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ACCEPT C0743T12:4 & : Active Comparator (CNTO1275/Enbrel) Psoriasis Trial

5-ASA 5-73/H1)F)LEE (5-aminosalicylate acid)

AZA 7Y F AT 1> (azathioprine)

BQL E = FRX#E (below quantification limit)

CD 20— 9% (Crohn’s Disease)

CDAI Crohn's Disease Activity Index

CDC HINMKTFIE MRS ZE (complement dependent cytotoxicity)

DLQI Dermatology Life Quality Index

DMARD RIS U< F Z (disease modifying antirheumatic drug)

ECG 1IL>3&E X (electrocardiogram)

Fab MEOMEEE M TS5 A2k (antigen binding fragment of an antibody)

Fc {EEATRE DS Ak (crystallizable fragment)

IBDQ Inflammatory Bowel Disease Questionnaire

INN &= Z Fh = R —fi% 2 #7 (International Nonproprietary Name)

KLH AN BEANTEL T = (keyhole limpet hemocyanin)

6-MP 6-A)L AT T (6-mercaptopurine)

MTX AhRLFH—k (methotrexate)

NAPSI Nail Psoriasis Severity Index

PASI Psoriasis Area and Severity Index

PDI Psoriasis Disability Index

PGA = BT S 5 895 (Physician’s Global Assessment)

PHOENIX FEENCEEORERKRBERT HLBEEDBRICEITHCNTO127T50 F )
MERLMZRFNTIFENMEZEELER.BEAL. _EER. TR BHER
(RH#EIRE5HE % &) (A Phase 3 multicenter, randomized, double-blind,
placebo—controlled trial evaluation the efficacy and safety of CNTO1275 in the
treatment of subjects with moderate to severe plaque—type psoriasis followed by
long—term extension)

PsA 2B BAE & (psoriatic arthritis)

PUVA YT L +ultraviolet A(psoralen—ultraviolet A)

RPLS a3 4 % B & BXAE SE 1% Bf (Reversible Posterior Leukoencephalopathy Syndrome)

TNF fiE £ 1% 5 K] F (tumor necrosis factor)

TTX S RN 1k (tetanus toxoid)

uc BB TR % (ulcerative colitis)

VAS Visual Analog Scale
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(2) %4 : Stelara Subcutaneous Injection
Stelara Intravenous Infusion
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" PHOENIX 2 R AL SE DS D BLE O SR 1 7Y TR xBIZ LD H L)
A CO743T09!113~10) | w7 g AR5 1, 230451 © © © BT M N2 DR G
ACCEPT HRAE 75 LA O R 1 T H RS IR
EAIEE e |BER OGRS O @) O i N R R YN AON /R =X A7)
CoTasTIZ 9034 it

© : FHiEE O : BEWEH
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LHO—%>

<EFE#£RE>
Phase | WERES | SN 514 tomtt|gesete] | B st
T YT, 3 — a oy | RS EE OB T v R R
A | CRD3001'9 |3 b2k, Bk, 77 | CDEE 74141 © © © B | LA MER D
TVH AT =T | (AR NEF6HEET) 2O FEAT
T YT, 3y | PEIEND EAEOTFEH 7T BRI
FIFH| CRD300220 | X b2k, Bk, 77 | CDEFE 6284 © © © | #iE | ALY
TV AT =T | (HARNBE 26055 Tr) HEMEO RN
T YT, "3 —a oy | FEERENG EIEOTEEIE W | TR
FIFH| CRD30032Y | X b2k, Ei k., 77 | CDAEFE 3974 © © © | X | LA DNERK O,
TUh AT =T | (AARNEBE 2% ET) N e LA ]
© : FHAR
LEBEXRER>
< EEH#R>
Phase | BB | S s ot |zt | B st
o001 ;i;%%g;ﬁtwﬁm%ﬁﬁ®%@% e
| ) cegannen | 1 oty |UCHF 9616 © | © | © | U |[LEDERD
e 0 (EARANESE0THIEE ) BT | ZelEoRME
Za—V—=JUR
o001 i?;%fﬁ;ﬁ Hh A A OO T T SRR R
55 T AR e b 2.20) /v\z%;\%?w UCH# & 52341 © © © | BT |X2HFMMERT
P T 2T | (ARANRETE RS T MO FAL
,—:L”—“/‘—‘7/]\
T VT wy | RN EE OB 77 LRI
HIFH| CRD3001'9 |3 b2k, Bk, 7 | CDEE 74141 O O O | i | LofazhhER O,
TVH AT =T | (AARNEBE6HEETe) 22 VE DR
T VT 2 By | PEENS T OB 77 EARRIMIC
A | CRD300220 | ) b2k, Bk, 77 | CDEE 6284 O O O | # | XaHESERWY
TVH AT =T | (AR NEF 260155 Tr) 2O FEAT
T YT 3 my | R FAEO B WA | 7 7 A RIS
FIFH| CRD30032Y | /X db 2k, Bk, 77 | CDEFE 3974 O O O Xk | KAL)
ZUh AT =T | (HARNBE 2% E Te) BT | ZeVEoRHME

© :
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(2) B PR ZE IR BR
LELEE>
<ER>
B[ E %55 E& (UNS009-JPN-0158E&) »
A A N SR R 2405 & it G212 . AT 5 — 522,545, 90mg B [A] fZ T #% G- D 3 B BE J OV VA Wi
HEBITT TR E X RICUTE T HRBRE FER LT, EDORER AT T —T% F 53N 2186207 &t
VL EOF EERPFELLT, BBGIB DL >Te B HEFLR (AT 7= 5B W TBHILL EO R EL)
V. SIEEE S (8/18%) | L 7L 7 F L iR ARFF— B HINN (7/1845]) JEMEALE 4 ha s R 75 AF L W 4k
5 (7/18451) . BU 7~ ERERA (6/181511) Je OV ML EREIE N (5/18%1) THY W NHBEERER Th o7,
R B FERF OA GRS TODENEE TR, AEL OCHEIT Freo@E T,
ZNRE TR R (Fek) -
OREFAIRIR CEIR A+ 0072 FRi A
T PR RCE TR B R A%
R OV & (BFr) -
(=35 M e B ONRZ IR BE B %)
WHE L RMNATTAT XX~ 7 (&I F/# 2 ) LU CLE4bme% 7 T #% 595, #EH% 5} O D4
BTG L, LA 128 B T 595,
72U R 572 B A1 E90meg Z 8 5§ 5 Z L3 TE S,

<>
1) B EFE R 558 (C0379TO15K6&) ¥
HE iR B 185 & K RIT AT T —7%0.09~4.5mg/ kgL Bl Ff % 5-Re D2 2Nk | AR O B RE 49 5+
THEMTE I HRBRA R L2, T O, 21860 BE 2D b MU EO R EELRNFEEL-, b
AL ALNT- A EREGI TV BRY 7y Mk (10/1841) | 587 (6/18%1) | J& ' itk (5/1841) K Y
AR BRI (4/1861) Th o7, HHEFR DL DB 141 ST 245] D BFH O A FBLLUT=, H &I
FELTHBAFNEN LA THEEFZIIRDOLNR T,
R B FERF OA GBI TODEIEE TR, AELOCHEIT Freo@y T,
NRE TR (Fk) -
OMEFAIRIE TR A+ 2072 FRi A
=3V R | RO B A 2%
FRVE R OV 2 (k) -
(=35 M LR M ONRZ IR BE B %)
WHE L RMNATTAT XX~ 7 (R F/# 2 ) L L CLE4bme% 7 T % 595, #EH% 5 O D41
BT E L, LA 1238 B TR 545,
722U R AR 472 5 A I FI90me 2 ¥ 54 A 2 LN TE D,

2) B[O T %5 5E% (C0379T02:E%) ¥
HElE R E 210 (R T 7 —F 8 G-RELTH], 77 B AR BEAH]) Z2 X BRI, AT T —7%0.27~2.Tmg/kg LB 2 T ¢ 5-
DKy E e N E M2 BT 2R T IR 2 BICLTE T MRBREZEH LI, ZOR B AT
T O EHC HERAFFRIIBLEINT KO EHAONTEAEFEFLRIL /LT FURART F—
PO (6/174]) . BB RYE (4/176]) K OV o SERJAGE (4/1761) T o 7=, & B 1E (1.35mg/kgl
JO2.Tmg/kglf) IZZ<FBLL I BITETFL CTREEIGN ERA T2 EFRIAONT . T XTOATT—
TR CRBEE Chole, 778 AR HOAFEERREE G IX AT T — T R EHOA EEGRBAE AL
35 & ARIF RIFLE TR0 -T2,
B B FERA OAGREIN TODRIEE TR, AEL O ERIT Freo@Ey ¢,
ZhRESUIZN A (Bke)
OREAIRIFE TR A+ 72 TRiR A
VR Ao BRI
FHVE I OV & (Bkr) -
(5 P R M OVRE R BE B )
W RAIET AT X~ (Bia /i z) &L CLE45meg% & F#& G535, #E#% 5 K O 043
B G L LI 1208 B T 595,
T2 B R T4 72 A TiE LA 90me A & 54 A Z LN TE S,
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(3) AE RIGHERZ*REAER

<@ 5>
BE- R EE T %555 (C0379T045E%)®
BTV A | ARG EZE AR
x5 FRAEE 7 B FEE O J i B W R 320481
LR BB ILYE | (K THIFE (Body Surface Area, BSA) 10%24_E o Ry B A 45 L, PASIAZ T A3 2L 0D J&y i Y 7 Ji
AR J7 1T B LA Ah 0 i i (G DR R R R M e R MR R A ) o0 R FBUR L SRR (B T ER | Cafiti Bt
- VT L5 R O REE O FNE FBE TP B AR YE A R R SRR R e
F 1RO R L OPKE TV 7% AW T FRATRE R0 WIINGRER 84 AT T — F%45mg B[ -
N YRR 90mgHi[E# 5, 180mg (45mg/ i X 4[] K HE # 5-) . 360mg (90mg/ 3 X 4B K AE # 5-) ITER E L, FESED>
5 HHE O Ja) R T R R 320451 2k Gl s il B O 21T o 7,
S HIE H | 12081% DPASITS
F RN
OPASI75 (1238)
o . 45mg 90mg 45mg 90mg
7o REE . N . . . \
AT B[] 5 B[] 5 5 AR % 58 AR B G-
121 % D 1.6% 51.6%* 59.4%* 67.2%* 81.3%*
PASI75 (1/6441) (33/6441) (38/6415) (43/6441) (52/64151)
¥ 1 p<0.001, %7 7&AREE, Cochran—-Mantel-Haenszel® x 2k &
BIEHIL AT T —F 45mg L [A #% 5- L6361 th 4761 (74.6%) . AT 7 — T 90mgH [ #% 5- L6 4151 44451
(68.8%) . A7 7 —F"45mg K 18 ¥ 5-FE63 5 140151 (63.5%) . AT 7 — F°90mg 15 £ 5-F£62 41 7 3045
(48.4%) . 77 &R —> AT 7 —7°90mg (203 LLKE) FE49BI H 1261 (24.5%) B N7 T B A RE (200 £C) 67
e b Bl 314 (46.3%) Th o7z, EREBRFEFRLEL T AT 7 —7°45mg Hi A1 G- TIXRMERE 5 |
' MR B B ITRENENIE AT T —F90mg Hi A3 5.1 IR AR ZE JGE o~ =7 ' B kR
BRZNENIH AT T —F%45mg ] AE & 5-FECIE MM F&4E . Wk RN F 2116 A7 7 —7°90mg
AR P 5 RE TR B R G  AME DR IE /0 A )V A 18 IR IE R E N2, 77 'R —
AT Z—7°90mg (2038 LAKE) Bt CIINFEER LA N 1B ThH -7,

PASI75 : PASIAZ T 23— 25 A LB T5% L FikE LT B 0E| 4

R T HERAOARINTCNDEHE
(TR () -

SEE

DR EL O RIZ T REOEI T,

OBEFAIRIFE CRMR A+ 0072 TRiR A
5 M LR | 2R B 2%
FRE R OV B (BB -
(5 P LR M VR E B B 2
WE LRI AT X~ 7 (B FHHz) &L ClE45meZ% 2 F #5325, #)E1$#% 5- K& OV D438 14
(ZHEEL LA 128 B e 595,
I UV RAR 72 B A IR EI90mg a2 & 595 Z LN T D,
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% I FHEA 5% (C0743T1058ER) 7

RBRT VAL | Shas 3, “EER, 707 MU 7T 2R R IR
PIE S G BYIED B 982 A 3 2 R B & 4% FE A 146651

JEAR B & LR B 23 2 E N3 HFTEL EHY D RDIBHIHE P EICEZ S T2

FApse Y | - (o DIXVN455 ML BT S
o CIUME# > 7278 (C-reactive protein, CRP) 231.5mg/dLLL |
By ~F REMETHER . G T TF v —F A FA LR R MO KIENREBEZELTWHE
TR EE | A BH] =TI A EMTX LS O DMARD O #5% 5-7% 15 5k 3 0D 7] [5] % 5- BT 408 LA IS 52 T 7= i
A
IRENVE B R 2 I 2 BB R B 14601 &2 IAE B ICAT T — T 5 RET6 1L 7 Z B R EET0H]
B 5 1k BT AT T —F%90mg XX 7T 2RE0,1, 2 3 EZICE TG L &5 12%ICACR20IZ#EL
TEBE OB AEHE LR,
TEHmIEE | 123 % DACR20
BIVGHEE R | 1288% OACR50 & RACR7072 &
HNEFEN | 123087 DACR201E AT 7 —F P 5-1£42.1% (32/7641) . 7T AREE14.3%(10/7061) TH-7-,
RN | AEFLITATT—F R GRET641 14641 (60.5%) . 77 BAREET0HI 44451 (62.9%) Tih-7-,

ACR20 : ACRBUGHHEZ He-5<20% e 44 7= 3~ B DE &
R B FERAOAERIINTWOARIEE T B HEL OHEIZ Fio@) T3,

hhE

(TR ()

OREFIRFE CHIRA 72 FRik &
- VERCE Rz ME B
FAVE R OV & (BFr) -
(355 1 LR R OVRE R BE BT 2% )
WH R ANIT AT X~ 7 (Bia - z) LU C1E45mg% 7 F & 545, #)E1# 5 K& O D43 #
(G- L, LARR 12 R TR 5375,
LR T4 B A I E90me 2 5 A 2 LN T&E D,
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(4) #RELHIEABR
1) AR BR
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<EzEE>
<ERN>

% I /MM ABEXER (UNS009-JPN-025ER) 2 ®

RERT A

Zhtiax LF, “EHER. 7 2Me, 7T R A R AT ] MR

ISES

HSEIE DD EAE OO JRy T B B2 2 A 9 D L (S5 MR RC MR, RoM#IE BRI 2¢) B8 1571

T L vE

SeHRIFRIE T B RIE O R G L0 S W L2 R R R 9% DI 2 & (R K 1 F& (Body Surface
Area ,BSA) D 10%LA FA L PASIAZ T 231204 b 0D b M 5% M OVEZ e BE 1 48

F7pbRot L

Jry T 4 DA A4 0D i A (R OR W2 A | R BORE P LR | IR M RO AiE ) O R R AR R | B - 3K CafiiidE,
UF T L5 OG- KO LR TEIE DDV NTEAL LI B MRS  RE S MEIE O 85 2 5 5
B IR G OB B el

REBR T ik

AR IZAT T —T%45mg % 51 (6441]) , A7 7 —7°90mg# 5-8 (6261]) I N7 7 &R B (3141)
BT 72, AT T —F 8 5T AT T —F%45mg X1E90mega 0, 418 4 (2 FHe5- L. LA 128
FICH2AB ETHE T 5L,

TIRRBI T TR E0 ARBICE THRE L I2BHBICT IR >AT T —7%45mg# 57 (15
) e Y7 T 'R > AT T —F°90meg i G- 1 (166 IZHIVFHT  ENENAT T —F45mg X1T90mg
12, 160 BICKE TR L, LI 2B #2521 % £ TATT—7%45mg XI1E90me4 2 F# 5 L7=,
281 % T FEAN A2 AT\ 2N E] (PASISOA M) 1345 54 d 1k L7=,

TR

1238 %% DOPASIT5 (FRFFAIE H )

IR EH ZE

121814 OPGA, 12 1% ODLQIA= 7 28 b | 121 % DOPDIA 5 28 L B, 1238 # OO SF-36 8L, 12
W R D28 5 DONAPSIAD 7 B 228 | 123 1% O BISIIE R DI VASE L e &

FEFHIGIE A : FisherO IEfMREZ W TT T BRBEEAT T — T 584 i 25, Holm®D kI
L EEEHET D,

AT = TP
ARATEH ] FIREHEIE H 12308 % OPGADN0 X131 ) &HE Sz B3 E A 1 Fisher D IEMER E , 12 £ ODLQI
AT B EITERMR E L AN TT TR L AT T — T G2 i 5,
F A B
OPASI7T5[FAS] (123#)
Bh & TR 45mg 90mg
1238 DOPASITS 6.5%(2/3141) 59.4% (38/641) 67.7%(42/6214))
pfif* — <0.0001 <0.0001
¥ % 77 AREE FisherD 1IEfEM & (HolmD 7% W 5)
B EEAm IR H
OPGA[FAS] (123)
ke b AN 45mg 90mg
. 310 (5257
A PGAAT0 (272 L)

ST () 1 &
HESNIZBHEERIS (%)

9.7%(3/3141) 57.8%(37/64%41) 69.4% (43/6241)

pfiE* — <0.0001 <0.0001

* 5t 77 /AR RE, Fisher D TEERRE (4 H L OpfE)
ODLQIA= 7 Z b & [FAS] (1238)

5 WA AN 45mg 90mg
B (R TR 22) -0.3(5.25) -8.0(6.45) ~7.4(6.52)

(BEH) (3141) (6215)) (6141)
pfE* — <0.0001 <0.0001

* 07T VAR EAURE (4 B LOpfE)




% 1 /M5 ER (UNS009-JPN-023%ER)2 9 (D D)

A EREA

OSF-36 21 & (5 (R ZEH 15 i B OV B 2015 /D) [FAST (1238)

