRI ORI NI
BH B | BHi HBH
B B B H1.300 1000
200 m 300 mg 600 m 300 mg| 1000 me SC 1000 mg me IV
8 sc 8 sC |mgrv|™® v |78
IV N=9 IV N=9 g1V | N=25 N=30
N=10 N=11 | N=23 N=59
SEFAEMBIBIEEF 0 (%)" |5 (55.6)|5 (50.0)|5 (55.6)|7 (63.6) (61;2) (6}50) (636?1) (62697)
SERTAEMIBIIER  n (%)" |4 (44.4) 4 (40.0)|4 4496 545)| Mg | b0y | 5e2) | (600)
EAESTRESERE > n(%)|1 (11.1D)|1 10.0)[2 22.2)[2 18.2)| 2 8.7) |3 (12.0) (2})?3) 3(10.0)
SEHIGLTNFREE > n (%) = - .
0 5(55.6) 5500 |5 (55.6)[4 36.49|9 39.D| 40y | o | (367
1 2(22.2)3 30.0)[2 22.2)|3 27.3)|3 (39.1)|9 (36.0) (21;4) (316%7)
2 2(22.2)|2 20.0)[1 (11.1)2 (18.2)[5 21.7)| 4 (16.0) (312?2) 8 (26.7)
3+ 0 0 TainR2d8y 0 260 1A ] 0
CIR R EREEREE » n(%) |5 (55.6)|6 (60.0)| 1 (11.1)[2 (18.2)| 2(8.7) |3 (12.0) (31;2) (4}50)
ERETEBIER > n (%) |5 (55.6)|330.0)|[1 (11.1)|3 (27.3)|6 (26.1)|9 (36.0) (3})?5) (413?3)

A Fu ¥ A PR 00 B (B TR B L(UST) - (B IR S B (T 40

FIUSTREIE -

C228920PA docx
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b Y T IER 7807 ~ RIEHRK BRI Z
F1b : fEHE2HAMERE K o ATCDEEY)

[0182])

GER I
18]

EEI12/H » FRIFRE SR F N 8% K E(E & & SES-CD[F# 1K
50%) o B} B A B BRI E Y AN R0 hn (B &) © 224
10.9% » 95%(ZFEIE R (CI) (3.3% » 18.6%) 7 (HEE ~ ZHE B {200 mg
IVH25.8% > 95% CI (10.4% > 41.2%) 7 {f#% - % FEBE 600 mg IVH
37.5% > 95% CI (20.7% > 54.3%) 7 (A #E « K% F| KB H 1000 mg IV
43.8% > 95%C1 (31.6% » 55.9%) .2 & #8 Z& 2] N 1 % & e 2 B8 IR B B 45
o EEAEYBBAREE 2 (AN > EENRBEEFNNE
[ JE 2 AE RS AIEE B (H H 600 mgP| ZEMHEEFY 1000 meH E) L 8{E F#EK >
HF46. 2% HER31.6% K FE -

[0183] FZE12FEAANPROY EHEFTHIREM - PROZEEIR
FRE(2.5 0 DIEMATR FEFE HSF<2.5 R AP<I H A Z A - B2 E A
MHEE - PROZEERE (2.5 » 1) Z B EEHIEEFIFE600 mg k21000 megHKl&E T
BEEWE > Hh600 mgr Ef#E%(28.1% > 95% CI[12.5% > 43.7% )L
B &R 1000 mg” B fEH(21.9% > 95% CI[11.7% > 32.0%]) - PRO &
REEfR(3 > 1)EFEBSF<B.0MAP<I HAREZNEE » BT ZARRESE -
B1600 mg & (28.1% > 95% CI[12.5% > 43.7%]1). 4EfEZAH[E 71000 mg
P& EFREFR(28.1% > 95% CI[17.1% > 39.1% )Y ZEBIMEEE > 600 mg
1000 mgH| £~ BRWERE M 2 ML PIEZE TS -
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[0184]) AfE55 1238 2 Tha & A 2 Wil B g2 -