B 77k 45mg 90mg
fﬁgﬁgg; -0.95(9.623) 7.76 (14.536) 5.14(12.036)
’ @%&) - (3161) (62151 (614)

pfiE* - 0.0033 0.0164
fﬁf?@%ﬁé%; 2.03(6.753) 5.28(9.797) 5.77(10.450)
’ @%iﬁz) h (3161) (62451) (61451

pfi - 0.1006 0.0742

OPDI& M5 S L f: [FAS] (12i8)

* 7T RAREE 2EAURE (45 H _EOpfE)

55 TR 45mg 90mg
SR (YR 22) 0.1(4.21) -8.6(9.63) -12.0(11.80)
(BEH) (31151)) (624) (6115))
pfffi* - <0.0001 <0.0001

ONAPSIAZ 7 & # 3R [FAS] (123, 2814)

* % 77 R AREE 2BEAR R E (44 B _LopfiE)

B & ZFIER 45mg 90mg
1218% D
NAPSIA= 7 g 3 5 -2.9%(27.79) 7.7%(95.14) 10.0% (66.06)
SR E (R R 22) (17451 ) (434511 ) (4041 *)
(BFEE
pfE* — 0.6541 0.4395
9 77 77 45me 90mg
—45mg —90mg
28 % D
NAPSIAZ 7 2 32 34.9%(42.17) 34.5% (44.21) 52.0%(39.59) 51.6%(49.97)
Y E (R R 22) (931 %%) (7151 %) (44151 %*) (38451 *)
(BEH)

* X7 TRARRE 2AEAURE (44 B EOpfH)
NREZR T HBHEOHFHELTZ

* sk 0 12
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% 1 /M43 E8 (UNS009-JPN-025%E8) 29 (D D)

O e R DIEIEVASZE L & [FAS] (1238)

Bh & 7TER 45mg 90mg
LA VASEAL R 8.0(13.00) ~38.5(28.93) ~9.3(18.23)
REEIACEETED s . e
s (361%) (6f5%) (1351%)

* BAREIER 2 A T 5 O HFHli L7z

1231 £ TORIMEMIZAT T —F5°45mg#% 5 BE6401 3541 (54.7%) . AT T — F*90mgk G- #E624
285 (45.2%) . 77 B ARBE3 26 1961 (59.4%) T o7z, EZRBEIWEMIL AT T —F%45mgfk 57T £ H
SEZC9H (14.1%) . A RY 277 V-EUREMAE] (6.3%) | BAER 341 (4.7%) . AT 7 —7°90mg & 5-F C 5 A
SH 841 (12.9%) | WoME ., A BR BRAX I I 232 2 U341 (4.8%) . 77 & AR BE CHIMES 1 (15.6%) | &b K BE
2241 (6.3%) , ML H R Z U UREEIN, 45 BR ERECHE M3 E I Z 161 (3.1%) Th o7z, EEZRIVEHIX
AT T —Z%90mg e G-FETH S BINLARE | R TN 1N D BT,

PERFA

R
i

PASI75 : PASIAT T IR R—AT AL 5T5% L _Eek#E L= B DA
PGA : R RRIZ OV T RLEE, 1= - BEJE | 575 00 25 18 Jo OV D A= 7 O SR E L S < R Al
DL FE R FEAM
DLQI : B2 R A 72 QOL R E
SE-36 : 36-item Short—Form Health Survey
SRR, B &R FIBERE (R AR DR -, RRB R E )t ATERERE . B E R HIR AR
CRE ) L DD ERE D82 D FEI) D R T 92 el B B E QO L AT A R
PDI : [ B % AENE ) M5 T22B8 ) EH S SN2 15O R E B 22555 | L HERF A0 QO LA A 14
NAPSI @ [f] FIZ I Theh JINEZEE O IR DN T BRI 4% 557 L Z 308 U DU TTVRERZHEE & OYUT
IRREEZ A T AL LRI 5 JNEZEE D FFAM 5 15
VAS : B3 B & AR RE O BAETE R O A | /205 (0mm) 2 T 28 A 137200 | A6 (100mm) 2 T2 bl -
DI FAEE 2 DI FT AT ETR | EL72100mmDVASE VN CREAR
B B FERF O AGREN TODRIRE U R AEL A EIT FTrRo@E ¢,
hEE AT (Baky) -
OBEAIRIE CRR A7 TReE A
3 VERCRE HomEME B R
PR OV & (Bke) -
(5 M W R R VR BE B )
WE R NIET AT R X~ T (B InFHff2) &L CLE45mgE B T %592, #E$#% 5 K& O D43
BICEE L, LIS T 545,
7212 L B+ 72 AELR90me 2 3 535 2 LR TE D,



<@y >

%5 I #854B& (PHOENIX 15%XB&)&~'2

R TP | SHBICR, T EB, 724 Mo, 77 TR BB
R AR SE > 5 FLIE O J) T B 2 R 766451
S A FeRRPETE T B IR IE DO G L7220 155 5 R e D955 48 % IR #2118 (Body Surface Area,BSA)
e D10%LL EH L PASIAT T 231204 b 0D o thi vz i (R BE 1 28 & DF 38 92 Fai & Bk g ml)
J&3 TR DL AN 0D Rz S (R DR B2 | AT R R P e | IR W R 45 ) oD e BB SR (B —IET 3K Catd
ERBRANIEAE | PR VT A5 L IR 0D WEJRE OO FEE SRS SO X BEAE FR A R IR YYE | BRHEIE O UEN H D R
FH OIS OB B 7
MENE 2 [T AT T — 7"45mg&"5—ﬁ¥(255{ﬂ) AT T —7%90mg# 5-#E (256
B) e N7 7 'R EE (25561)) IZEID 51T 7=,
S5t 5o S ] AT T =TG5 REII AT T —T7%45mg X 1390mg% 0.4, 16, 284 (2% T
A BHLE,
: g(ﬁm@) TR REE T TR GO 5% TR L. 7 IR 27
2T TS ] 7_3®45mg3‘§5‘3¥(123{§ﬂ)k\70'7‘Eﬂfﬂx?§~§®90mg§‘§25—ﬁ¥(120
i (l2~a0) | PDICEIONT T E12, 16, 28 R ICK TR LI,
! 28uié (AT AT, ?%xJJW(PAsnE)uL) VL1238 15 D H% 5-A Mk 4
FNH (PASISOLL B T5 AR ) 13838 5 4% 5- ’WE\?%JJW(PASISO?E{?E)
FgEEEF L,
40IAZ TR ZATV AT T —F%4bmeg# G- K AT T —F°90me % -1
DHB12WfFE O £ 5 TORRNBNL, WAEH 27T BARTE X128 5% 5-
s REGEREIC B A2,
LS S T TR AT T —T%5mgKk 5RO T TR - AT T —F°90me it 51t
L N(4 DIH12W DO G TORMENT T T BN GIZET L,
I | $&¢ 5+l e A0 TRV T T 7R B G RET IR S A % (4030 % (28
(40~52314) EXNT-PASIAZT DR—RAT AL LD FEDHI S 50%LL EDTEIR) Liz
RS CHIRTE R BEDOAT 7 — 7% F& 5 L= (F)n] 48 1%, DL 1238
) o
WP ORETE 1288 5 D $% 5T O 45 225051 K OV 2051 138 18 2
L. 28 1% L8 {5 DO P 5 D FBFE T DWW CUE 8 f & ke L 7=,
52 % I KWk e 52 Bl AA L K264 % (BAEIE]) £ TBIF 7228
ol g ELT7,
| RN 2777 ot 5 R O S WIS 52 B LR L,
A0 % CTEIVMITONTZT 7B R G RIL BRI RN R LR H T
PRTRTE R O AT T — %% F 5 Uz (F)Rl, 48 1% AR 1218 1) .
TEFHIEE | 1208 OPASITS (BREEAITEH )

Rl REALZE B

PASI75 (#% 5-H #ric ks
B

A BRI LD E) 12 1% OPGA, 12 % ODLQIA= T 24k

fi AT & b

FEEFGEE - =L Uitk 2 OMAK 8 % G 38 L 72Cochran—-Mantel-Haenszel® x f 7€ & FH\ T
TITRRBEEAT T — T G RER 5, HolmD FIEIZ 02 B AR5,

W LI RO NTGA—ZF FEEY WIS &9 Dvan der Waerden®D EH A= T
RENIFE ST T VaE W T 3%, HolmD LI IV 2 Mt E R T 5,
R 100kg% 8 2 DIEFNC I3 1) 2 B2 & Rl fk oo el 38 | iz it B i 28 0 & OF SUTREFE
DI DR LB TKR T DR AT TN —T 3 %,

BIVGHIEEH
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£ MHAELER (PHOENIX 154ER)8~12 (DD&)

FHEFLA H

OPASI75(12¥81%)

1238 #% DOPASITSIE, AT T — F°45mg#% 5 BE67.1% (171/255%1) . 2T T — F°90mgH% 5 #£66.4%
(170/25641)) &, 7R 5-#E3.1% (8/255(1)) (2 b X TH E 12 < (p<0.001, Cochran—Mantel-
Haenszel® x 27 Holm® 5 k&2 FAW5) A7 7 —F % 5RO 7 Z 2 R & R T D@l e
REES Tz,

T2 FI R AT B

OPGA (12381%)

12B IR WVTPGARZ Y N0 (R ZE72 L) | SUET T (B0 1 & E S 7o BB BIA1X AT T —F%45mg
P 58 T60.4% (154/255%1) . A7 7 —7"90mg# 5-HET61.7%(158/256f5) THY 7T R#03.9%
(10/25501) LEE_THBEICE 72 (p<0.001, Cochran-Mantel-Haenszel® x 4 & . Holm® J7 ¥
ZHWD),

B | ODLQIA= 7 2k & (1231 %%)

12 BZIZBITHN—=AF A NHDODLQIAZ Y ZE L i CEAIE £ AR R 22) 1L A7 7 — T %45mg#
HREC-8.0+16.87, AT 7 —7"90mg# H5-#ET-8.7+6.47THV, 7T BREED-0.6 £5.97L il LT
AEICHWA L= (p<0.001,van der Waerdeni£, Holm® 5 iE% %),

DA B VR EEAL E H

OPASI?S(TQErElﬂL,Fr H )

40T FIV A f%ht&ﬁﬂéﬁﬂi&&@qﬂﬁﬁi BIFAHPASITE D 1%, A4 B LA D 6438
%z iPASI7575>T§ZEM’*L'fULﬁ$“C85 5% (136/159%1)) . $% 5t K #E ¢31.6% (50/158%1]) TH 7= (p<
0.001, Cochran-Mantel-Haenszel® x % & 44 H L OpliE) , 763 % OPASIT5IE, & G-k #1:84.3%
(134/159451) . #5¢ 5. #£18.6% (29/15641]) T -7~

OPASITS (% 5-[IkR I L2522

83 5 % 5-BE D56 % DPASITSIE . AT T —F%45mg#% 58 T50.0% (16/32f1) . 27T —F"90mg#%
B RET46.9% (15/324) Th-o7-,

12 % F TORIERIZAT S —5%45mg % 5-FE 25541 F1904 (35.3%) . A7 5 —F°90mg ¢ G- k255
7841 (30.6%) . 77 2R FE25561 16961 (27.1%) TH 7=, ERREIMEM L AT T —F%45mg 5-7f
THAJF 12051 (4.7%) . E5GE G116 (4.3%) | S UABEZ 941 (3.5%) \ AT 7 —F%90mef 5-Ff T _E&aE
APEREAM | YR 1261 (4.7%) L SEYE 1145 (4.3%) | SRIHEE A9 (3.5%) . 7 7R HE T L RUE Y96 (3.5%) | sl
SH 2851 (3.1%) . BARIR 661 (2.4%) Th o7, HERBIVEM X, AT T —7 45 mg# 54 C M If 45 %8 1E
B L S Z N E B AT T —T°90me % 5-BE CREFIE S IIEZ Lk RSN E 14T
HoT,

PASI75 : PASIAZ T IR _R—RAT AL 5T5% L ek EL - B DA
PGA : 28R ZERAIZ OV T RLBE, 1278 - AR 5 oD 45 1850055 Mo O3 185 D A= 7 D SERI I RS < EE il
DL FE B REAM
DLQI : B2 BRI/ QOL R E
R BT ERAIOARBIILTODRIEE IR HEK OCHREITZ TR0y T,
HBE TN F (Piy) -
OBEfAIRIFE COIR A+ 372 TRoE A
5 M L | 2RI BE R A
FHVE R OV & (P -
(0 VERLIE M VR e MR B i A8 )
WH L RANTIET AT R X~ 7 Gla - z) L CLl45me% T #5425, #E#& 5 & NZ 0438
BICEE L, LI 12 S T’ 575,
U B R AR5 72 A i1 A90mg A 54 A Z LN TE S,



5 M 48 5XE& (PHOENIX 25%Eg) 110~

R TV A | S ILE, ZEBEM. T F MME T TR B AT RE R H ek R
PSE FR A E 0 B I O SR 1 B A R 1,230
7RG U TR L ST A B PR IE O *E G L7 0152 J5) T B 92 i O 3R A % R i (Body Surface Area,BSA)
D10%LL =B L PASIAZ T 231284 F0d J5y i Y vz i (2 E I B B 28 2 0F R 2 B b B gk v))
Jri T PR LA AE 0 it DR R R R E M R | T P W R ) oD TR SRR BRI ( B BT 3K Cadils
TR RLHE | BI3E VT A5 D IR D R OO i AR SO R AR B BRI | Y | RRHEAE DO E 3 B B R
H TR OB T R E el
M 28 12 AT T — F%45mg# 5-# (40961]) . AT T — F°90mg#% 5 #f
TR BN | 41141]) K O TR EE (4106]) (2E0 )7,
(0~123) AT T = BRI AT T —F%45mg X 1390mgA 0.4, 16, 2810 % 12 f2
I | & TREL,
AT T =G5 | I ERBEL T TR B0 AR ICE TR G LIk, TR >ATF
i (12~283A) 77— ?”45mg&b’§»§¥(2051ﬂ)k7°3‘121“%7<?5 Z°90mg# 5% (205
B IZENAT  ERENE12, 16,280 I FHRELT-,
28 AR 21TV WD RO BB W TH R B (PASITHLL 1) 1412
T 15 D £ 52 kg LTz,
BeH-HIRR AT T — T BRI BT D 4y 228 (5] (PASIS0LL 75K ) 1L MEAE 2
BT E I | s HAR 28D G X128 H 0 5B T 7=,
(28~523) TTRR AT T —T%U5mgK G HE N O T TR > AT T —F°90meg K
LREDE A ZN B8 DR G I EF LT,
B (PASISOAH ) 13 4% G- & 1 1 L7,
52 % \Z R Wifkke & -2 B I6 L | Ik K264 1% (54F-[H]) £ TBH 752
o By
[T AT T —F D G5 R O G R X528 2 LR E LTz,
L e TABRIE X S O I IZ LY BUT 03300 D4 E I AT REL L7,
= 45mg 1238 RIRE# 5-7:545mg 818 1% 5 ~D 2 &
45mg 83 ¥ b7 % 5-7>590mg 83 [ fF % 5~ D2 T
90mg 128 MR 57 590mg 8 MR % G- ~D 24§
R H | 1238 OPASIT5 (BEERH H )
B REEAMIE B | 520 % OPASITS. 1238 OPGA, 1201 ODLQIAZ 725k &7/ &
THIMEEE - 7 — /L LTz ik & OME 2 P #8 L 7=Cochran-Mantel-Haenszel®  2f & & FIV T
TITRRBELAT T — T B L 95, HolmD 7 EIC k0 & B A G395,
T 2 BIVEHIIE B« ke L2 RO NT A2 R L IHLA R LT Hvan der Waerden®D IEF A=Y

BB IS B HTET V2 AW THE %, HolmD FIEIZ I L H A 5 T2,

{RTE100kg 2 8 2 DAEFIIT I 1T 2 B2 e AR oD e | HLMRIE B Eii % 0 & B SUIBEAE D
b2 B ORI PIB T DR E YT TN —T IR D,
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SE MM ER (PHOENIX 25KER) 112~ (DD &)

TR H

OPASI75 (12381%)

1238 # DOPASIT51X, AT T — F°45mg#k 5 BE66.7% (273/409451] ) . 2T T — F°90mg#% 5- #E75.7%
(311/41141) & 7T 2R BEGRE3. 7% (15/41061) (I X TH EIZEL (p<0.001, Cochran-Mantel-
Haenszel® x 2 € . HolmD J57 % WD) AT T —F W 5. D7 T v R F G RE 60 ¢ D EEPE S
WAES Tz,

T2 @A B H

OPGA (12i81%)

1238 IZF\VTPGAAAT 30 (RZE72 L) | UM (M) | L HE SN B BB I AT T —F45mg
£ 5 HET68.0% (278/40961) \ A7 7 — F"90me % -7 T73.5% (302/41141) THY, 77 L HREED
ARNVEREM | 4.9%(20/41041) LR TH BEIZE D272 (p<0.001, Cochran-Mantel-Haenszel® y 2§ i€ . Holm
DOFHFEERAND),

ODLQIA= 7 Z k& (12181%)

12 ZICHB T HRX—RATA L BEODLQIAZ T 25L& CESE £ FEHE(R 22) 13, AT 7 — 7%45mg i
HEET-9.3+7.12, 275 —F°90meg# G- 8 T-10.0+6.67THY . 7 I REED-0.5+5.66& Lk L
THEBIZHAD L= (p<0.001, van der Waerden:, Holm®D 5% W 5)

Z O B EEA I H

OPASIT5 (528 1%)

By BN 1T H523# % DOPASITS X, AT T — F*45mg4% 5-HE T I118H 17 4% 5-34.9% (15/43
1) 1238 45 # 5-C31.3% (15/48%1) TV AT 7 —F"90mg# 5-#f TI1%8¥H 5 4% 5-T68.8% (22/32
) 1238 58 5 T33.3% (11/3341) T -7,

12 FTORWEMIZAT T —F°45mg#% 5-FE40901 1 141451 (34.5%) . AT T —F“90mg % 5-#E41 115
FR 13541 (32.8%) . 7T BARTE4106 HF 12141 (29.5%) T o7z, EARBEWER X AT T —7"45mgik 5-RET
SEIR 1951 (4.6%) . s MABEZE 1561 (3.7%) | BAEE 1241 (2.9%) (AT 7 —7"90mg#% 5-HE C 5 HIA K | T
PEREAE | 252402001301 (3.2%) T 55 282 M ALL0B] (2.4%) . 7T R BE T S IHEE 2 18451 (4.4%) | B
1261 (2.9%) . ESGERY:, T 57 BN F 28l (2.0%) Th-oto, EEZRIEMRIZATZ—7%45mg
B 5T B R BB B e N, AT T —T°90me % 5 HETH o M DR IE ., B
P& L /B /O EE P AMRE / [BIHEME D OB ENZE NI Th -7,

R
i

PASI75 : PASIAT T RN —R2T AL 7BT5% L FikE L= BE DOEE
PGA : FJERAE 2RI OV T ALEE, 1= - JRJE | 5 O & 1808 J O3 D A= 7 O SR EI 5 -S< E AT
DL FE R FEAM
DLQI : B2 BRI/ QOL R E
HRE) B FERIAI ORI CTODRIEE ST R, AER OCH &I Fito@Ey ¢,
ShRE ST D S (BFy)
OBEfAIRIFE COIR A+ 372 TRoE A
5 M L | 2RI BE R A
FE ROV & (Bkr) -
(=9 MR RCHE K OV B B )
WE NI AT R X~ T (s FHHf 2 ) &L CLRI45mgE f T %595, #lE#% 5 & V2 D431
BT 5L, LA 120 [ hE T 535,
7P LA 437 B A XL EI90mg A R 59D Z LN TE D,



% 48518 (ACCEPTELER) "°) ($5)

BT P A

Zhtiax L [F], 722 bl TR AT HE ] MR

PIE

HSERED D FIE O Ry L B S & A T DR AR B 90341

EEVAQ i &

SEARIENE XL R RIEO X G 720155 J5) L He e 0O 95 28 % (R ¢ i 78 (Body Surface Area, BSA) @
10%LL FA L PASIZZ T A3 284 F 0D Jr) i B i i

RN A TE

JRy T R LA 0D WA GG DR R fE | AR B ME LA R MR LR 55 ) oD R FERH A ( B BT 4K, Cadii bt
$ VT 25 ) LR O RLfiE O FIE BE SUTBEAE B MRS | R OB D38 % - U5
JOPAERAE 28

RER Tk

MEAE 4 | AT T — T 45me % 5-8E (20941) \ A7 7 —F°90mg#e 5-7f (34761) Jx V=& 3 /L& 7 N50mefk
G B4741) 1ZE0 AT 2,

2T —F P BRI AT T —F°45mg X 1290mgZ 038 4T 1% (2 e T 5. Li-, =& R /L& 7 MY 58T
50mgZ- 2[R, 123 £ £ TR T 5 Uz, 1238 B SUSREAG 2 TV TaHE RS (2 Al O 8L 1R 1) 72 12 e
ZEDOFAMAER L LU F) I IX R BEE S IR A H T | TR K OV DA R ICAT 7 — 5% 2 T 5L,
72720, BT A4 4 F T L LT, 12 B sl CO BB ZIT AT T —F B G RAT16H %, =7 3x1 k&
7' N50meg e HAETIT16E % L20 % AT T —F%% 2 FHH- LT,

EERHM T H

1238 1% DPASIT5

A2 T RC R AR B CP A, Al AR YER 22 DU 53 AL foe KA, de/IMED) 2 BERCZS B3 e
KM OEIEERNTT =22 EHK T2,

AN PERHA

123814 DPASIT5IE, AT 5 —F%45mgt G- 1E67.5% (141/20945]) . AT 5 —F°90mg#k H-1£73.8% (256,/347
B) THY, =X 3T N50meg kG- 7£56.8% (197/347H1) Th-o7-,

2 AR

123 % ETORWEMIIAT T —TF%45meg G-#£209%1 FH 10241 (48.8%) , AT 7 —F"90mg % 5-HE347 (1)
16741 (48.1%) , =& /L7 ’50mef 5-EE34 76 197641 (56.8%) Th-o7-, E/REIERIL AT T—
S45mg ¥ 5B CILEAIR9.6% (20/2094) . EhIHEE256.7% (14/2094) . 4538 8k 4L5.3% (11/20941) |
AT T —7%90mg it 5-HETIXIAIEI. 8% (34/34711) | sMHTH6.9% (24/34741) , =& /L7 F50mg
RTINS, 1% (28/347H1) | ShUATHSE7.2% (25/347H1) | S DALIEART 2% (25/34761) Toh o7z,
16 % ETOEERAFEFRIIAT T —7%45mgf G-HE661 (S | & £ j2 i, & i, fadm | FL .
K PERE R 1B]) AT T —T7"90mg % G-RETH (B 25 IGFFAZ%E, H MMM AL MRS, D& mse, i
TR HIBEY 7 R ERE NG 28 | BT RS PR B M B E | B A B PR IPT L e D iE | O F 2E
AMEBARE ) =X S I50me % 5 HESHI (FE2 . L IEHEN IR . S REPENGHE B M MEBE IR A%
SRR R, BEORE A AE, e A BB T [B]BE A I BOE B RES 1B Thoto, ST BT AT T —
Fe4bmegfe H-FELH] (SR TR NTE) AT T —F7°90met 5-HE LG (ZIgas R 2) =& BT b
50mg#% H-BE L] (ZZ il F k) ISR Bz,

PASI75 : PASIAT T BN_R—2AT7 A BT5% 0L ek L= BE OE S

TR T ERAOARBINTWODRhRE
(TR (k)

hhe

F R HIEL O BT FREO®Y T,

OREFIRIFE CTHIRA 072 FRik &
MR R | Rz ME B

FAVE R OV & (Bkr) -

(=3 M LR e ONRE R BE BT %)

W R NIIT AT XX~ 7 GlinF##2) LU CLE45me% R #5925, 91EIE 5 K OV D438

BITH G- L ., LARE 12 [ b C e 545,

T2 LR T4 B A I E90me 2 e 5 A 2 LN TE D,

(TR BEAFR IR TR RA 5372 BV Y ~ F (B O ERIHR 5

ORIk 2 T) | R OTBE IR COIRAN T2 L I IR B2 A 3 23 FIE R MR 25 T
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LyO— &>
<EFRH*RE>

[E 1 7] 55 48 5L5&% (CRD3001

ER)

BERT VA | ZhaakdtE, ZEEMR., 7o 2Mb, 7 TR BRI AT RER Fh iR
s LAILL EOPUTNFE IR TR R AR+ 55 AL ZEFME O 22\ H 8 RE ) S FIE O NG B HICD B E 74145
(HEARNBES6H A2 Te)
CDAIZ32207K 4 > hEL EAB0R A REL T & B S ID P EESED D EIE OTE BN HICDIZ3 1 A ML i
ARG L HLTEBY . CDIRE CKBENT-HEDAL 7% ~7  THX UL~ T Xidcertolizumab pegol (AFH
5‘“ TIXCDO G2 L) il F TR G-I, —IRED ThH o720 AN B2 R LTEEb O DZE DO
RDE IR LT B LU IO AN U CRBMEN 2 7= 18 LA LD BE
e JEEVEOPEZE JEAGIEERE AR Pl 2 LB LT DERE SO LT EE  BEO-RE (bo\V 3k
- DB EE) GRERBAE6 s H DINIZIG BRI S E3 1 H LNICIBIEN Tt o fafT B8 7l
KBRS 7T uREE AT T —T%mg/kg (R EBIH &) B L OC130mgEDOWT 21 0 1 1O CTIES
i (CEIOAF 0 B I BB AR B 5L 7=,
EHETE H | 638 HZClinical responseN G610 7- BB OEIE (FREEHIIEH)

AR

81 H 1ZClinical remission?3 551 7=#E OE|E 8 H IZClinical responseNGFHN = HBEFHE OEIE |
63 H (Z70-point response’ 5 IL7Z B DEIE | 33 B IZ70-point response’3 G517z B D E|
/3

=

& NP E T kD AR ER R SR (R AR | B i (I &) M OV R B 72w
WREM I H ONECTHEJE R E T 5, EEFMIE B IC DWW T, T T BRI LAT T —F° O
B TAHRBENRBOLNIZGAICHBE BN EE LN W35, 72, EEFHBEH IC W T
1E. BHAR N K OHUTINF I T D RIGER O Y7 7 v — T fg i & F ks 5,

FEHT T MG A OFEMIE B O KT — 2L JRE I LI s T G B I3 R — AT A U O O Tl 5E
T %, FILIIMILOCFIEE W CTHiTE T 5, MEAOFHEE B IXIR I K ORI L7 o745
Bl S EI E LT,
KCDIRHE D2 OOf I H RS o725 4 ILCDBIE O F1 (RN — | SR ER O & i
1R 22 G AR R Eah L 27T,
T HEEAmIE B
- R . R EE 1)
b 7 Z7&R 130mg (6me/kg) *
.. N 21.5% 34.3%* 33.3%*
AHihpearqg | | Clinical response rate (63 H) (53/2474) (84/24543) (83/24913)

% 1 p<0.01, %7 FAREE. Cochran-Mantel-Haenszel ™ x 24 & (175 & /K #£0.05)

*¥k 1 AT T —J ORER|HERE: KES kgPL T =A77—7%260mg, KR E55kg % 585kg L T =
AT 7—7%390mg, R HE8SkgZ# X 5= AT 7 —7520mg

sk ENFRARH =




[E|f% 4 [F] 55 T 4854 ER (CRD30015XER) 9 (DD &)

Bl EEA 2 H
AT T —F® 2T S pfiE*
v = 6mg/kg . 7R (Cochran—-Mantel-
P BT E \ mntet™
ErRIRFF A A (KR A &) B l(i(i;nff)i (n=247) Haenszel® x i &
(n=249) (I R4 5 /K £0.05) )
83 H IZClinical remission 20.9% 15.9% 7 2 p<0.001
NELNTZBREDOE S =0.003
BT | |83 H IZClinical response 37.3% 33,54 90.9% p<0.001
PELNIBHE O - o - 5=0.001
=0 p=0.003
gg?f%‘ﬂzg ;‘g%;ff“se 43.4% 46.1% 30.4%
ForlicE&m@rln p<0.001
. . =0.002
318 H 1Z70-point response p
. 40.2% 38.4% 27.1%
AT BH OE S ’ ’ ’ 5=0.009
X EEE : A7 T —F%mg/kg KERIFH ) BE vs 77 BAREE, TE : A7 7 —7°130mght vs 7' 7&AREE
$ 583 B £ CO %R ANk RAEF 16865 D5 H AT T — T FETIE27.0% (139/51441) 12, 7T
BAREECIE26.4% (67/254061) IZRIER BB BT, ERRIER T, AT 7 — 7 B CILUEIHS3. 1%
e A ST (16/51441) | s M@EIEASEZA01.6% (8/514451) . 77 & AN TIXAE03.5% (9/25461) | I% 572.8%

(7/254451) . BEE J OME TR I3 F V2 2.4% (6/25440)) Tl o7-. HERBIMEMRIZ. AT F—F T
VG I50.4% (2/51461) (VAT V7 B ME RIS | R M 8E . 2238 e B, IR 8 3 2 400.2%
(1/5144) Th o7, KERBRICB W TH T ICE ST RIEAZRELL - BFITB DN - T,

Clinical response :

CDAIZAT DN—=2FA L BN 10078 A 2 ML LD (N—2F A DCDAIAZT 753220

A REL 1248 A L R ELTF D BEIZOUWTIE, CDALAZ T 23N 5078 A > PR &2 @8R L T
72356 Clinical response3MSHA 7272 L 72)

Clinical remission

: CDAIR= Y <1508 A >k

70-point response : CDAIZAZT D_—ZF AL INEDTORA L ML EOIA

EE) HEEERROAREN T HEL OHEIZ TR OmEY T3,

FAER O & -
B RANIIT AT X7 GBIE T 2) L COEAREOWENS, LL TR T H &% BELR
THHET 2,
BERE B
55kgVL T 260mg
55kg7 i % H85kgLL T 390mg
8bkgZ it 2% 520mg

MEK O BACBEE S DR E (BFe)
HMEFFIRIE IOV TUT AAI IR G- O8I % 7 AT ¥ X~ 7 (s F#L# ) B T #% 5 A D ¥ -

ZATO MERFREIC BT DG I EIX VAT X~ 7 (B T R) B2 & G- A0 &E

ST DHTE,

X%
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EIFR £ [F] 55 M AH 5 B& (CRD300254 58 ) 2

HEBTV A | SHiRLR ., “EEMH. To¥ MME T TR R W AT R bl ak R
s AT AR NP5 T8 TR B 14 UXEENED 22 JE ) S BIE O B 1 CD A #6285
(BARNBE2601 %5 Te)
CDAIN2207R A L R 450K A 2 NEL T EEFEND FEIEN D HIEDIEEHHICDIZ3 1 A M UL L
L TRV, MATL)CRPEEMN3.0mg/LE.2) A7V — =V T REOEF DT aT T R EN
T b e | 250me/kelB, 3) N — AT A HI3H A LN O NIRERE CIHEIECDOMIE DO W N ZBO b,
PUTINFEIER 2 A T 05 B8 13 R + 0 IZEFER NI ERREN TR W 185 LA Lo
=
e B e SEEE DS FNGIERERE AR B2 L BT DIERE A O LB RSO B (bW
i s BRE) GRBREAAE6: A LLNIZE YRR X35 A LAPNIZIGHEN TIN O e {783 7 L
Stk T TR AT T —T%me/kg (R ERI &) # & CL30mgHEDOWFINITL: L IO THIERIZ
i FIOAHT 03 B I BRI ERIRP B S LT,
FEFHMIE H | 618 H IZClinical response3M &b 7 BE OFIAG (REEAYIE H)

Rl U A ZEH

81 H 1ZClinical remission?3 &5 7= 8F DO E|S 8 H IZClinical responseNEHNT-EBEFEDOEIS
638 H IZ70-point responseN SR OEIA 38 H (Z70-point responseN S A7z FBHE D E
[/

=

WEENAFFEC L0 AR E ] B (5 0 R | 18 E B (I &) RO R 2a i B | 72281
At H O NE TR 8 AR E T %, EEFHEE B IZHOW T 7 TR LAT T — 7D &
FECHBEEANRO LN LA IR ER H N EE N L5, 7o, FEFGEE B2V T,
A AR N CBEAFIR R DY 7 7 )V — T ki e Tl %,

fRATERE | JEE R ORI H O KT — AL AR LIRS TG BTN — AT A RO fEZ FIV Tl e 3
%o THVIAMILOCFIEZ IV THISE T %, MEZAB DR B3R ML) e ORI L2 > T 613,
HERSHIE LT,
MCDIGIRDT=D Dff I FITE TN D -7 858 XITCDBED FAff (RN L — 2 ERf o> BT %
bR 2T TS BT R L AT,
TR H H
e (R &
R=N —E/ N %k 3k 3k
B b & 7 7R 130mg (6mg/kg) **
) . : 28.7% B1.7%* 55.5%*
AR | | Clinical response rate (G | g /095 (108/209451) (116/209f31)

% 1 p<0.001.% 77 &AREE, Cochran-Mantel-Haenszel® x 2k & (i{A1A & /K 4£0.05)

wk 0 AT T —JORERIH &R RES5kgbl N =A77—7%260mg, KE5HbkgZ it 2 585kgLL T =
ATT—7°390mg, K E85kgZ B A H=AT7—7"520mg

wrk o [ENARAGE A &




ER £ R & MH 5% (CRD30025ER) 20 (DD &)

B R FEAL 2 H
AFT=T" | oo Pt
S = 6mg/kg . I REE (Cochran—Mantel—
7R R AT T . ;
ERIRHIE (IR ERI &) B 1(3(il211§§)$ (n=209) Haenszel® x i i€
(n=209) ! (AR 757k #£0.05) )
83 H |ZClinical remission 40.9% 20,64 19, 6% p<0.001
BELNBEOE S o o o 5=0.009
R 81l H |ZClinical response 57 9% 474 39.1% p<0.001
MELHIBEOHE o o o 5<0.001
0 p<0.001
gg?f%‘ﬂzg ag(g;);f,io“se 64.6% 58.9% 38.8%
RonicaaOsln p<0.001
318 H 1Z70-point response p<0.001
Y 50.7% 49.3% 31.6%
RELNBEOEIG " ° ° 5<0.001
X EEE : A7 T —F%mg/kg KERIFH ) BE vs 77 BAREE, TE : A7 7 —7°130mght vs 7' 7&AREE
Be 581 B ORI RT SIEFI639F DI H AT T —F FETIX12.6% (54/4276) 12, 7T &
ARETIL17.5% (37/2120) \IZREIEANRD BTz, AT 7 —F FED T2 @IEF X, 5% 3.0%
LA PEREAM | (13/42741) (B0 .4% (6/42761) . ERGERGE1.2% (5/427H1) 72X ThH -7,
FEEERRIVEIL. TR ITMI RSS2 F300.2% (1/42761) Th o712, KRBRICE W TR TICE -
FEWERZRBRLI-ABZF IR N2 o7,

Clinical response : CDAIRZ T D_X—2F AL HD 100 A ML EDJFAD (R—2F A4 DCDALATT 73220
RALVRLL E248RA L RELF D B IZ DUV TI, CDAIRZ T A3 1507081 > MA i & 22 L C
72356 Clinical response3MSHA 7272 L 72)
Clinical remission : CDALAZ 7 <1501 >k
70-point response : CDAIAZAZT D_—ZF AL INEDTORA L NEL EOA
HEE) R ERA KRS TS HELK O H R FRRO@ Ty,
HELOHE
WH R NIET AT X~ 7 GBI R Z) S L COEARBEORIRNC, BL T IR 3 8% Hia]
HHET D,

BFIRE e b &

55kg AT 260mg
55kgZ HiZ 585kg L T 390mg
85kgZ B2 5 520mg

MEK O BAZBEE S DR R (k)

MEFFIRIEICOWTUT AAII IR G- O8I 7 AT ¥ X~ 7 (s F#L# ) B T % 5 A D ¥ -
EATO MERFRIEIC BT DML HEIZ VAT X~ 7 (BB TH# ) TG HRAI OB IR U
ST DHTE,
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EIFR £ [F 55 M AH 5 E& (CRD300354 58 ) 2