SER FFEEG FBAEER FEER
IV Q4W IV Q4W IV Q4W IV Q4W
(N = 64) 200 mg 600 mg 1000 mg
(N =31) (N =32) (N = 64)
R < FE
Nx 59 29 29 60
n (%) 7(10.9) 8 (25.8) 12 (37.5) 28 (43.8)
95% CIb (3.3:18.6) (104 >41.2) (20.7543) (31.6° 55.9)
R A 2R > 2548 14.9% 26.6% 32.8%
95% CIb (23°32.1)  (8.1°45.0) (18.5>47.2)
R A 2R > plEC 0.079* 0.003* <0.001*
ALY AR ER
2 AR FE
N 21 12 13 25
n (%) 2(9.5) 5(41.7) 6 (46.2) 10 (40.0)
95% CIb (0.0>22.1) (13.8>69.6) (19.173.3) (20.859.2)
PSRRI 2 ZE 32.1% 36.6% 30.5%
95% CIb (1.6 62.7)  (6.8>66.5) (7.5 53.4)
R 2R plEC 0.071%* 0.033* 0.041*
KEUB R ERF
HY P 85 S
N 43 19 19 39
n (%) 5(11.6) 3(15.8) 6 (31.6) 18 (46.2)
95% CIb (20°21.2)  (0.0>322) (10.7°525) (30.5 61.8)
PSRRI 2 Z1E 4.2% 20.0% 34.5%
95% CIb (-14.8 > 232) (-3.0°429) (162 52.9)
TR R 2 plEC 0.692 0.077* <0.001*
R EmRd
Nx 59 29 29 60
n (%) 1(1.6) 2(6.5) 5(15.6) 13 (20.3)
95% CIb (0.0 > (4.6) 0.0-15.1) (3.0>282) (105 30.2)
PSRRI 2 ZE 4.9% 14.1% 18.8%
95% CIb (435141 (1.1°27.0) (84> 29.1)
TR 2 2 plEC 0.241 0.032% 0.009*
PRO EEPRERE(2.5 5 1)e
Nx 58 26 29 56
n (%) 4 (6.3) 4(12.9) 9 (28.1) 14 (21.9)
95% CIb 03-122)  (1.1°247) (125-437) (117 > 32.0)
FEETA LR 2 ZE 6.7% 21.9% 15.6%
95% CIb (-6.6>19.9) (525385  (395274)
TR 2R 2 plEC 0.346 0.005* 0.025%
PROZ EEPREEREG3 > 1f
Nx 58 26 29 56
n (%) 6 (9.4%) 5(16.1) 9 (28.1) 18 (28.1)
95% CIb (22165  (32°29.1) (12.5-437) (17.1 > 39.1)
FEETA LR 2 218 6.8% 18.8% 18.8%
(5.6%
95% CIb (-8.0°21.5) (1.6 35.9) 31.9%)
TR 2R 2 plEC 0.402 0.020% 0.014%*
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M © AP=fER : CI=EHER @ ITT=R [ &aFER & I[V=FFIRA
Miri=# M HE T n=fa @A T Z (MR H © NRI=IER fEERE © Nx=
mERERZ P ZEEEE - PBO=ZREH : PRO=EZHREER

Q4W=£F43H 1 SES-CD=CD.” Bi4li 1 §83F 5y ¢ SF=HEfE 8 ¢ vs=1g &

A e
a [N 8% [ ME TE 75 Ry SES-CD A # N AL 4R [ (K >50% -
b (iR E(Wald) L B (SHEIER -
C {500 P M 3 I 3 R S BT AR ) BB KRR A R IR 8 S R ] B o AT
d N85 48 il 75 % R4 FE Sy SES-CD >4 > fEREM> 177157 -
¢ PROZERPR& (2.5 » 1) * SF<2.5 R AP>1 H A& AR -
f PROZEGIR&EME(3 > 1) © SFS3RAP<I HAZENEL -

*p<0.10.

R2 D AEF12E 2 YR E R 2 B
[0185]

F28

a) fHEESH

P2 mAMEL BRI AL B 1278 2 5 SES CDRY o3 A5 it B 4R B E B (RS
a7y H 2 g 55 1 e 3 Oy e (o Al ZR BB 4711000 mg IV ~ 600 mg IVEY
200 mg IV Q4W K SCHg 8l 7 Z RIFI B2 RIKIIV Q4W K % Fll B BE 51300
mg SC Q4W) o MBI oy sHALmat LR AMHEE I SCAR BB EIVE 422
EFE e < B DU R EZ #E 2 R FE 2 S st i Z fEHY
AT A 2 -

[0186] fr& e $6 S o 3T o0 AT B > PR AR o & A 19 1 (il A 2

35 HEWHRE)
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#e b 46{E 25 p 3B 52 B FE F R BT (200/200 mg IV-5 5 600/600 mg IV-
6 ; 1000/1000 mg IV-12 ; 300 mg SC-23) - £ 552 7 T3y &= M 7k