BT 1

Sl 3k, “HE MR, 74 MU 7T A R AT R F iR

PSES

FEEIEDD BE OTE BV CDE 1,27 161 [ LR R R (T2 MMES V7= 8) 397THI L H AN
BFE2ZE L) ZOMOIREM (7 MushzinoTo B5) 88441

EEVAi e

EHGRER (CRD3001# kR, CRD300276#%) D0 B IZAT T —F%#% 5540, 81 H IZCDAIA= 7 ORF
iz T L7- B3 (CRD300 175 : PLTNF IR TR R A 143 X ﬂm@o)m\q:%m)gir
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7=  CRD3001# 5k X IZCRD30025 B 038 /> CDI 5t D50 B TR D i AT S 7=
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GEEIX AT 7 —7°90mga 8 MR CR TR G Lic, 77 8RB IL. 778 R TG LT,
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DELNTZBE OEIG  HITINFRIC R A+ Th o7 BFE OISV T4418 B 12
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f AT = 1

i

B ENE PRI | BRI A | 7 RIR GG B ONACREFE IR E T 5, BRI H 2o
T I TEREHCK L AT 7 —7°90mg, 81l IR % 58 CTH B 21RO LN 6 103 B i
DI EHWrT 2, o, FEFME B 2OV T, B AR ANER BTN _fﬁ%TJrﬁa\T%ok,%%\
NR— 27 A W2 Clinical remission2MEHIL TN BRE LAY 7 7V — T i & FE i1 5,
HF A OFANE B O KT — 21X IR L7 o7 i/\%7\74’/5%50)1§%:ﬂ%b\f%ﬁ7n?‘
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X RLERS TG A TR E 22T,
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7SR 90mg. SIF MRS | 90mg. 1238 R R % 5-

Clinical remission rate (448 H) | 35.9% (47/13145) | 53.5%* (68/1271) | 48.8%** (63/129])

% p<0.01.%F7"Z7BAREE, Cochran-Mantel-Haenszel® » 28 & (7l {145 & 7k #£0.05)
*% 1 p<0.05, %77 BAREE, Cochran-Mantel-Haenszel ® yx 2k & (U4 = /K %£0.05)
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[ 43¢ - 1 42. 6%, 81 [HI R 42 5-1£46.9% CHV . 7' T B AR EE29.8%IC N BICE -T2 (20T
p=0.035.p=0.004 : Cochran-Mantel-Haenszel® y 21 & (il & 7K %#£0.05) ),
OHTNFEIZ R AR 4 CTh o7 BE OESRASEMIZEBUNT4438 H 12 Clinical remission23 55072
BEOEE
PITINFEICBN AR+ ThH T2 BEFEOE 3 IV T #5443 H (ZClinical remission3 55
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FE R O & (FkF) -
(Ia— 95 ARIGAE R M)
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(U= ABRIGPER G
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NRDPAFHINIRNFTREME D B DT M0 | AR D ¥ G-kt D W B AR T2 28,
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Sk gk T YRR AT T —T7%mg/kg (R B &) B L O130mgRE I MEAEZ 2B AT, 038 B ICH A #
o RN 5L 7=,
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% 1 p<0.001,5} 7 FEAREE, Cochran-Mantel-Haenszel® x 248 & (fiHI4g 7K %£0.05)
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43.8%*
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38.4%% *
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Clinical remission rate (443 H)




ER £ EE M ER (UCO3001# it ER) 220 (DD &)

B R FEAL I H
AT 7 —7"90mg, AT T —7°90mg. s
- N - N . _ N TR
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responseNfEFF S AL7- BB O 68.0%* 71.0%* 44.6%
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T 1A Rfree remission23F54U 37.8%** 42.0%* 23.4%
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Clinical remission :
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et | JORIRE UL R IR O R G0 185 R LR ORTAS & I R (Body Surface Area, BSA) 0
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HEFARERAEICE TS ELEMER (5HLLE)

A 45 O o
JRYIE B L OVF A Ui 128 (7.7)
e B A% 13 (0.8)
EEXIDS (0.4)
HRIES (0.5)
NUEFEDS 32 (1.9)
fiti Z¢ 5 (0.3)
JE B E 7 (0.4)
GBI 9 (0.5)
e e R S e (0.4)
I o T 2 o OB e 5 25 (1.5)
L P A £ (0.4)
FRIEDRIE (0.5)
JHF RHE % B 40 (2.4)
JH R RE 25 26 (1.6)
R E 11 (0.7)
A PRGN AN Gh i 34 (2.0)
S0 5 (0.3)
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B % 6 O A L Pt 12 0.7)
| Basis 8 (0.5)
e BB E 3 O AL OB TE 19 (1.1)
FEEL 7 (0.4)
R IR e 47 (2.8)
y = NEIJVRNT AT = 5— BN 6 (0.4)
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(2) BEEEF T HREBRBAE
1 ERL-12,IL-23I2x 3 58 & 45 1% (in vitro) ?®
1. ERIL-12,1L-23.1L-12/23p40I=5x 3 B85 &
BAEPESE DY AT X~ T DEML-12,1L-23 & (NIL-12/23p4012 56t T Dk A M L= 2 A T AT
XX~ 71X RL-12,1L-23 K ONL-12/23p401Z [R5 D5 & M2 R LT,

2. ERNIL-12/23p40I=xt 3 B4 EMIE S
DATHF AT LDOFEBIT OV T IL-12,1L-12/23p40 & TNL-672 5 ONIIL-12/23p40 & 4 & B I H%
REMZR B ZRO BN Z L R O TRG LIZEZ A IL-12 K DNNL-12/23p40 L DfE A 1T R S
T ZDMDE L R TEDFERITRD IR oT,

2)ENML-12 R PIL-23Z BRHEESIZx I HEEFER (in vitro)?®
1. ERML-12IL-23Z BB I I HEEEH
[L-12 K ONL-230 Hii 52 AR THHIL-12R B 1 (IL-12 K% ONL-23DIL-12/23p4058 4y LFE&) 2 AW T,
JAT X X7 DZ RS EEREZRF LT, VAT XX 7 1XIL-12 K NL-23L1L-12R B 1OFE &
Ze U M AF LI L 2 DB EME XL -12 } ONL-23125%6 L CRIFRE Th- 72,

2. EML-12RUIL-23Z B AREEAREDHEEHEER
[L-121FIL-12R B 1/ B 22 AR AR L  IL-231ZIL-12R B 1/23RZ FRIEE S REEA L T FNENY
TFNEAREL TWD, £ 2T R B B EAIR (IL-12R B 1/ B 2XUFIL-12R B 1/23R) &5 81
L CW DI W VAT X X~ 7 OZ K ERGE G EEHZRF L2, VAT F X~ 7 1M Ei2ss
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) EML-12Z N LRk FIEHRE S EENDEE (n vitro)?
UAT X X 7 E M 2K O = B RE G IR SRS LTZIL-12% 0 U7 il A8 4 A7 PRl i 455 35 (CDC -
complement dependent cytotoxicity) JEMEZ L L7202 Z MG AT F X~ 7 OFcREEIE/E T 38
B G- L2 ERe S,

4) ERIL-12 B UIL-230 & B E NS (in vitro) 2
TAT X XTI L 121 L > THEEINATh1 ORE 72l s E CThoH A X —7=xa~y (IFN-y)
DFEAZIHI LTz, VAT F X~ 7 OFabfAIR D O MEHEH L[AEE Th 072 ZEMnB VAT H X7 DFc
FEIE 2N IHEIE A ICB 5 L QDR WD ENRIB ST, Fl2. VAT X7 E L2312 k> THEEIND
Th17OMAEIGEE THAIL-1TAIL-17F & QIL-220 EEABINHI L 72, 7 AT ¥ X< 7 1FIL-12 % VL2312
AL T. ZNONHEETHTh L O Th1 7O/ A2l 458 % 2 bz,

5)Y I RAEWET IVIZETRKREF(XHR)®
VAT X X2 T X~ AIL-12 % L2312 % L CTH RG22 RS2V e | v U AIEE T LV K OB~
AIL-12/23p40FuiR% FH N TIL-12/23p40 03 B2 BTG OFE ) 43 F- L7205 00 & it LTz,
P ot FRBTIA B G- CIE LR IR 23R BLLU 7223 U~ RIL-12/23p40 5 R & - CIX R fiE Rk
FIEILFR D DAV Do T TR BEAR AR D HL i Tl i~ AIL-12/23p40HL R D I 5~ 7 2Tl fa Mt
RO H~ 7 AT R EE O Il 25 B 28 E O3 K OV SE Ml A oD 52 6 21 o B il 2358
DO, ZIHORE ALY IL-12/23p401 X HEEHE IR OFER 43 T2/ D ZEM RS LTz,
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1. §25%

W R (U AT H X<722.5mg, 45mg L N90megZ B [a| f7 TG L2 & MET VAT X~ T R E
TR L1 . 20.52~23.27 H (HrJofill) o714 2= 43800 T
FHIcBWTHEIIZIZ

134 5-6.99~10.49 H % (F 9il) 12 e i

[ZB89 5IEH

TL72 MIET T AT X~ T P2 DC o FAUC w13, 22.5~90mg?D [
FLTHIL 7=,

[EERTREROMBERIRTFIITREDHRE]

) B FERA OB I TODRHE

e

1= Wvaw

EHI

(ug/mL)

7 —_

--O-- 22.5mg(n=6)

i 6 - —8— 45mg(n=6)
= —A— 90mg(n=6)
mo 5 hRfE
P
R 4
7__
X o
X
7 o
=
E 4B ™o

0O it @

0 4 8 12 16 20 24 GE)
R R
EMENRE/ T A4
I2ATX X~ T 5 &
22.5mg(n=6) 45mg (n==6) 90mg (n==6)

Crax (1 g/mL)

1.44(1.21~1.70)

2.77(2.63~3.38)

9.58(7.23~10.20)

Toax (H)

6.99(4.76~12.24)

10.48(4.73~14.00)

10.49(6.98~13.99)

Ti2(H)

22.70(19.6~27.5)

23.27(19.1~27.5)

20.52(19.7~24.4)

AUCo(u g+ H/mL)

61.3(49.2~75.8)

109.4(96.9~171.9)

242.7(195.7~272.3)

(TN (k)

OBEAIBIR TR 4372 FRUR
= PERCHE  SOREVE B 2%

FER O & (k) -

(LR M OVCHeME PR E 7%)

W R AICIEIT AT R X~ 7 G s Tz ) LU CLE45mg% 2 F #5342, WA 5 Kk OF
DA% G L LI 1238 g T 515,

72770 ARS8 A 12X L EI90mea ¥ 5T A2 LN TX S,
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L BHRRTEED>
1. BERAGEAT—4)0

TERERR N AC Y AT % X~ 7 6mg/ kg HLAIH AR & G- L 72 L & O P FEHERS LRI B RE /T A— 213

IFThoT,
[BEEF#RNESFOMEFVRTFITTREEDHRE]
(ug/mL)
200

150

S TANRA PR IDNR g =)
g 8
1 1

THEEERE
n=69

AUCw (png+H/mL)

3132.4*(690.2)

TI/Z( El)

24.7*%(6.2)

R (B MR ) | 6961 (*68441)

51



2. 90—2%F
OMINFEBETHRF+ A XIEBBEMHDOLGEWREENSEEDFEHI/O—2HFEE (BRARVS
BAT—32)"
VAT ¥ X~ 7 6mg/kg (K E B &) & O 130mga BRI AR 5-% O fijg o AT % X~ 7 R I1XIF
ERAELSIMEEZ R 0B B O 5 1MBZICB T MET AT F X~ 7 JBE (FRE) T7ATF X
~ 7'6mg/kg (A H B &) BETI1%129.1 pg/mL. 130mghf Tl343.6 ug/mLTdh 7=, £7-. 81 B D 7%
AT X X7 R (P RE) 1T, 2 6.4ug/mL, 2.1 ug/mLTH -7z,
[HEEFHRNESHEOMEFVRATEXIITEEDHE]

(ug/mL)
150 —@— 130mg: BA A (n=19)
_!fll --O-- 130mg: 4+ E A (n=224)
A —A— 6mg/kg: BARA (n=19)
$ 1004 -/\-- 6mg/kg: SFE A (n=226)
7 T E B
7__
ES
2 o
3
=
E
0_
T T T T
0 3 6 8 ()
e P

ORTAAMR X FAERAHTETHREFA T A RIEBEEOLGVDEFENCEEDITEBI/O—VFESE
(BRARUSNEAT—2)2
VAT XX~ 7 6mg/kg (REFIH &) K ON30megZ HEE AR £ 5% O MG H D A7 X X~ 7 R EILE
EHEFIMEEZRL, 0 B 0% 5 1R MZICB T2 MiEHR Y AT % X~ 7 R E (FRE) 137 AT % X
~ 7 6mg/kg (R E R &) BECTiX124.4 pg/mL ., 130mght T1%39.8 ug/mLTdHo7=, £7-. 88 H D M. ik
AT X~ 7 YR (P Rfl) 1%, 2 6.3 ug/ml, 2.0 ug/mLTh o7,
[HEEIEFHRARSFOMEFTIORTEIXTT REDHE]

(ug/mL)

1507 —@— 130mg: HA A (n=8)
ml --O-- 130mg: S+E A (n=199)
& —A— 6mg/kg: BAA (n=9)
3 100 4 -/\-- 6mg/kg: SFEIA (n=197)
A EHEHIZERE
7__
+
?.
=
E
0_
T T T T
0 3 6 8 GE)
Bl
FEE) U R RF O ARSI N TS HER O ®IZ FRRo@) T,
ML OHE

WH NI AT F X7 (Bin TR ) LT EABIEDO RN, LU ISR 3 &2 Rl
THETET D,

RN 58

55kg LT 260mg
55kgZ it 2 H85kgLh T 390mg
85kgx 2D 520mg

FHVE K OV BB E T 21 E (Y -

HERRIE IO W T AR G508t . U AT X X~ 7 (E\InFHHz) & T 5 ARA 05
1T, MEEFIRIEICB I A HE - HEIL . UAT X~ 7 (s - 2) i PG5 HBIFI OB IR Cx
ST HTL,



L EABMRKER(BARAARUNEANT—2)2
H A A K O E A DIEIENE RS 2 BE I CY 27 % X~ 7 6mg/kg (K5I &) & U8 30mgZ Hilal &k
WG LI DO MG AT X X~ 7 R EIXITIE A & FIEZRL 08 B o 5 1M %Z IR T 510
R AT XX~ 7 R CEXE SR ) 13, VAT % X~ 7 6mg/kg (R EIH &) B TI%129.9+
27.4pug/mL K% 1ON26.3+33.3 ug/mL, 130mghf T1345.5+8.5ug/mL K% M42.3+11.7ug/mLTdh -7,
F7. 8 B OMIE R T AT X X~ 7 EE CEXIE SRR 22) 13, 6mg/ kgl TIdL7.4£4.0ug/mLE Y
9.1+5.5ug/mL. 130mg/kglETlE2.7+1.5ug/mLK 2.7+ 1.8 ug/mLThH 7=,

[BEEIBRAREROMERIRATFIITREDOHS]

(ug/mlL)
1507 —o— 130mg: A& A (n=34)

i O~ 130mg: SHE A (n=287)

/A —A— 6mg/kg: BAR A (n=39)

i 100 -/\-- 6mg/kg: SFE A (n=281)

z THELEERE

5

*

X 50

b -

B 0- e

0 I ﬁllgﬁ 8 GB)

T IR

) A ERAOAGEIN T HIEL O HEIZ TRROEBY T,
MEL O & -
HHE RNIZTATHR X7 (B PR Z) LU T B AREOYEND, LA ISR &4 BB
T HHET 2,

BHFRE 5
55kglL T 260mg
5bkgZitd X 585kgLL T 390mg
85kgZ 2.5 520mg

IEK O BAZBE S DR R (Bke)

MEFFIIEICOWTIT AAIIEIR G- O8I % AT F X~ 7 (s F#L# ) B T #% 5 A D $ 5-
AT MERFIRIEIC BT DML HEIZ VAT X~ 7 (BB TH# ) T 5 HBAI OB IR T
ZWTHIL,
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2) RE®RE?
KR TEEEFI>
HERE R 120, 40 K OV D% 120 #1252 1% £ CU AT ¥ X~ 7 45mg XX 90me% [ 18 2 TG L7-&
E MIEFTRAT R X7 R EIT R G280 1% ETITEFIRIBIZELT,
AT X X7 45mg X T90meH S PG L& EFIREBICBII D ME TR AT HX~T DR
7RO fREI XN 10.25~0.31 % TR0.55~0.76 ug/mLTHY  FHEIIFFEBIL T EF- L=,

[RERTHREBROMBERIRATFIITREDHR]

(ug/mL)
10 —@— 45mg(n=57~64)
—#— 90mg(n=53~62)
% S {E + PO 4343 # B
th
%
S
7__
ES
X
X
7
=
,E
———
56 64 72 (3@)
r A ' A ) A
RTRTF KT#HE KT#HE KT#HRS KTiRS
BEiRE

MEFRIRTFXITEEDN E (ug/mL)

o TATX R~ T F &
A
45mg 90mg
_ 0.25 (BQL~0.55) 0.74(0.29~1.35)
516181 (h=61) (h=57)
_ 0.25(BQL~0.49) 0.65(0.27~1.07)
Felasit (n—63) (n=57)
N 0.28 (BQL~0.51) 0.55(0.31~1.29)
5401 (n=58) (n=54)
N 0.29 (BQL~0.56) 0.67(0.39~1.19)
Re552at (n=58) (n=53)
N 0.31(0.20~0.51) 0.76(0.43~1.18)
B 564181 (n=58) (n=53)

R YA (DY o G )
BQL : <0.17ug/mL

R B FERFIOAGRINTOAREE XTI HEE OH &L FRio@h T,
IHRE XX F (BiHy) -
OBEfAIRIE CROMR A+ 2372 TRiR A
5 MR L | 2 RETE B A
FAVE R OV & (Bkr) -
(9 M R M ONRZ R BE B %)
W RANTIET AT XX~ 7 Gl s -#L# 2 ) ELCLR45meg% K P& 535, #la# 5 & 0%
OARBITE G L LI 12 R T 535,
722 LR 70 A1 E90me 2 ¥ 54 A 2 LN TE D,



2. 90— (BRARUSBEANT—4H)2

HAR AN OGE AN D7 a— 5 BRI AT X~ T O S ESE . o OV DO #8315 121
IV AT X X7 90mgh L TG LIce & MIEFR VAT X~ 7R EII2[E H O F# 5 AT ETIZE
FORBBICEE LTz, HARAN KL OSNE AN D70 — i BEIZT AT ¥ X~ 7 90mg % 81 [HIfA T 2 T 5-
Lictx EFREBIZBIIMEFRIVATX X7 O 7REOFRAEIXZNEI1.02~2.14 ug/mL
(n=7~9) }T1.98~2.26 ug/mL (n=74~115) Tdh -7, AR AR OIS EAND I a—JF{EEITT AT
XX~ 790mgHx 12 MR CEKL TG LI-LE EFIREBICBTMEF VAT X7 DN 7
FE D Bl X FH0.37~0.70 ng/mL (n=6~7) K& 180.62~0.76 ug/mL (n=75~103) TH -7,

[RERTHREFOMBEPIRTIXTITREDHRE]

[8:E fE ]
/m
v II_;- —e— 90mg: BZAR A (n=9)
_ --O- 90mg: SHE A (n=122)
T EHEHRERE

—_
o
|

oo
|

CEHNRPEIS AN =)
T

T T T T T T T
4 8 12 16 20 24 28 32 36 40 44 GB)

0
) ) ) } } )
KT#HE ET#HRE KTHRE KTHE KTHE KTERSE
[12:8fEFE]
(ug/ml;)z_ —e— 90mg: BZAR A (n=8)
--O- 90mg: SAE A (n=124)
0. - EHERERE

1im

& g
th
P

A 67
7__
ES

X 4
X
7

B’
E

04

_2_

T
4 8 12 16 20 24 28 32 36 40 44 GB)

0
4 4 4 4
BFES B BT BT
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B B T HERAOAGBIN WD HEL CHEIT FRRo®@vTtd,
FVE L OV & () -
<Ia— 95 NBBENER GRS
VAT X X7 (BAR TR Z) O S R H 2 & 58l %2 8 R ANICIX VAT X~ 7 (Bs
TR Z) &L CI0mgZ FE T G- L, LAREIX 120 FEIfR C90mg% 2 T #5975, e ks B AR BEs LY
AL, B L MkRE 8 I A C& 5,
FE R O B B 5 270 (k) -
<ra— 95 RENER G R
1.3 URATXX~7 (Bin TR 2) il i AN L 28 AREO W) R 58 % 12 AFI DR T #
HaBMET 528, CEABIEICBIT AT ARIX. VAT X~ 7 (s %) 0 a5 § s il
KIOBE IR LA HL,)
7.4 AF| O8I R bE~D % 5 W@ L AR O &5 ISR AEE L7 B TR L AR O R
T&ﬁﬁﬁﬁ% D8I LABEIZATHZ LN TED, AHKI O Fe 5- M a2 5AH L T 1638 LLN ISR IR A3
BOENRWIEA G E2TL THO RN REDEO RV ATREME 385 2 L5 ARH D B 5kt D
EVEA R 228,
7.5 RFNOF FEG-Blba%  AFIO2[E B O T 5 £ TITIREKS DN 2WIGE &5 2/ L T
ZHRDBIFHIIRNFTREME DN B D Z L5 ARFN O # G-HkGt O LB Z G528,



.EBMREX (BRARUNBEAT—42)2

H AN K O E A DOIEIBE KGR BEIC VAT X~ 7 O SRS 4 . e OV D14 83 fi 1% 12
BHIZTATH X7 90mg% [ FEEGLI2EE MRV ATF X7 REIF2[E B O K FEERTET
WEFIRRBIZEEL 7o, B AR AN S OSME A OVEIBENE RIS R B 12D A7 % X~ 7 90mg % 81 4] @ C /K18
BTG LEEE EFREBICBITAME VAT X7 O 7 REO R REITZNZE2.46~
2.96ug/mL (n=17~18) }x 1’2.69~3.12 ng/mL (n=131~148) T ->7-, H A& A} O E A DOIEIENE K
IR BT AT X X~ 7 90mgA 12 IR CRIE R TG LIl EFIRBIZHBIT 2 ME U ATX
X2 T DT 7 REO R RAEILFNE30.86~1.03 ug/mL (n=17~19) } 1*0.93~1.23 ug/mL (n=122
~141) TH-oT=,

[RERTHREBOMBERIRTFITTREDHR]

[8:E fE ]
(ug/mL) —e— 90mg: HA A (n=20)
e Ts.o— T --O-- 90mg: 4+ E A (n=156)
I THEHIZERE
125

100

o1
o
|

S T AR DN RS =
T

N
3]
1

0_
T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 (@)
A A A A A A
ETHE KTHRE KETHRS KTHRS KETHRS KETERS
[12;8FEE]
(ue/mL) —o— 90mg: HA A (n=19)
150— --O-- 90mg: S} E A (n=153)
. B Tl HIEsERE
1254 || - T

100

o
o
|

i A, < S N3 B 3 B
T

N
ol
|

0
T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 (GE)
) ) A )

ET#&E ET#HE BT#&E ET#&E
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58

B B T ERFOAGBIN TS HEL CHEIT FRRo#@vTtd,
FVE L OV & () -
<Ia— 95 NBBENER GRS
VAT X X7 (BAR TR Z) O S R H 2 & 58l %2 8 R ANICIEX VAT X~ 7 (Bs
TR Z) &L CI0mgZ B T G- L ., LAREIX 120 FEIfR C90mg% 2 T #5975, e ks B AR EEs LY
AL, B L MkRE 8 I MG C& 5,
FE R OV B B 5 270 (k) -
<ra— 95 RENER G R
1.3 URATXX~7 (Bin TR 2) il i AN L 28 AREO ) R 58 % 12 AFI DR T 1
HaBMET 528, CEABIEICBIT AT ARIX. VAT X~ 7 (a8 %) O a5 § e il
KIOBE IR LR HL,)
7.4 AF| O8I R bE~D % 5 W ML AR O &5 I R AEE L7 BE TR L AR O R
T&ﬁﬁﬁﬁ% D8I LABEIZATHZ LN TED, AHKI D Fe 5- M a2 5AH L T 1638 LLN ISR IR A3
BOENRWIEA G E2KGL THO RV REDELNRWATREME D385 2 L5 ARH D B 5k D
EVEA R 528,
7.5 RFNOFz NGBl ba%  ARFIO2[E B O T 5 £ TITIREKS DN 2WIGE &5 2/ L T
ZHRDBIFHIIRWFTREME D B D 2 L5 ARF O # G-HkGt O LB Z G528,



HREDTE
KERNT—5>?

L B I AT X X~ 7 45mg X 1X90megw AR PG LTz & (RET0kg% 2 2 BHF O Mif H v

AT H AT PENT ARETOkgLL FOBE DOMIF P U AT F X~ 7 RIEL L TAREEL LT,

(AEHA-RERTESHEOMBERIRATHEIXIITREDHRE]

(ug/mL)
15

—_
N
|

i\, A NGB B

—— 45mg
--O-- 45mg
—— 90mg
-/ 90mg

. T0kgL T (n=29~32)
. 70kgit8 (n=30~32)
. T0kgL T (n=29~31)
. 70kgiB (n=28~31)

F S {iE == O 53 L &

1\
KTHRES KTHRE KTE

MEFERIRTHEXTTREDNSIE (1g/mL)

L YRATFX X< 5
(NG I EE
45mg 90mg
. 516301 0.38(0.19~0.59) (n=31) 0.84(0.39~1.79) (n=29)
70kgLA T —
5283 1 0.36(0.23~0.52) (n=31) 0.83(0.38~1.62) (n=29)
S— 5161 % | BQL(BQL~0.38) (n=30) 0.56(0.21~1.06) (n=28)
o BE28#% | 0.09(BQL~0.42) (n=32) 0.46 (0.19~0.86) (n=28)

o g (DU 533 4 D)
BQL : <0.17ug/mL

D) BT IERA QARSI TODRIRE SUIRNR E L O RIZ FREO@EY T,

SNRESUTSN IR (P

OBEAFIBH THRA +20 7 TRk &
=5 H R ROME Aol BE 2k

ME R O & (k) -

(3 W PERLHE M O RCeME B i 20)

WH L EANIZT AT F X~ 7 (B F#2) LU TLRI46mgE 2 F & 53 5, AIE & 5 V%

DA% FEE G- L, LU 12 R T 595,

7277 L BB+ 45708 B3 1 E90mg 2 & G- A2 LN TE S,
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KHEANT —H >3
W R\ AT ¥ X< 7 45mg X 1390meg% 0.4 K% N6 LI E K FTHEGLzE& RER (KE
100kgLh . 100kgiB) DIMIE P 7 AT X~ 7B EIILL FOmE@Y Tho7-,

[(AERICAHA-RERTHREFOMBEFIRATIIIITREDHT]

(ug/mL)
4

—@— 45mg, 100kgL T
--O-- 45mg. 100kgiA
—A— 90mg., 100kgL T

E 34 -/\-- 90mg, 100kgiB

th R

) n=87~168

A

7__

ES

X

~

5

=

E

A A )
ET#HRE KTHS ET#&HE ET#HE

MERIRTIFXITEEDSE (ug/mL)

o Y AT XX~ T E
RE T
45mg 90mg
5160 % | 0.35(0.00~0.61) (n=166) 0.64(0.29~1.15) (n=155)
100kgPL R -
52807 | 0.28(0.00~0.56) (n=159) 0.53(0.24~1.03) (n=148)
|00ka#d #5161 % | 0.00(0.00~0.31) (n=85) 0.30(0.00~0.60) (n=90)
g
5 5083 | 0.00(0.00~0.22) (n=83) 0.29(0.00~0.55) (n=88)

o S (DY 5y (i )

R BT ERIAIOARIITWDRIEE ST F, AEK O &I FREo#@v ¢,
NRE ST (Bk)
OREFAIRIFE TR A+ 72 TRl
VRO Ao E B R
H %;2& O & (R -
(5 PR R M VR BE B2
BRIV AT XX~ GBIB T /#2) ELClal4bmg#% 2 T #% 535, #lE 5 &k V%
OLABKIZE G L U122 MR T 535,
2L B R AR 0 72 A TiX LA 90me A & 54 A Z LN TE S,

(3) s
B EERL

WBE-HRAEOFE
NEBEDEE
BRI
722U, VAT R X T IEHARNE G SUTE TR G 35720, RFERICEIEEIT W EE 2D,

D) BrREDE
[VIL3. (2) /RTA—=HEENER | DAL 7 — 27 > 55 M,
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2. BRYRERII/ATA—S

()R A%
W R 18T AT X~ 7 & B Al RN 5 (0.09,0.27. 0.9, 4.5mg/kg) L7z L&D IfLiE F 7 AT %X~
TREND /o a /= A MNET VIRITIC KOS G /T A— 2 &R LT,

(2) R AR R FE 7E 3%
PSR-y 2P

(3) KRR
B RL

BDDITSRHNEAT—H)
L ﬁiﬁ%>>32)
WRERE IC AT F X~ 7 2 B EF IR 5 (0.09,0.27.0.9.4.5mg/kg) LI LD MIEF T AT F X~
DIV T T A%, 1.81~2.34mL/min/kg (H1 JfE) Toh 7=,

G)RHERENEAT—H)
e %‘Aﬁ?)as)
HLE R ICU AT F X~ 7 HE F RN 5 (0.09,0.27,0.9,4.5mg/kg) L7z X MiFEHF VAT X~7
DOV, (TN BT D55 4 5 88) 1356.6~83.2mL/kg (FF-AE) THY, MIERAREEFFEE TH o722 Lo
5 ATHR X7 (X LU TR ISR L L&A ~DOBITIZRER THHI LI RENT,

(6) DAt
AR L

3. BEM(REL—ay) g
()R AE
e E/i;}g'g}g> 25,29)
W R ENDELN T AT % X~ 7' 45mg X IE90megaw S AE 2 R G- LIz fiiEh o AT F X~ 7k
JET—49,938 A INEL, —RWIGEFEEZ A+ 51-ar X—h AV MET L E AW CIERIBIR A2 T
TIVZ LT LT,

£ 7]:1,_:/% > 19~21,34)
7 — R BEDPOELNTC VAT XX T EIRNE 5% UIE TG ZO MG AT XX~ 7 R E
F—H14,125 52 IEL, —RIGERZ A T 52-a0 N—h AV RET L2 W CIHERIBIRA 2 BT T
I I OERT LT,

IEBHMER B2 > 2220
BEERIGREENOHEONTZUATF X T FIRNE 5% U3 TR GZOME R AT XX~ 7 R
BET— 59,014 R &WEL  — RRDGEFE & OV — R IE KRB R AT E 22 = A NET VAW T
IR AN RTT AT TR LT,

() INGA—REFHER
<< «?i/iﬁ% >> 25,29)
HE AR 2% 5L L7 COT43TO8FER , COT43TO9RRER LV 1354172 1,93 7THIIZ DV CRHERI S B e fif AT
%I N U7, FHEE SR ENE T A— 4 (HEEE) 13, WIBGHE FE B 45 (K.) 230.354 (1/day) \ BT D2V T
A (CL/F) 730.465 (L/day) . -\ TF D45 4 2588 (VA/F) 2315.7 (L) ThoT-o mIEE T /L THREFFIIC
HRETHY o BEWEEN20% 0L A2 7R U728 B X (R BRI & OF, JTY AT % X~ 7 Huik 51k
ThH-oT=,
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62

Lra—105 >

7a— IR BEICIIE R T AT X X 7R E MR — FIEICEDIE SN 72C0T43T26305#°) , CRD30017
519 CRD300275 20 & ONCRD3003 7R L0155 41721,693 %112 D CREEE FH 3R Bh RE MR AT & S hit L
T2 PERNZ DWW TIZ B EN 73641, ZeEA3958 61 AFEIZDUWNTIX A AL 47561 A D26, 727 AD3
10641, Z DAl o> NFEAIA0HB1 AR 232 1451 FLTNEF HEIR R B RRERIZ OV I D EBE H31,010641, 22 A&
BN T o7, MEHFINCA BER L BT A E, JrINFEIG R BN O A ] Iy AT X~
PURGTED A | VER AFE (77 ASULIET T N) 5T V72 e "CRP CTh o7, et S 7=
FANTIX, ZIHDOIE BNRT AT X X~ 7 ORERIEWENRE ST A— X KX T HBITIZIE 209N T
HY TAT XX T DIYFBEED IZLOEDOHPAN TH o7z, HHINIZ KT T LD RHE M 3R Y &)
HE /T A— & (HEEAE) 13 WU ¥ 2 5K (K,) 30.181 (1/day) . &5 7V 7 A (CL) 730.191 (L/day) . &
FARBBICBIT DM AR (V) 734.62 (L) ThoTz,

UAT X R~ T H AR R TR G LI 7a— R BEICH 7 oA (CYPIA2IEE) UL T 7
(CYP2CORE) A AT T — /L (CYP2CI9HH) 7 F ARE ANV T 7 (CYP2DE L E) K R A T A
(CYP3ARE) 2 0f HLTZBR D H I D EM B IR T A2 DA RIR S GHEAT —4)

EMBE/NSA—FORFAFIED LRV ZEDEEXE

S OF . FEDF R D 2% - D b (%)
FEE SR <5 ){_;; n (AT S5 D EE D 90%(E HE X [ (%) )
22H H 113H H
c 15 99.56 108.40
BT AL " (89.22-111.11) (97.14-120.98)
(CYP1A2) 102.54 111.06
AUC 1 (93.01-113.06) (100.73-122.45)
c 6 96.49 103.87
TN T (86.27-107.91) (92.87-116.17)
(CYP2C9) 106.60 102.30
AUC- H (95.28-119.27) (91.43-114.47)
c 15 72.65 100.68
FATF T — )L e (56.82-92.89) (78.74-128.73)
(CYP2C19) 95.75 116.16
AUC g (77.41-118.44) (93.91-143.68)
c 16 90.41 101.63
FEXANEARNL T 7 (72.56-112.66) (81.56-126.64)
(CYP2D6) 92.26 107.60
AUC- Y (70.55-120.65) (82.28-140.70)
c P 100.95 88.61
NAT N e (87.64-116.27) (76.93-102.07)
(CYP3A) 106.98 89.92
AUC 16 (96.16-119.01) (80.83-100.04)

a):8H H KX U64H BIZUAT XX~ T 5 RN K OV TH5 GRGRAE- &) (W ONCLH B 220 B X O3 H H
B A 5 GE  JEOF RO MO IZ22 H B UE113H B &1 H B A iU TR,

BRI >

BB K2 B E 23R ELT-UCO300138 AGRER> & OHERFRBR2 IZ B W TR EL TR AT F X~
7 B LT R823 N DU T REE A SR B RE MR AT 2 FE M L 7=, MR BN D W TIE B PR 2349961 Ze M
32401 AFEIZ SV TIX A A D620, B ADSH], 77 AH12741 Z DAfhod A\FEAS68 | A= ¥y 27 1 Al
TR DN TUEDH D BE D3 LB ZRWBRF 33920 Tlo o7z, L4 Bld K E LRI g7 L7 K
OV AT XX T HURG O B CTh ol A EN TR EE T VICL D RHEMEYBIE T A—X
(HE A 1, W DG B 7 %k (K.) 230.142 (1/day) \ 287V 7 Z 2 A(CL) 230.186 (L. /day) | & & IRREIZE
T AR (V) 34.44 (L) ThHoT-,



4. IRIR
< HEfE >
W BB S AT X X~ 7 & BRI IR 5- (0.09,0.27.0.9.4.5mg/kg) UL H A FH 5 (0.27.0.675,
1.35.2.7mg/kg) L7= XD MIGHF IV AT XX T REZHWCTHIH LI VATI X T 2K TR G LIZE
EDOHOKTBISATT _ATE VT (1IHIBT.2%9TH 72,