AER3IF -
[0187) fEptB M HEFEME TET - F50% £66.7% F & FEAEIN
WIS e - 552300 mg SCZ B TR S ERF65.2% » HELLARIV

HEEAHPTEINE < EEFRMEE - BlH2300 mg SCZ B FE H 2 34.8% ML
N RSB E MR 2 th 5 16.7% % 33.3% (200 mg 1V-20.0% > 600 mg V-
16.7% > 1000 mg IV-33.3%) - 300 SC 5 ZHIIV 52 7 R0 5 5 40 A7 TE 1A
W - HAOREE TV )7 Sk fs i i o

[0188]) dMam ASFEYIF(E2.58¢3.05F(k - PRO > B PR 45 fE B8 = A [E
45 o {£600 mg IV ~ 1000 mg IV ;300 mg SC4EE4H 51 » PRO ER R 4E
iy B 10 oy EEAREL(25.0% £33.3%) > [ 4£200 mg IVZH(80%) T HE & -

[0189]) 7rE& e 88 I N A &% o A B - QBRI 87 B B &S R i 7y
4H B AES2 58 B F B

i)  200/200 mg IV - n =9 EE > 2FhE
n =9 EE - 1{EFE:

n = 23(fE%E - SEFE R

iv) 300 mg SC - n = 46{H B3 > 5{EFE -

[0190] FE56528 2 Ui &ML A R4 - HPRE 128 2 N
EH 0 IVESCHEES2HE Z NHHE K ER 7R /58.5% (24/41) K
58.7% (27/46) - {LE 12 AN HE K IE 2 K E(EFEF - L5 521-IV-C
K SCEH T 73 HH 69.6% (16/23) 5266.7% (16/24) 7 {# #5718 B A W A7 5 K
fE o MBS ORI AAVHSC) 2 B RE KRR MR IR E SR (R -

i1) 600/600 mg IV

111)  1000/1000 mg IV

% 36 HEWHRE)
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[0191] IEFAEEHETE 2GR FFSCLERMIVG EEMH &
MEEAEIVEREEIE N T RBIAY RGN - Disk = (R BB -

[0192]
b) JEEEME A

[0193] E 2% A E B HARZERMELSES CDRY Iy Z 480402 (F #e
FESS2H 3 2 IV HE R B B 11000 mg R SCZRIE] - 5550 - LB 12 %
RIB Z BT (R RS AL S8 2 ] B2 A2 IV A EL B 511000 mg R SCZERIH| « =
BEIIERSIVEIE DM ST R KRB O nth = MR INE 2 BERIE
Mg > MMETENZREFERHEOFE B taEER S EEZRT 2
EENZE - UREFRRN - BF2E T 2 EFARBILEEEE - Bl
BRI AR 8 O 2 BRIV R PR R R 1 28 T 1% 73 4H £ 1000 mg IV 2 5&
EHEE > HERAAFEREARZEGEE - WL - fLRPS RIPIREE R 1000 mg
Ve SRl it Zd -

[0194] AfE& RS B B 30 o0 frhey - 19 1 ACEE [ B2 1 2 46 {F E
SERKEES2 B FE R B (1000 mg TV/NI-14 - ZZESH[/1000 mg 1V-32) o

[0195] AE55 LI o R 2 (NI .2 14.3 % (fl 55 7 AL 38 VI of 257 %
BRI .246.9% BETEEFING R LIE - & —E R HBERGIEETE
SNZEY N AR 557 SERARE > AL I A 15 85 00 < I = (WA T BN B B EE R
PR - NARER SRR B R SR R e 2 &G R — B > HL PN SRR B HE 1R 32
21000 mg IV Z BHEYWN LSRR 8RR Ry 7.1% > 1 22 22 R BE 1% 1000
mg IV Z EEHY N R EFERFy15.6% -

[0196] fEZE52#PRO ZEEIREE BF (2.5 » 1) Z &G R ¥R 1000 mg

IV/NI4H 521.4% > B AEZLEE/1000 mgéH 2 BB 534.4% - PRO

ik
N
pd
ﬁ
[
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ZERPREZER(3.0 > D) ZGERHEADL -
[0197) fEERHESEHANR&OIE - BEES12EMKNEBE T
BRI IL89 (M BB AL R 52 B At 2 pa B B P BT A T
i) REFE1000mg IV - n =30{EE3 - 7{HFEr
a) 200 mg IVEE1H © 10/29 (34.5%)
b) 600 mg IVE1HA :  8/29 (27.6%)
c) 1000 mg IVEETH © 12/60 (20.0%)
i) ZEAE1000 mg IV - n=59{EE3 - 19{8F &