£ 7]:1,_:/% > 19~21,34)
FHE S BN REMEATE T VB E LTV AT X X~ T & R TG LTI Z DM A 4T A7
TAIXT78.3% ThH o7z,

BB RIGR > 2220
FHEM KB REMNT T T NNOHETE LTV AT XX T 2 PG LD AF T _ATE)
TAIE87.2% T o7,

5 9%
(1) Iin 7% - B B8 P9 @ @ 1
B R L

(2) mni%-Ra BR R P& 14
A E R L
(%)
AANTIGAR B MED 8D L DA DD,

R =T AP NCBNWTYRAT XXV 7 2 KR T # 5 (0,22.5 X 1345mg/kgZ hT420~51 H H £ T2
[B]) X EFIRN 5 (0,9 X 1345me/ ke Z i iE20~48 HH £ T 1[E]) L C. £ HITEHE100~102 H H
K ON00 HE WCEEM R OPRIRDOMIE I AT F X~ T W EZZRE LT, IR MIE T DT AT %X~ 7R
I, T % 5-22.5 ) OMbmg/kghf TEALE 4116.56 & 1821.56 ug/mL., EEIRN % 5-9 K NM45mg/ kgl TZ L
Z18.39 K TN 9.14ug/mLTHY T NDOE G KT ONTHIR IRIME T I AT X~ 7 RS v
AT XX T IR IRITAT T HZE N MRS LT,

(D AT~ DB
LB L
(%)
AL BN T BRI T~ BT T B2 LA B ST B0,

IR~ AWM DO = A FNVANZT AT H X~ T % R T 1#5-(0,22.5 X 1X45mg/ kg i 4z20 H ~ 43 1 1%

33AHETH2[E) LT iz 14 R O28HH (WIFhb G52 %) O H VAT X~ T REZHE LT,
22.5 % UN4bmg/ kg GREDFLIHF H T ATF X~ T RE X, D% 14 E TN T N1.43 % U812 ug/mL,
iE%28 HH TIEENZEN1.64 VB.18ug/mLTHY VAT X XTI IHN AT T DI LGRS,

(MHFER~DBITHE
BRIl

(5) Z DD BB~ DT
BRIl

(Z%E) pHistEOMENT —4)™

W RE IO AT X X~ 7 EEFR RN S (0.09,0.27.0.9.4.5mg/kg) L= & fiE R ATHFX~T D
Vd, (TR 31T 253 A0 A AH) 1356.6~83.2mL/kg (H HRAl) THY | MK AFEEFFRE Th oo Zenb v
AT XXX EEL T I GAAL MEISN~OBITIZRER ThHZ LN RSN,
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(6) MIFEAIER R
HE R L

6. a8

(1) B AR R R AR BR
VAT F AT IFeMgGLHROHUE THDHZLnb MO RE T n7 Y™ LRROREE TRTFRRLTI/
MRS Db O LRSS,

(2)RBEETIERECYPE)DHNFRE.FER
UL

Q) YEEASHENDEERVZDOEES
BV

(@) RBDDEIE DR FRUEIEL FFAE L
B L

7. HEMH
TAT X X7 X MNgGlHARDOHURTHDHZ LD MO E 7 a7 U3 LEREORR K TRt H D L
B/Inb,

8. FS U RR—E—IZEAT B1EER
B RRL

9. BREFIZKDBFRESR
AN 2N
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10 BEDNDERZATLESE
BRI & OF O D 22
WA (CT AT % X~ 7 45mg XUF90megZ 0. 4 K N6 %I TG L2 BRBEZ S LT D
HBELEUL QW WEBREOMIE T VAT X~ 7 REIILL FO@Y Th-o7=,

[(ERBREHOBRMNA-REZTREFOMEBERIVRATHFIIITREDHRE]

(¢g/mlL)
12 -

—0— 45mg. B HY (n=11~12)
=O-- 45mg, &H7%L (n=49~52)
—A— 90mg. EfHY (n=5)

m o4 -/\-- 90mg, E %L (n=52~57)

b1 rh S i + PO 431 £

th

J

A

F

ES

X

X

2

=

E

y A A
KTHE RTHE BT#&E ET#&E

MERHIRTFXITEEDSE(ug/mL)

. DATF AT B i
R | e =
45mg 90mg
2D #5163 1 BQL (BQL~0.26) (n=11) 0.38(0.20~0.63) (n=5)
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L7ZFBE BT DIREYSE DR BRI .24 B - Ch Y, BEREYE DR BLEIL0.01 B -FTh-oTz
(2,251 23 - OB A I B 70 YLE S 24 58 BL) , il SV B IR AR R 1 e Bk T
RUBBER . TANV ARG BGRR L ORBEG ThoT,

11.1.3 #5k%
AANIIL-12/23D/EH 2RI G T 2B TH D720 FEE OB UI TG L3 25 FTREME
W%, BRI O GAZ IS T RO WA TR T 528 ARG HIEBIEZ 0TV R
MEEDNDIERDFBD LNIIG A X ORI A A T A ERIAHR T 25 M U L E 21752
Eo F BYENEE T HET AR OB GITRET DL,
T ML RE K OV REME B i O 7R GEIF £ COEWNERR BRI B W T O S IR DT,
723 MAMRIKRBRICB WX AV =T VR 20 G LRI RS BB ISR ORIE TR O b
Motz 7a—fFaE it R Uz EEE RS AR Tk A EFESEL TUREMMEO FR M (HEE)
(presumed active primary TB) 2345 S4v7z, RERIT G AFRIELL CURAT X X~ 7 A0 ik
#130mg% F RN F 5-# . CRD3003FER D MEFFIREIE T 7 B R A 5- SN2 101 C RFI R 500
104 H %ISR BNz, BARNEMICEB T DHE L2~ T 1B K2 256 G2 & U7 [E B 3[R 55 T
FIRABR Tl S ITRR D Do Tz,
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11.1.4 VB M Z¢
[ N T % OEFRIR LA B FEL | R ENE RIS RV E MR A Gl LR B i 322 & & L7, ik, M
W DR, 36 B0 il 0 B (B8 5235 SRR BT A IR e (S EXAR I ELCT, i iE ~ —
N—HDOREEE T 5L, BEMEMR N REDNIZS A TR G2 1L B AT A0 #
R A RoIbAY Uik NN
PRI IEFI OS2 LL F IR 7,

W (51 A 2
BE
i FFEL 1H 55 RS R OV
PE-4Elp | (BPHE) " - "
< BEAE >
57018 87 i ATT—7"45mg | BVEA4 « B PEN %
<(:§E)> BT FEGBAG R | BREC R UARIASmd K F B
WeLBMh | SRR LAA45me % T #5-,
321 1%
(e b5:-R)
ekt s | REROEYZZ, LRAMEE AL RSB RRE %O | RIEROF 2
52 H HY,
(GEHLA)
heAgie | ERNR R,
53H % M CTRRA T R« A7 P S RER . FEEAMIl, EREIC T TR HY, i
\ZHRVRLIR B 2 IR P ISR 5,
AKRANT LD FANE i 28 oz,
R RY ) R AL T
Fofcd s | O ME e BRIED BV 0 22 LR,
61H % TXARAANV T 7o BALKFREEE KT 27 A ) B AR ()
e 5B A,
AT AR VAREE N T3 eS8 5% 555 OALE 1372 L,
Fefh | WEREER (U T A0k ) KOS (HES MR I CHRIE Rt s T, Ak
63 H % AITay A v ABLE A (PCR YT MR HUR B BOS) 12T,
el | RERE MR IR 0 EOREANEEIIIRAN L 2T
67H % 232 SR E AR, A AR Lo - N~ D RE A AR 1 e
Lo, KUE SR T i A S0,
AIREEL © 5.5 X 105, UL /REK © 49.1%, - EK © 0.3%, AFFRER : 7.0%, 4FHEHLEk
L%, a7 — : 41.8%
T — R R T L SUE SCBR A R 0 AHINC J2 HEA M il J¢ &
Za— T VAT ABHMRA (PCR) : &,
Efefe s | ECTRAEIC CUEEERD D,
80 H % B RAER S L,
s | REBBRBIEIT LN,
87H %
ey | BiSmPrik (<10.0U/mL) = (&)
94 H % HiScl-70H114& (<10.0U/mL) : (—)
HIDNAHLA (0~61U/mL) : 41U/mL
Hlb L FEATHIUE (0~10U/mL) : <2.0U/mL
ARSAb (=) : (—)
FeAsBe s [BRE A RICTT rm—tr T,
95 H % Rl o R,
Fife PR A A i
e P 5B th Ak p - Bk e b Bk e b Bk e b B e b
1438 Aif 61 H%#% 84H%#% 88H#% 94 H 1% 116 H#
WBC (/mm®) 6,500 3,700 — - 3,600 -
CRP (mg/dL) 0.10 0.08 — — 8.9 —
KL-6 (U/mL) — 1,223 1,281 — — 1,018
SP-A (ng/mL) — — 37.9 — — —
SP-D (ng/mL) — — 420 — — —
PaO2 (Torr) — 80.5 — 82.7 — —
OFHZE @ 72l
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B

AR L5 R e OVALE
Vel | (AHE) | BFEE i .
< BEAEJE >
1 -601% w7 it A7 T—7%5mg | BITEM 4 « MEPEG %
(72L) R FE Ly -
PIS 3] B G-BAA A | RO LA A 45meE B B,
G BhG | SRR X UARA45me R BT 5,
RINERY
BeHBRME | WORE IS UARAI45me R B # 5,
108 H %
(¥ 5:-H)
e | ARANEE G T E T RPBE WX A CRIBE M R OB WY, ARHAHE 5
84 H#% ok,
(FEBLA) H@*rscﬂfﬁﬁ UN ﬂ:ﬁlm#}ﬁﬁﬁﬁ 70 Jili > 8 / itk o0 AL & e
MR SRR DR AT | R 2
VR I AT D B PRI R D A7 48 t,cL
B XHRAT AL - WAIE (2R OFAL © ) TV AT AR,
M C TR TR - BRSO TV T AR,
AT aAR VAR REE,
N TIERgR - RSN,
a5« RIEH,
G | XIS TTOH T RARE OSEN AL,
112 H %
e 5 | B C TR (T, PR Af 2% 1 iR &
140 H#
Fifh IR o A i
e P 5B Beh-Bath etk - ke - B -
6 Al 31H#% 12H#% 84 H%#% 112H%#
WBC (/mm?) 6,100 4,000 4,200 4,700 5,000
R (%) - 54.9 - 57.6 52.9
CRP (mg/dL) 0.203 0.173 0.234 0.192 0.151
LDH (1U/L) 203 190 198 238 231
KL-6 (U/mL) - 392 - 413 -
SP-D (ng/mL) — — — 161 —

PEAER « m&F RF IR EAX Y T T VR R AT L ANV R AU V7 R A
TIV REREY) VR AT )L T a A i AT L
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H RS YN il
e 6 2 O T AL B TN e i
B T VR LA B s A5
o B J O B R PESHERLIC RS Y | S
< R R TR >
1.2 ZDHtDEIVER
1%LL 1% A it HEEEANBA
W R O R | SRS ;iﬁﬁi”;ﬁfg R e
Kozt 5%
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HER R O T | 2% ngmz&;% M . B EEAL R 7
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SEIEREE—ERFE

B SRR LA () Radiatoead adt
(PSRRI ™ | g0 Ot | oA OSSR ER) #0
R A R 172 1224 825 2221
A T 38 B (1l 4% 154 419 204 777
IR A o BUEE1EIA (%) 89.5 34.2 24.7 35.0
I F ORI 6 BUE BIE [ BLEI S (%) ]
g . b Ja— 95 TEBME R 2%
HIE R TR v s | (EBERBE) | (B ot
(BN B O FRraiER) 2| GBS OWHERFRUBR) =

JEYLIE 5 L OVRF AR HUiE 97(56.4) 185(15.1) 63(7.6) 345(15.5)
bmgsEzc | we(ay | s1s) | 20(2.4) | 12167
ARG Y 5(2.9) 44(3.6) 12(1.5) 61(2.7)
i~ R 4(2.3) 14(1.1) 1(0.1) 19(0.9)
AT T A 7(4.1) 7(0.6) 4(0.5) 18(0.8)
i e R 1(0.6) 12(1.0) 3(0.4) 16(0.7)
PRI IR Y 0 14(1.1) 2(0.2) 16(0.7)
Il e g% 0 12(1.0) 2(0.2) 14(0.6)
KRB 1(0.6) 8(0.7) 4(0.5) 13(0.6)
FE NS 7(4.1) 3(0.2) 0 10(0.5)
FEEIR 8(4.7 2(0.2) 0 10(0.5)
RIS 1(0.6 4(0.3) 4(0.5) 9(0.4)
B IS¢ 3(1.7) 5(0.4) 1(0.1) 9(0.4)
H 0 6(0.5) 1(0.1) 7(0.3)
A )L AR 0 4(0.3) 2(0.2) 6(0.3)
I &UH R 0 4(0.3) 2(0.2) 6(0.3)
2 i R 0 5(0.4) 1(0.1) 6(0.3)
N3 1(0.6) 4(0.3) 1(0.1) 6(0.3)
ST i 4(2.3) 1(0.1) 0 5(0.2)
B2 T RN 0 4(0.3) 1(0.1) 5(0.2)
LU ER B PRI R 2 0 4(0.3) 0 4(0.2)
AED O HIE 1(0.6) 3(0.2) 0 4(0.2)
JRbk g 2(1.2 2(0.2) 0 4(0.2)
A IV APE R 0 1(0.1) 2(0.2) 3(0.1)
H % 0 2(0.2) 1(0.1) 3(0.1)
VR S g 0 2(0.2) 1(0.1 3(0.1)
AR 0 3(0.2) 0 3(0.1)
Jiti g 1(0.6) 1(0.1) 1(0.1) 3(0.1)
FERNE 1(0.6) 2(0.2) 0 3(0.1)
[E 1(0.6 2(0.2) 0 3(0.1)
TANAMEE R 0 2(0.2) 0 2(0.1)
TUANIY I T T 4L SR 0 1(0.1) 1(0.1) 2(0.1)
Y B SR ZE N 2(1.2 0 0 2(0.1)
e G 0 1(0.1) 1(0.1) 2(0.1)
o JE 2% 2(1.2) 0 0 2(0.1)
R B B DR 6 S 0 2(0.2) 0 2(0.1)
R N5 0 2(0.2) 0 2(0.1)
JINPH % 1(0.6) 1(0.1) 0 2(0.1)
ARG PR iR R i 1(0.6) 0 1(0.1) 2(0.1)
FHREIR 0 (0.1) 1(0.1) 2(0.1)
ke 0 (0.2) 0 2(0.1)
o 0 (0.1) 0 1(<0.1)
A L AP NEE S 0 0 1(0.1) 1(<0.1)

%1 JPN-013K8R , JPN-02585%
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RITEH OTRAE A 58 BUE B EBLEI A (%) ]

s 3 - n—_ TEIE 5
AR oA e () Ratdiialetod ot
A B OVHERFRRER) 2| GEA M OHERlR)

TANAERE R R 0 0 1(0.1) 1(<0.1)
A VARG IS 0 1(0.1) 0 1(<0.1)
A VA B G 0 0 1(0.1) 1(<0.1)
ﬁ%zuxmﬁ{ bAE i 0 1(0.1) 0 1(<0.1)
2SVRD IR 0 1(0.1) 0 1(<0.1)
TRUEREMEMZE 0 1(0.1) 0 1(<0.1)
AT B — Y 1(0.6) 0 0 1(<0.1)
VAT U7 BEPEREIR 2 0 1(0.1) 0 1(<0.1)
[ S [ S 0 0 1(0.1) 1(<0.1)
(2% R e B LR 0 1(0.1) 0 1(<0.1)
I 0 1(0.1) 0 1(<0.1)
PSS 0 1(0.1) 0 1(<0.1)
FANER/S 1(0.6) 0 0 1(<0.1)
Y 1(0.6) 0 0 1(<0.1)
YRR 2% 0 (0.1) 0 1(<0.1)
TR 0 1(0.1) 0 1(<0.1)
IR 4RI 0 1(0.1) 0 1(<0.1)
IR e 5] P e B A 0 0 1(0.1) 1(<0.1)
SRR 0 0 1(0.1) 1(<0.1)
T IfE 0 1(0.1) 0 1(<0.1)
JB s P e 1(0.6) 0 0 1(<0.1)
0 A M A SR 0 0 1(0.1) 1(<0.1)
B IR 0 1(0.1) 0 1(<0.1)
T PR B S 0 1(0.1) 0 1(<0.1)
2P 1(0.6) 0 0 1(<0.1)
PR Y 0 1(0.1) 0 1(<0.1)
H MR 0 1(0.1) 0 1(<0.1)
ARG 0 1(0.1) 0 1(<0.1)
DK E 0 1(0.1) 0 1(<0.1)
B R 0 0 1(0.1) 1(<0.1)
Vi 0 1(0.1) 0 1(<0.1)
FH R 0 1(0.1) 0 1(<0.1)
TEL ) B A 3 0 1(0.1) 0 1(<0.1)
JINOD B2 Jig ok i 1(0.6) 0 0 1(<0.1)
Yk BLEZAE T 2% 0 1(0.1) 0 1(<0.1)
i3It 0 1(0.1) 0 1(<0.1)
HRSEL I R 2 0 1(0.1) 0 1(<0.1)
M35 0 1(0.1) 0 1(<0.1)
P ifn g 0 1(0.1) 0 1(<0.1)
WAPR AL Sl EL A 0 1(0.1) 0 1(<0.1)
R i oK% 0 0 1(0.1) 1(<0.1)
B R R 0 1(0.1) 0 1(<0.1)
TR G 0 A 1(0.6) 0 0 1(<0.1)
i e G 0 1(0.1) 0 1(<0.1)
DR 5 0 1(0.1) 0 1(<0.1)
RS 0 1(0.1) 0 1(<0.1)
HLFAA L 40 0 100.1) 0 1(<0.1)
i e 0 1(0.1) 0 1(<0.1)
e L A 0@y | 108(8.8) 186.8) 196(5.5)
B2 2(1.2) 33(2.7) T ey | 52(2.3)
EOFEIE 4(2.3) 15(1.2) 11(1.3) 30(1.4)