[0198] A1E55 LI of R EE (ND) . Z 20 % (i 55 o F A1 55 19 o #2252 22
Bl 2 42.4% 5832 B M 2 N 85 S I © PN 1 55 4% AR L PN 0 8 R 2 S5 R —
oo WHRSE AR E HIE&#2 1000 mg IV 2 88 2 0y N 0 5% & B2 R Ry
13.3% > ifi 982 Z R KB (& 72 1000 mg IVZ BEHINAEEZBERE
18.6% -

[0199] SE52#HPROZERIREERE(2.5 > 1) Z&ERE[L1000 mg IV/NI
dHR36.7% > HEHNAEZRIE/1000 mgd 2 B3 540.7% - PRO ZERFR
REE(3.0 > 1) Z&ERIAL -

[0200] NIKPBO#H Z&EREIVESCEHHME @ BRABE L
R ZNIZH 1 Z PROGK ## - CDALSR B8 K N 1 57 e PR & B 2R Yh - CDAIRY
I3 A A A 457 H o Rk

% 38 HEWHRIE)
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BRIEE ZAEE ZfEE BAEE No®  ZEH
5200mg  5600mg 31000 HIV/300 FEEH /1000 mg
IV200mg  TV/600 mg mgSC  1000mg IV Q4W
IVQ4W  mgIV  IV/I000  Q4W  IVQ4W (N=32)
(N =5) Q4W  mgIlV (N=23) (N=14)
(N=6) (N=12)
NR S e
Nx 4 5 9 20 9 20
n (%) 3(60) 4(667%) 6(500) 15(652) 2(143) 15 (46.9)
059 C1 (17.14> (289> (217> (458  (0>326) (296
100) 100) 78.3) 84.7) 64.2)
BT A
Nx 4 5 9 20 9 20
n (%) 1200) 1(167) 4@333) 8(48) 1(1.1)  5(156)
95% CI ©55.1) (0> 465) (2670) (151'32) 0 20.6) (5302)
PRO 2 [& K &% fi#
2.5 1)¢
Nx 4 5 8 17 8 19
n (%) 4800) 2(333) 3(250) 6(26.1) 3(214) 11 (34.4)
. (44.9 5 0.5 > S1>  (0:429) (179
95% Cib 00y O 7LD g 44.0) 50.8)
PRO 7 &G IR 48 g
31
Nx 4 5 8 17 8 19
n (%) 4800) 2(333) 3(250) 6(26.1) 4(28.6) 11 (34.4)
(44.9 > 0.5 > 8.1 - @9 (179>
95% C1 00y O 7LD g 44.0) 52.2) 50.8)
HEET  Cl=(EH8&E ; IV=FFARA ; Miri=ZBF[E B ; N={E 4 H1

S BT B A I R S 52855 L BT (E RS < B H ¢ n=f5 €51
hZ(EEEEH  PRO=EHREER © Q4W=547 : SC=f T : SES-CD=
o PE ORE L AN LR AT 4T -

AR ERHEREATREEEER -

| NEECTERECPERE A EE -

" L I T 7 Ry SES-CDA I A B R R E>50%

T NTREEAE R E 7 BYEETSYSES-CD >4 5 fEEESE> 154 -

<3 R AP <1 H-AZEEALR -

C228920PA docx

109112447 FHGTE A0202
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R3 D ES2HE R R AL F280- AT

T
M G R RN EE SEEINI |
il
FEE-200mg | FEE-600 mg | ZEE-1000 mg | .
v v vV FA-2EIV 1000 | 1000
200 [ 300 | 600 | 300 | 1000 [ 300 [ oo [ 300 | gy | me
mg mg mg mg mg mg I\t; mg =30 v
IV | SC | IV | SC | IV | SC _41 | SC n=59
n=9 | n=10 | n=9 | n=10 | n=23 | n=25 | ™' | n=46
};EJ%CDH 4 5 7 8 13 14 | 24 | 27 6 25
'(;}0) (44.4) | (50.0) | (77.8) | (72.7) | (56.0) | (56.0) | (58.5) | (58.7) | (20.0) | (42.4)
gﬁEéibC?l 0 4 2 4 6 7 8 15 4 11
= (f;o) (0.0) | (40.0) | (22.2) | (36.4) | (26.1) | (28.0) | (19.5) | (32.6) | (13.3) | (18.6)
EERET
SES-CD 1 4 2 4 6 7 8 15 4 11
SERES - n | (11.1) | (40.0) | (22.2) | (36.4) | (26.1) | (28.0) | (19.5) | (32.6) | (13.3) | (18.6)
(%)
gggﬁqn 7 5 5 5 7 11 19 | 21 11 24
(f;o) (77.8) | (50.0) | (55.6) | (45.5) | (30.4) | (44.0) | (46.3) | (45.7) | (36.7) | (40.7)
Plz%(je’, s e s s s | |20 | 2| 12 | 2
“‘751(1; : (77.8) | (60.0) | (55.6) | (45.5) | (34.8) | (44.0) | (48.8) | (47.8) | (40.0) | (40.7)
};%9, 7 7 6 9 15 17 28 33 18 36
n’(g/‘o) (77.8) | (70.0) | (66.7) | (81.8) | (65.2) | (68.0) | (68.3) | (71.7) | (60.0) | (61.0)
g%;{ 7 7 5 10 10 15 2 | 32 14 31
n'(;}o) (77.8) | (70.0) | (55.6) | (90.9) | (43.5) | (60.0) | (53.7) | (69.6) | (46.7) | (52.5)
Z%?,?I, 7 6 4 9 5 11 16 | 26 7 24
f; (f;o) (77.8) | (60.0) | (44.4) | (81.8) | (21.7) | (44.0) | (39.0) | (56.5) | (23.3) | (40.7)

"SES-CDZ i © SES-CD&¥ 53 0 A H 47 [E(K50%

°SES-CD4Ef# : B I IS-45B8 7205 » SES-CDES <4 » SUHA TSI
[OlfZ IR > SES-CDEEy <2 » Him> 1557

KA 2 SES-CD4E 7 © #HA A5 - 4588 % © SES-CDaF4r<4 » =X
HIN IO G Es © SES-CDEEsr<2 » HiE>1+5¢57

‘PROLEfF : SF<2.5 AP<1 H.F 5 A B ;

5 40 HEEHIEREIE)
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PRO(3 » 1)4Ef# : SF<3RAP<I A RZE AL

'PROFZ JE © {E R E45 2 155 F AP SR/ 30% s F % ;

*CDAIJZJE : CDAIEF S M ¥ 2 245 55021 10093 B0 B % BUCD AIZE 57 <
150 ;

"CDAIEf® : CDAIZESY < 15043 « NI=K 3% (SES-CD4H ] 53 fE
(BB ZE DI NN153) -
F4 1 BSLETE N 2 Bt B2 - E AR S

[0201])
GR ek

FRZEIS B3 (R K BEEF (AB) 2 47 51 6 | HA 2B R 5a R B0 4
2EAE BN FRSbE o

ppo | PAUEE [ BAIEE | BHEE [ oo
IV Q4W L 7 o i
IV Q4W IV Q4W IV Q4W

(N = 64) 200 mg 600 mg 1000 mg

N=31) | N=32) | ~N=6g | ®=13D
ERZ®E" n (%) n (%) n (%) n (%) n (%)
TEAEs 45(70.3) | 18(58.1) | 21(65.6) | 42(65.6) | 81 (63.8)
SAEs 7 (10.9) 0 (0.0) 3(9.4) 23.1 5(3.9)

HHAES [ 2 if5E R 3(4.7) 1(3.2) 3(9.4) 0 (0.0) 4(3.1)
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Byl | Bl | Bl | Bl | B BE4:300 B5| 000
200 mg | 300 mg | 600 mg | 300 mg| 1000 m;SC 1000 mg mg IV
v SC v SC mg IV N=25 v N=30

N=9 | N=10 | N=9 | N=11 | N=23 N=59

TEAS ° n(%) 19 20 45 21
7(77.8) | 6(60.0) | 5(55.6) | 9(81.8) 82.6) | 80.0) | (763) | (70.0)
SAE.n(%)" 0 0 0 0 0 2(8.0) | 8(13.6) | 3(10.0)
HAES (£ B> n(%) | 0O 0 0 0 | 1(4.3) | 1(4.3) | 7(11.9) |3(10.0)
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1300 mg SC Q4W T EESE L KRE /ML 200 mg IV Q4W 5%
EE ZRERE -

[0206]
b) EFREPK T 2RIl

FERERFE 2 S A Z S 21 - AEPK A i B IR 2K B aR B - 4 e 3]
K AERTHA 2 1861 &3 i 2 4RI 18 148 F A BB PURE R M - (EHBE
REPKIT AT FREER - FHESCHERTIE BH —BRI 2 2=
A i 22 b 5t 200 A AR B A 2 PK o Frfiliat 2 BREUEEAS 2 B M B PR /50.028
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