1 JPN-01508% , JPN-025L 5
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Bl 1EH OFEAE 6 BUE B R EEN A (%) ]

i ; - T— TR T
HIE R e () G ) at
R (B OVERERRR) 2| (B K ORI *0

S 4(2.3) 10(0.8) 6(0.7) 20(0.9)
% 10(5.8) 5(0.4) 1(0.1) 16(0.7)
Jiit B 1(0.6) 10(0.8) 5(0.6) 16(0.7)
LR 8(4.7) 5(0.4) 1(0.1) 14(0.6)
IR 5(2.9) 6(0.5) 3(0.4) 14(0.6)
FIBE 0 4(0.3) 2(0.2) 6(0.3)
B2 i W g 1(0.6) 2(0.2) 3(0.4) 6(0.3)
W B 5(2.9) 0 0 5(0.2)
BT 0 3(0.2) 2(0.2) 5(0.2)
E2RRIE 0 4(0.3) 0 4(0.2)
F R 28 0 4(0.3) 0 4(0.2)
HLF S 2(1.2) 1(0.1) 0 3(0.1)
FE 9% 0 3(0.2) 0 3(0.1)
TERERR R R 2% 0 2(0.2) 0 2(0.1)
Tz 2(1.2) 0 0 2(0.1)
Erin AR 1(0.6) 1(0.1) 0 2(0.1)
SRS 1(0.6) 1(0.1) 0 2(0.1)
TUNX—VERFE 5% 0 1(0.1) 0 1(<0.1)
NBpER 0 1(0.1) 0 1(<0.1)
B A 2% 0 1(0.1) 0 1(<0.1)
B PERR R AE 0 1(0.1) 0 1(<0.1)
TFRZE 0 0 1(0.1) 1(<0.1)
BRMEVR AT 4 — 0 0 1(0.1) 1(<0.1)
Pl SIET KU AFANS 0 0 1(0.1) 1(<0.1)
[ Bz i 4% 0 1(0.1) 0 1(<0.1)
SRBE 0 1(0.1) 0 1(<0.1)
Hs 0 0 1(0.1) 1(<0.1)
KL 0 1(0.1) 0 1(<0.1)
RPN R & 2% 0 0 1(0.1) 1(<0.1)
JNDBEE 0 1(0.1) 0 1(<0.1)
JVHAR 0 1(0.1) 0 1(<0.1)
D3 S 1(0.6) 0 0 1(<0.1)
BEAR i 0 0 1(0.1) 1(<0.1)
Felg Ik Z vz 0 1(0.1) 0 1(<0.1)
B2 Jry 0 1(0.1) 0 1(<0.1)
T2 b 0 1(0.1) 0 1(<0.1)
F I 3R 0 0 1(0.1) 1(<0.1)
B 0 1(0.1) 0 1(<0.1)
B I I 0 1(0.1) 0 1(<0.1)
B 0 1(0.1) 0 1(<0.1)
AN 0 0 1(0.1) 1(<0.1)
AR 1(0.6) 0 0 1(<0.1)
- 0 0 1(0.1) 1(<0.1)
s 33(19.2) 105(8.6) 44(5.3) 182(8.2)
Eol> e | s0es | a2 | (18
[ii-201) 4(2.3) 24(2.0) 7(0.8) 35(1.6)
e 1 1(0.6) 17(1.4) 3(0.4) 21(0.9)
=K 0 13(1.1) 0 13(0.6)
] 5(2.9) 6(0.5) 2(0.2) 13(0.6)
s AN S 0 0 12(1.5) 12(0.5)
{5 F% 0 8(0.7) 4(0.5) 12(0.5)

1 JPN-0135k | JPN-0273K5k

32 CRD30017%5#% . CRD3002:& 5k . CRD30035 Bk
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Il VE FH o0 R AR 1) 36 BUE G114 [ 78 BB & (%) ]
i ; - =5 1595 K
AR TR o () Racdpfaiecid adt
R B OVHERFRRER) 2| (B M OWHERylER) 0
i ek 7(4.1) 0 0 7(0.3)
B 3(1.7) 2(0.2) 1(0.1) 6(0.3)
B3] 0 2(0.2) 4(0.5) 6(0.3)
T 7 R 0 5(0.4) 0 5(0.2)
A i AR 2(1.2) 2(0.2) 0 4(0.2)
H OS8R : 0 4(0.3) 0 4(0.2)
I ZE TR 1k 0 2(0.2) 2(0.2) 4(0.2)
LR R 0 2(0.2) 2(0.2) 4(0.2)
PR 0 3(0.2) 1(0.1) 4(0.2)
IR 0 2(0.2) 1(0.1) 3(0.1)
1A R 0 2(0.2) 1(0.1) 3(0.1)
1 PN Rz 0 3(0.2) 0 3(0.1)
5 JE 9 3(1.7) 0 0 3(0.1)
PR 2(1.2) 1(0.1) 0 3(0.1)
REGRY—7 1(0.6) 0 2(0.2) 3(0.1)
S 3(1.7) 0 0 3(0.1)
BEGE 15N 0 0.1) 2(0.2) 3(0.1)
JE A R 3(1.7) 0 0 3(0.1)
i R 0 100.1) 1(0.1) 2(0.1)
7S 0 2(0.2) 0 2(0.1)
e 3 0 2(0.2) 0 2(0.1)
LT 0 1(0.1) 0 1(<0.1)
HR)—7 1(0.6) 0 0 1(<0.1)
HEgim% 1(0.6 0 0 1(<0.1)
5 0 (0.1) 0 1(<0.1)
5 1 HH 1. 0 0.1) 0 1(<0.1)
N RE 1(0.6) 0 0 1(<0.1)
SN S 1(0.6 0 0 1(<0.1)
il A 0 (0.1) 0 1(<0.1)
1 DL SRR 0 0.1) 0 1(<0.1)
M e 0 (0.1) 0 1(<0.1)
DR E 1(0.6) 0 0 1(<0.1)
B 1(0.6) 0 0 1(<0.1)
# 1(0.6) 0 0 1(<0.1)
NG P 2E 0 1(0.1) 0 1(<0.1)
R 0 1(0.1) 0 1(<0.1)
AP 0 1(0.1) 0 1(<0.1)
PNz 0 1(0.1) 0 1(<0.1)
5% B I 49 0 1(0.1) 0 1(<0.1)
TEL 155 H 1f. 0 1(0.1) 0 1(<0.1)
e T PR 0 100.1) 0 1(<0.1)
Hscﬂaﬁﬁﬁr 1(0.6) 0 0 1(<0.1)
T 2HEEBLOEGHMORE | 13(7.6) 104(8.5) 41(5.0) 158(7.1)
VESHE L B 2012 | 3125 | 1002 | 13(1.9)
T 2(1.2) 25(2.0) 11(1.3) 38(1.7)
FEEN 4(2.3) 16(1.3) 6(0.7) 26(1.2)
e ) 0 12(1.0) 5(0.6) 17(0.8)
AT IV R 0 3(0.2) 5(0.6) 8(0.4)
Jia s AR T 1(0.6) 4(0.3) 2(0.2) 7(0.3)
AW 1 P 2(1.2) 4(0.3) 1(0.1) 7(0.3)
RSB = RIS 1(0.6) 3(0.2) 1(0.1) (0.2)

31 JPN-013X5, JPN-0255%
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Bl 1EH OFEAE 6 BUE B R EEN A (%) ]

[ e % - Ja—1 it PN TS
e s+ | (RIFIBR Jéiﬁﬁ%ﬁ%) . GL
(BN e OERr R 2| CELA K OSHERFRUBR) *2

TESFEBAT P H 1. 1(0.6) 2(0.2) 1(0.1) 4(0.2)
FHRAHNENR 0 4(0.3) 0 4(0.2)
mE 0 2(0.2) 1(0.1) 3(0.1)
TR 1(0.6) 2(0.2) 0 3(0.1)
Z2h 0 2(0.2) 0 2(0.1)
T 0 0 1(0.1) 1(<0.1)
P TR 0 1(0.1) 0 1(<0.1)
fiisprn 0 1(0.1) 0 1(<0.1)
TRl R 0 1(0.1) 0 1(<0.1)
LY REFURIEIRT 0 0 1(0.1) 1(<0.1)
TSRO ST 0 1(0.1) 0 1(<0.1)
TSN/ K 0 1(0.1) 0 1(<0.1)
SRR 0 1(0.1) 0 1(<0.1)
RSB T B 0 1(0.1) 0 1(<0.1)
TENEALALEE 0 0 1(0.1) 1(<0.1)
1t FH AT SR EE 1(0.6) 0 0 1(<0.1)
B 0 1(0.1) 0 1(<0.1)
Fe LM M g 0 1(0.1) 0 1(<0.1)
G 0 1(0.1) 0 1(<0.1)
BkwE 105(61.0) 28(2.3) 20(2.4) 153(6.9)
FrmemERy | 3180 | 1008 | 708 | 18(2.2)
7L T F R AR F—E N 24(14.0) 0 0 24(1.1)
AR 72U REE 0 23(13.4) 0 0 23(1.0)
BRI N 12(7.0) 2(0.2) 0 14(0.6)
Vo SERECR D 7(4.1) 3(0.2) 2(0.2) 12(0.5)
ifn. P SPL IR MK SR T SR 4 10(5.8) 0 0 10(0.5)
P BRACE N 10(5.8) 0 0 10(0.5)
QDN % 6(3.5) 1(0.1) 2(0.2) 9(0.4)
I =L AT a— LR 8(4.7) 0 0 8(0.4)
TSRSy b TR T T AT U R AE & 7(4.1) 0 0 7(0.3)
o M R 7(4.1) 0 0 7(0.3)
i ERHR > 3(1.7) 0 4(0.5) 7(0.3)
BU L SERE 6(3.5) 0 0 6(0.3)
PR T RO HE R 6(3.5) 0 0 6(0.3)
C— SR A 5(2.9) 0 0 5(0.2)
TIT—BHN 5(2.9) 0 0 5(0.2)
1 H R EREE N 5(2.9) 0 0 5(0.2)
IVSCEE el 3(1.7) 2(0.2) 0 5(0.2)
AR I ERELIE N 5(2.9) 0 0 5(0.2)
FF 2T VX T — MR 4(2.3) 0 0 4(0.2)
=1 N =N L s 4(2.3) 0 0 4(0.2)
TREEN 2(1.2) 2(0.2) 0 4(0.2)
~~ 7Yy REN 3(1.7) 0 0 3(0.1)
R =Y A= il 3(1.7) 0 0 3(0.1)
Vo SERE Gy 2 3(1.7) 0 0 3(0.1)
i/ N 2(1.2) 0 1(0.1) 3(0.1)
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R 7E4 STELARA®
FFA4EH H 20094E9 1 25 H
STELARA (Y AT % X< 7 ) LM AN LR EORIRTHY DO PFEI T ABO/NRL T2 5 T2
Lnbb,
TR
HITE - & i VSR 45 mg/0.5 mL X% 90 mg/mL (H[a# R 7L 7 LRI FR )

- TEHHE 145 mg/0.5 mL (BRI G AT 2317 WA e i)

i a
- VEFHE 1130 mg/26 mL (5 mg/mL.) (H[AI$ G- 5T AL T V2S5 4H)

RIRE X3 Zh A

Plaque Psoriasis (PsO)
STELARA is indicated for the treatment of adults and pediatric patients 6 years of age and older with
moderate to severe plaque psoriasis who are candidates for phototherapy or systemic therapy.

Psoriatic Arthritis (PsA)
STELARA is indicated for the treatment of adults and pediatric patients 6 years of age and older with
active psoriatic arthritis.

Crohn’s Disease (CD)
STELARA is indicated for the treatment of adult patients with moderately to severely active Crohn’s
disease.

Ulcerative Colitis
STELARA is indicated for the treatment of adult patients with moderately to severely active ulcerative
colitis.

ML O &

Plague Psoriasis

Subcutaneous Adult Dosage Regimen
- For patients weighing 100 kg or less, the recommended dosage is 45 mg initially and 4 weeks later,

followed by 45 mg every 12 weeks.
- For patients weighing more than 100 kg, the recommended dosage is 90 mg initially and 4 weeks later,
followed by 90 mg every 12 weeks.
In subjects weighing more than 100 kg, 45 mg was also shown to be efficacious. However, 90 mg resulted
in greater efficacy in these subjects.

Subcutaneous Pediatric Dosage Regimen
Administer STELARA subcutaneously at Weeks 0 and 4, then every 12 weeks thereafter.
The recommended dose of STELARA for pediatric patients 6 years of age and older with plaque

psoriasis based on body weight is shown below (Table 1).

Table 1: Recommended Dose of STELARA for Subcutaneous Injection in Pediatric Patients 6
Years of Age and Older with Plague Psoriasis

Body Weight of Patient at the Time of Dosing Recommended Dose
less than 60 kg 0.75 mg/kg

60 kg to 100 kg 45 mg

more than 100 kg 90 mg

For pediatric patients weighing less than 60 kg, the administration volume for the recommended dose

(0.75 mg/kg) is shown in Table 2; withdraw the appropriate volume from the vial.
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Table 2: Injection volumes of STELARA 45 mg/0.5 mL vials for pediatric patients 6 years of
age and older with plaque psoriasis and pediatric patients 6 years of age and older

with psoriatic arthritis* weighing less than 60 kg

Body Weight (kg)

at the time of dosing Dose (mg) Volume of injection (mL)
15 11.3 0.12
16 12 0.13
17 12.8 0.14
18 13.5 0.15
19 14.3 0.16
20 15 0.17
21 15.8 0.17
22 16.5 0.18
23 17.3 0.19
24 18 0.20
25 18.8 0.21
26 19.5 0.22
27 20.3 0.22
28 21 0.23
29 21.8 0.24
30 22.5 0.25
31 23.3 0.26
32 24 0.27
33 24.8 0.27
34 25.5 0.28
35 26.3 0.29
36 27 0.3
37 27.8 0.31
38 28.5 0.32
39 29.3 0.32
40 30 0.33
41 30.8 0.34
42 31.5 0.35
43 32.3 0.36
44 33 0.37
45 33.8 0.37
46 34.5 0.38
47 35.3 0.39
48 36 0.4
49 36.8 0.41
50 37.5 0.42
51 38.3 0.42
52 39 0.43
53 39.8 0.44
54 40.5 0.45
55 41.3 0.46
56 42 0.46
57 42.8 0.47
58 43.5 0.48
59 44.3 0.49

* Refer to 2.2 Psoriatic Arthritis; Subcutaneous Pediatric Dosage Regimen.

Psoriatic Arthritis
Subcutaneous Adult Dosage Regimen

- The recommended dosage is 45 mg initially and 4 weeks later, followed by 45 mg every 12 weeks.

- For patients with co—existent moderate—to—severe plaque psoriasis weighing more than 100 kg, the

recommended dosage is 90 mg initially and 4 weeks later, followed by 90 mg every 12 weeks.
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Subcutaneous Pediatric Dosage Regimen
Administer STELARA subcutaneously at Weeks 0 and 4, then every 12 weeks thereafter.
The recommended dose of STELARA for pediatric patients 6 years of age and older with psoriatic

arthritis, based on body weight, is shown below (Table 3).

Table 3: Recommended Dose of STELARA for Subcutaneous Injection in Pediatric Patients 6
Years of Age and Older with Psoriatic Arthritis

Body Weight of Patient at the Time of Dosing Recommended Dose
less than 60 kg* 0.75 mg/kg

60 kg or more 45 mg

greater than 100 kg with co—existent moderate—to—severe plaque psoriasis 90 mg

* For pediatric patients weighing less than 60 kg, the administration volume for the recommended dose
(0.75 mg/kg) is shown in Table 2; withdraw the appropriate volume from the vial.

Crohn’s Disease and Ulcerative Colitis
Intravenous Induction Adult Dosage Regimen

A single intravenous infusion dose of STELARA using the weight—based dosage regimen specified in Table 4.

Table 4: Initial Intravenous Dosage of STELARA

Body Weight of Patient at Number of 130 mg/26 mL
the time of dosing Dose (5 mg/mL) STELARA vials
55 kg or less 260 mg 2
more than 55 kg to 85 kg 390 mg 3
more than 85 kg 520 mg 4

Subcutaneous Maintenance Adult Dosage Regimen
The recommended maintenance dosage is a subcutaneous 90 mg dose administered 8 weeks after the

initial intravenous dose, then every 8 weeks thereafter.
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STELARA 130 mg concentrate for solution for infusion
Adult Crohn’s Disease
STELARA is indicated for the treatment of adult patients with moderately to severely active Crohn’s

disease who have had an inadequate response with, lost response to, or were intolerant to either
conventional therapy or a TNF « antagonist.

Paediatric Crohn’s Disease

STELARA is indicated for the treatment of moderately to severely active Crohn’s disease in paediatric
patients weighing at least 40 kg, who have had an inadequate response to, or were intolerant to either
conventional or biologic therapy.

Ulcerative colitis

STELARA is indicated for the treatment of adult patients with moderately to severely active ulcerative
colitis who have had an inadequate response with, lost response to, or were intolerant to either
conventional therapy or a biologic.

STELARA 45 mg solution for injection

STELARA 45 mg solution for injection in pre—filled syringe

STELARA 90 mg solution for injection in pre—filled syringe

Plaque psoriasis

STELARA is indicated for the treatment of moderate to severe plaque psoriasis in adults who failed to
respond to, or who have a contraindication to, or are intolerant to other systemic therapies including
ciclosporin, methotrexate (MTX) or PUVA (psoralen and ultraviolet A).
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Paediatric plaque psoriasis
STELARA is indicated for the treatment of moderate to severe plaque psoriasis in children and

adolescent patients from the age of 6 years and older, who are inadequately controlled by, or are
intolerant to, other systemic therapies or phototherapies.

Psoriatic arthritis (PsA)

STELARA, alone or in combination with MTX, is indicated for the treatment of active psoriatic arthritis
in adult patients when the response to previous non-biological disease-modifying anti-rheumatic drug
(DMARD) therapy has been inadequate.

Adult Crohn’s Disease
STELARA is indicated for the treatment of adult patients with moderately to severely active Crohn’ s

disease who have had an inadequate response with, lost response to, or were intolerant to either
conventional therapy or a TNF o antagonist.

Paediatric Crohn’s Disease

STELARA is indicated for the treatment of moderately to severely active Crohn’s disease in paediatric
patients weighing at least 40 kg, who have had an inadequate response to, or were intolerant to either
conventional or biologic therapy.

Ulcerative colitis

STELARA is indicated for the treatment of adult patients with moderately to severely active ulcerative
colitis who have had an inadequate response with, lost response to, or were intolerant to either
conventional therapy or a biologic.

STELARA 45 mg solution for injection in pre—filled pen

STELARA 90 mg solution for injection in pre—filled pen

Plaque psoriasis

STELARA is indicated for the treatment of moderate to severe plaque psoriasis in adults who failed
to respond to, or who have a contraindication to, or are intolerant to other systemic therapies
including ciclosporin, methotrexate (MTX) or PUVA (psoralen and ultraviolet A).

Psoriatic arthritis (PsA)
STELARA, alone or in combination with MTX, is indicated for the treatment of active psoriatic
arthritis in adult patients when the response to previous non-biological disease—modifying anti-

rheumatic drug (DMARD) therapy has been inadequate.

Crohn’s Disease

STELARA is indicated for the treatment of adult patients with moderately to severely active Crohn’s
disease who have had an inadequate response with, lost response to, or were intolerant to either
conventional therapy or a TNF o antagonist.

Ulcerative colitis

STELARA is indicated for the treatment of adult patients with moderately to severely active
ulcerative colitis who have had an inadequate response with, lost response to, or were intolerant to
either conventional therapy or a biologic.
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STELARA 130 mg concentrate for solution for infusion
STELARA concentrate for solution for infusion is intended for use under the guidance and supervision of
physicians experienced in the diagnosis and treatment of Crohn’s disease or ulcerative colitis. STELARA

concentrate for solution for infusion should only be used for the intravenous induction dose.

Posology

Adults

Crohn’s Disease and Ulcerative Colitis

STELARA treatment is to be initiated with a single intravenous dose based on body weight. The

infusion solution is to be composed of the number of vials of STELARA 130 mg as specified in

Table 1.

Table 1 Initial intravenous dosing of STELARA

Body weight of patient at the
time of dosing

Recommended dose?

Number of 130 mg
STELARA Vials

< 55 kg 260 mg 2
> 55 kg to < 85 kg 390 mg 3
> 85 kg 520 mg 4

@ Approximately 6 mg/kg

The first subcutaneous dose should be given at week 8 following the intravenous dose.

Elderly (> 65 years)

No dose adjustment is needed for elderly patients.

Renal and hepatic impairment

STELARA has not been studied in these patient populations. No dose recommendations can be made.

Paediatric population

Paediatric Crohn’s disease (patients weighing at least 40 kg)

STELARA treatment is to be initiated with a single intravenous dose based on body weight. The infusion
solution is to be composed of the number of vials of STELARA 130 mg as specified in Table 2.

Table 2 Initial intravenous dosing of STELARA

Body weight of patient at the
time of dosing

Recommended dose?

Number of 130 mg
STELARA Vials

> 40 kg to < 55 kg 260 mg 2
> 55 kg to £ 85 kg 390 mg 3
> 85 kg 520 mg 4

@ Approximately 6 mg/kg

The first subcutaneous dose should be given at week 8 following the intravenous dose.

The safety and efficacy of STELARA for the treatment of Crohn’s disease in paediatric patients

weighing less than 40 kg or ulcerative colitis in children less than 18 years have not yet been

established. No data are available.

Method of administration

STELARA 130 mg is for intravenous use only. It should be administered over at least one hour.

STELARA 45 mg solution for injection

STELARA 45 mg solution for injection in pre—filled syringe

STELARA 90 mg solution for injection in pre—filled syringe

STELARA is intended for use under the guidance and supervision of physicians experienced in the
diagnosis and treatment of conditions for which STELARA is indicated.
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Posology

Plaque psoriasis
The recommended posology of STELARA is an initial dose of 45 mg administered subcutaneously,
followed by a 45 mg dose 4 weeks later, and then every 12 weeks thereafter.

Consideration should be given to discontinuing treatment in patients who have shown no response up to
28 weeks of treatment.

Patients with body weight > 100 kg

For patients with a body weight > 100 kg the initial dose is 90 mg administered subcutaneously, followed
by a 90 mg dose 4 weeks later, and then every 12 weeks thereafter. In these patients, 45 mg was also
shown to be efficacious. However, 90 mg resulted in greater efficacy.

Psoriatic arthritis (PsA)
The recommended posology of STELARA is an initial dose of 45 mg administered subcutaneously,

followed by a 45 mg dose 4 weeks later, and then every 12 weeks thereafter. Alternatively, 90 mg may
be used in patients with a body weight > 100 kg.

Consideration should be given to discontinuing treatment in patients who have shown no response up to
28 weeks of treatment.

Elderly (> 65 years)
No dose adjustment is needed for elderly patients.

Renal and hepatic impairment
STELARA has not been studied in these patient populations. No dose recommendations can be made.

Paediatric population
The safety and efficacy of STELARA in children with psoriasis less than 6 years of age or in children
with psoriatic arthritis less than 18 years of age have not yet been established.

Paediatric plaque psoriasis (6 years and older)
The recommended dose of STELARA based on body weight is shown below (Tables 1 and 2).
STELARA should be administered at Weeks 0 and 4, then every 12 weeks thereafter.

Table 1 Recommended dose of STELARA for paediatric psoriasis

Body weight at the time of dosing Recommended Dose
<60 kg 0.75 mg/kg
2> 60-< 100 kg 45 mg
> 100 kg 90 mg

To calculate the volume of injection (mL) for patients < 60 kg, use the following formula: body

weight (kg) x 0.0083 (mL/kg) or see Table 2. The calculated volume should be rounded to the nearest
0.01 mL and administered using a 1 mL graduated syringe. A 45 mg vial is available for paediatric
patients who need to receive less than the full 45 mg dose.
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Table 2 Injection volumes of STELLARA for paediatric psoriasis patients < 60 kg

Body welght at time of Dose (mg) Volume of injection (mL)
dosing (kg)
15 11.3 0.12
16 12.0 0.13
17 12.8 0.14
18 13.5 0.15
19 14.3 0.16
20 15.0 0.17
21 15.8 0.17
22 16.5 0.18
23 17.3 0.19
24 18.0 0.20
25 18.8 0.21
26 19.5 0.22
27 20.3 0.22
28 21.0 0.23
29 21.8 0.24
30 22.5 0.25
31 23.3 0.26
32 24.0 0.27
33 24.8 0.27
34 25.5 0.28
35 26.3 0.29
36 27.0 0.30
37 27.8 0.31
38 28.5 0.32
39 29.3 0.32
40 30.0 0.33
41 30.8 0.34
42 31.5 0.35
43 32.3 0.36
44 33.0 0.37
45 33.8 0.37
46 34.5 0.38
47 35.3 0.39
48 36.0 0.40
49 36.8 0.41
50 37.5 0.42
51 38.3 0.42
52 39.0 0.43
53 39.8 0.44
54 40.5 0.45
55 41.3 0.46
56 42.0 0.46
57 42.8 0.47
58 43.5 0.48
59 44.3 0.49

Consideration should be given to discontinuing treatment in patients who have shown no response up
to 28 weeks of treatment.

Adults

Crohn’s Disease and Ulcerative Colitis

In the treatment regimen, the first dose of STELARA is administered intravenously.

The first subcutaneous administration of 90 mg STELARA should take place at week 8 after the
intravenous dose. After this, dosing every 12 weeks is recommended.

Patients who have not shown adequate response at 8 weeks after the first subcutaneous dose, may
receive a second subcutaneous dose at this time.
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Patients who lose response on dosing every 12 weeks may benefit from an increase in dosing frequency
to every 8 weeks.

Patients may subsequently be dosed every 8 weeks or every 12 weeks according to clinical judgment.

Consideration should be given to discontinuing treatment in patients who show no evidence of
therapeutic benefit 16 weeks after the IV induction dose or 16 weeks after switching to the 8-weekly
maintenance dose.

Immunomodulators and/or corticosteroids may be continued during treatment with STELARA. In
patients who have responded to treatment with STELARA, corticosteroids may be reduced or
discontinued in accordance with standard of care.

In Crohn’s disease or Ulcerative Colitis, if therapy is interrupted, resumption of treatment with
subcutaneous dosing every 8 weeks is safe and effective.

Elderly > 65 years)
No dose adjustment is needed for elderly patients.

Renal and hepatic impairment
STELARA has not been studied in these patient populations. No dose recommendations can be made.

Paediatric population
Paediatric Crohn’s disease (patients weighing at least 40 kg)

In the treatment regimen, the first dose of STELARA is administered intravenously.

The first subcutaneous administration of 90 mg STELARA should take place at week 8 after the
intravenous dose. After this, dosing every 12 weeks is recommended.

Patients who lose response on dosing every 12 weeks may benefit from an increase in dosing
frequency to every 8 weeks.

Patients may subsequently be dosed every 8 weeks or every 12 weeks according to clinical judgment.

Consideration should be given to discontinuing treatment in patients who show no evidence of
therapeutic benefit 16 weeks after the IV induction dose or 16 weeks after dose adjustment.

Immunomodulators, 5—aminosalicylate (5—-ASA) compounds, antibiotics, and/or corticosteroids may be
continued during treatment with STELARA. In patients who have responded to treatment with
STELARA, these medications maybe reduced or discontinued in accordance with standard of care.

The safety and efficacy of STELARA in treatment of Crohn’s disease for paediatric patients weighing
less than 40 kg or ulcerative colitis in children less than 18 years have not yet been established. No data
are available.

Method of administration
STELARA 45 mg vials or 45 mg and 90 mg pre—filled syringes are for subcutaneous injection only. If
possible, areas of the skin that show psoriasis should be avoided as injection sites.

After proper training in subcutaneous injection technique, patients or their caregivers may inject
STELARA if a physician determines that it is appropriate. However, the physician should ensure
appropriate follow—up of patients. Patients or their caregivers should be instructed to inject the
prescribed amount of STELARA according to the directions provided in the package leaflet.
Comprehensive instructions for administration are given in the package leaflet.
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STELARA 45 mg solution for injection in pre—filled pen

STELARA 90 mg solution for injection in pre—filled pen

STELARA is intended for use under the guidance and supervision of physicians experienced in the
diagnosis and treatment of conditions for which STELARA is indicated.

Posology

Plaque psoriasis
The recommended posology of STELARA is an initial dose of 45 mg administered subcutaneously,
followed by a 45 mg dose 4 weeks later, and then every 12 weeks thereafter.

Consideration should be given to discontinuing treatment in patients who have shown no response up to
28 weeks of treatment.

Patients with body weight > 100 kg

For patients with a body weight > 100 kg the initial dose is 90 mg administered subcutaneously, followed
by a 90 mg dose 4 weeks later, and then every 12 weeks thereafter. In these patients, 45 mg was also
shown to be efficacious. However, 90 mg resulted in greater efficacy.

Psoriatic arthritis (PsA)
The recommended posology of STELARA is an initial dose of 45 mg administered subcutaneously,

followed by a 45 mg dose 4 weeks later, and then every 12 weeks thereafter. Alternatively, 90 mg may
be used in patients with a body weight > 100 kg.

Consideration should be given to discontinuing treatment in patients who have shown no response up to
28 weeks of treatment.

Elderly (> 65 years)
No dose adjustment is needed for elderly patients.

Renal and hepatic impairment
STELARA has not been studied in these patient populations. No dose recommendations can be made.

Paediatric population

The safety and efficacy of STELARA in children with psoriasis less than 6 years of age or in children with
psoriatic arthritis less than 18 years of age have not yet been established. The pre—filled pen has not
been studied in the paediatric population and is not recommended for use in paediatric patients.

Crohn’s Disease and Ulcerative Colitis
In the treatment regimen, the first dose of STELARA is administered intravenously.

The first subcutaneous administration of 90 mg STELARA should take place at week 8 after the
intravenous dose. After this, dosing every 12 weeks is recommended.

Patients who have not shown adequate response at 8 weeks after the first subcutaneous dose, may
receive a second subcutaneous dose at this time.

Patients who lose response on dosing every 12 weeks may benefit from an increase in dosing frequency
to every 8 weeks.

Patients may subsequently be dosed every 8 weeks or every 12 weeks according to clinical judgment.
Consideration should be given to discontinuing treatment in patients who show no evidence of

therapeutic benefit 16 weeks after the IV induction dose or 16 weeks after switching to the 8—weekly
maintenance dose.
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Immunomodulators and/or corticosteroids may be continued during treatment with STELARA. In
patients who have responded to treatment with STELARA, corticosteroids may be reduced or
discontinued in accordance with standard of care.

In Crohn’s disease or Ulcerative Colitis, if therapy is interrupted, resumption of treatment with
subcutaneous dosing every 8 weeks is safe and effective.

Elderly > 65 years)
No dose adjustment is needed for elderly patients.

Renal and hepatic impairment
STELARA has not been studied in these patient populations. No dose recommendations can be made.

Paediatric population

The safety and efficacy of STELARA for the treatment of Crohn’s disease in paediatric patients weighing
less than 40 kg or ulcerative colitis in children less than 18 years have not yet been established. No data
are available. The pre—filled pen has not been studied in the paediatric population and is not
recommended for use in paediatric patients.

Method of administration

STELARA 45 mg and 90 mg pre—filled pens are for subcutaneous injection only. If possible, areas of the
skin that show psoriasis should be avoided as injection sites.

After proper training in subcutaneous injection technique, patients or their caregivers may inject
STELARA if a physician determines that it is appropriate. However, the physician should ensure
appropriate follow—up of patients. Patients or their caregivers should be instructed to inject the
prescribed amount of STELARA according to the directions provided in the package leaflet.
Comprehensive instructions for administration are given in the package leaflet.
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8.1 Pregnancy

Risk Summary

Available data from the Organization of Teratology Information Specialists (OTIS)/MotherToBaby STELARA
Pregnancy Registry, published literature and pharmacovigilance in pregnant women have not identified a
STELARA-associated risk of major birth defects, miscarriage or other adverse maternal or fetal outcomes. There
are risks to the mother and the fetus associated with inflammatory bowel disease (IBD) in pregnancy. In animal
reproductive and developmental toxicity studies, no adverse developmental effects were observed in offspring after
administration of ustekinumab to pregnant monkeys at exposures greater than 100 times the maximum
recommended human dose (MRHD).

All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and miscarriage of clinically recognized
pregnancies is 2% to 4% and 15% to 20%, respectively.

8.2 Lactation

Risk Summary

Limited data from published literature suggests that ustekinumab is present in human breast milk. There are
no available data on the effects of ustekinumab on milk production. The effects of local gastrointestinal
exposure and limited systemic exposure in the breastfed infant to ustekinumab are unknown. No adverse
effects on the breastfed infant causally related to ustekinumab have been identified in the published literature
or postmarketing experience.

The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical

need for STELARA and any potential adverse effects on the breastfed child from STELARA or from the
underlying maternal condition.
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B1 : Drugs which have been taken by only a limited number of pregnant women and women of childbearing
age, without an increase in the frequency of malformation or other direct or indirect harmful effects on
the human fetus having been observed.

Studies in animals have not shown evidence of an increased occurrence of fetal damage.
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Plague Psoriasis

The safety and effectiveness of STELARA have been established for the treatment of moderate to
severe plaque psoriasis in pediatric patients 6 years of age and older who are candidates for
phototherapy or systemic therapy.

Use of STELARA in pediatric patients 12 to less than 17 years of age is supported by evidence
from a multicenter, randomized, 60 week trial (Ps STUDY 3) that included a 12 week, double-blind,
placebo—controlled, parallel group portion, in 110 pediatric subjects 12 years of age and older.

Use of STELARA in pediatric patients 6 to 11 years of age is supported by evidence from an open—
label, single—arm, efficacy, safety, and pharmacokinetics trial (Ps STUDY 4) in 44 subjects.

The safety and effectiveness of STELARA have not been established in pediatric patients less than
6 years of age with plaque psoriasis.

§ Psoriatic Arthritis
K EOHAT rE _— . . "
(72'(0:5&'5@:;‘*;;&) The safety and effectiveness of STELARA have been established for treatment of psoriatic arthritis

in pediatric patients 6 years of age and older.

Use of STELARA in these age groups is supported by evidence from adequate and well controlled
trials of STELARA in adults subjects with psoriasis and PsA, pharmacokinetic data from adult
subjects with psoriasis, adult subjects with PsA and pediatric subjects with psoriasis, and safety
data from two clinical trials in 44 pediatric subjects 6 to 11 years old with psoriasis and 110
pediatric subjects 12 years of age and older with psoriasis. The observed pre—dose (trough)
concentrations are generally comparable between adult subjects with psoriasis, adult subjects with
PsA and pediatric subjects with psoriasis, and the PK exposure is expected to be comparable
between adult and pediatric subjects with PsA.

The safety and effectiveness of STELARA have not been established in pediatric patients less than
6 years old with psoriatic arthritis.

Crohn’ s Disease and Ulcerative Colitis
The safety and effectiveness of STELARA have not been established in pediatric patients with
Crohn’s disease or ulcerative colitis.
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STELARA 130 mg concentrate for solution for infusion

Paediatric Crohn’s disease (patients weighing at least 40 kg)

The safety and efficacy of STELARA for the treatment of Crohn’s disease in paediatric
patients weighing less than 40 kg or ulcerative colitis in children less than 18 years have not
yet been established. No data are available.

STELARA 45 mg solution for injection

STELARA 45 mg solution for injection in pre—filled syringe
STELARA 90 mg solution for injection in pre—filled syringe
Psoriatic arthritis (PsA)

The safety and efficacy of STELARA in children with psoriasis less than 6 years of age or in
children with psoriatic arthritis less than 18 years of age have not yet been established.

Paediatric Crohn’s disease (patients weighing at least 40 kg)

The safety and efficacy of STELARA in treatment of Crohn’s disease for paediatric patients
weighing less than 40 kg or ulcerative colitis in children less than 18 years have not yet been
established. No data are available.

STELARA 45 mg solution for injection in pre—filled pen

STELARA 90 mg solution for injection in pre—filled pen

Psoriatic arthritis (PsA)

The safety and efficacy of STELARA in children with psoriasis less than 6 years of age or in
children with psoriatic arthritis less than 18 years of age have not yet been established. The pre—
filled pen has not been studied in the paediatric population and is not recommended for use in
paediatric patients.

Crohn’s Disease and Ulcerative Colitis

The safety and efficacy of STELARA for the treatment of Crohn’s disease in paediatric patients
weighing less than 40 kg or ulcerative colitis in children less than 18 years have not yet been
established. No data are available. The pre—filled pen has not been studied in the paediatric
population and is not recommended for use in paediatric patients.
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