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ACCEPT C0743T12:E% : Active Comparator (CNTO1275/Enbrel) Psoriasis Trial

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

AZA T HFA T2 (azathioprine)

BQL T 2 TR (below quantification limit)

CD £ 80— 4% (Crohn’s Disease)

CDAI Crohn’s Disease Activity Index

CDC HIAKREEMIAIEZE (complement dependent cytotoxicity)

DLQI Dermatology Life Quality Index

DMARD REEEEI) DY TFE (disease modifying antirheumatic drug)

ECG ILVE X (electrocardiogram)

Fab MADIEEE M TS A2k (antigen binding fragment of an antibody)

Fc #ERAIRE TS Ak (crystallizable fragment)

IBDQ Inflammatory Bowel Disease Questionnaire

INN = Z G E R — 8 & #5 (International Nonproprietary Name)

KLH ABDLEANEL T =2 (keyhole limpet hemocyanin)

6-MP 6-AJ)LHTRT1) > (6-mercaptopurine)

MTX ARRLFH—k (methotrexate)

NAPSI Nail Psoriasis Severity Index

PASI Psoriasis Area and Severity Index

PDI Psoriasis Disability Index

PGA = B & 4% A9 5T (Physician’s Global Assessment)

PHOENIX TEENCEEDORERRBERT OLBEEDBRICEITHCNTO1275DF/
MEREMZERFAITIEMALHERAR. BEAL. ZEER. T RARER
(R KIRE5HERZ S L) (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 FE Ei AiE P B2 (psoriatic arthritis)

PUVA )Z L2 +ultraviolet A(psoralen—ultraviolet A)

RPLS o] ¥ 14 % B8 B X IESE {Z £ (Reversible Posterior Leukoencephalopathy Syndrome)

TNF fE#% & L [EF (tumor necrosis factor)

TTX G RN M (tetanus toxoid)

uc BB K% (ulcerative colitis)

VAS Visual Analog Scale
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B pn-or 2401 O O 1 O IR Ly mmieom
H AN D R EESEN D HLIE
. INS009- YT R Y e R Y A 7T /R BRIZLEDE L)
B/ o\ gge geaatmge pmr | O | © | Q| BT wpozatons
P RzEE) B 15745
<i@5>
Phase R o Y iz g; LA Y
= MR R RE SR TR B[R FR RN G- RO %2
¥ I8 | C0379T01Y AT DR © © © | Atk AR ML DY)
18431 HEDFEAM
SN AR IR =
Yo 5) ké\ TNy E‘E&‘F&E‘H%mﬁé
55148 | C0379T02 i%%ﬁ#é%%@% © © © | KF Ve B O B RE DD S
RS 5 BLIE O Jr) i Y &SSO O
P 6)
BIM | COST9TO4 WL 3201 © | © | O | BT \pamomm
T B B B M B R HIWE R N2 2 PED
ey q 7)
BIFA [ CO743T10 214651 © © © Ay SEA
" PHOENIX 1 R AENE DS D EBLE O R 1 7Y TR R RIZ LD H L)
B | Co7aaToss10 | #7660 O 1 © | O | BV g oumattomat
" PHOENIX 2 R AL SE DS D BLE O SR 1 7Y TR RIZ D H L)
A CO743T09!113~10) | w7y AR5 1, 230451 © © © BT MK V2 DR
ACCEPT HRAIE 75 LA O R 1 TH LT IRHBIC L
T e |EBEET AR O O O | BF |2HEIEROLAEMED
CoTasTIZ 9034 et

© : FHiEE O : BEWEH
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LHO—%>

<EFE#£RE>
Phase | WERES | MM it trapte|ge et 20| B g
BE | BRI
T YT 3 — a oy | HERE G EE OB TR T
WA | CRD3001'9 |3 b2k, Bk, 77 | CDEE 74141 © © © FE | LDE MR D
TVH AT =T | (AARNEES6HEETe) 22V DA
T YT, 3y | PEIEND EAE ORI 7T BRI
FIFH| CRD300220 | X b2k, Bk, 77 | CDEFE 6284 © © © | #iE | EMELT
TV AT =T | (HARNBE260%E Tr) ZAeVE DT
T YT, "3 —a oy | FEERENG EIEOTEEI Wl | 7R RRIC
FIFH| CRD30032Y | /X b2k, Bk, 7 | CDAEFE 3974 © © © ST | KDHEBMER DY
ZUh AT =T | (ARNBE 2% E T) BT | ZetEoRHME
© : FHmEk
LEBEXRER>
<EEFE£RE>
Phase | HEBES | Ehain e |z ape| 0BT s
BRE | BRI
. ;i;%%g;ﬁtwﬁm%ﬁﬁﬁﬁﬁ% e
M|y e | op gt | UGB 9616 © | © | © | UF |XBBEHERT
A AT T (AR ABREL0THIE ST T | Ao
—a——JR
o001 ii;%fﬁ;ﬁ Hh A A OO T T SRR R
5 TR e b2k 20.20) /v\ﬁ~25797 UC #5234 © © © | BT |X2HFMMERDT
P T T [ (ARAREETHIE A T) A D FEAM
=a2—Y—FUFR
T VT = wy | RN EE O B 77 LRI
FEIAR| CRD3001' | /8, bk B >k, 77 | CDIRE 7414 O O O | #iE |L2HIMERD
7V AT =7 | (ARNBES6HIZET) 2 AN
T YT 3 — a oy | HERE G EE OB IR KRR
HIFH| CRD300220 | ) b2k, Bk, 77 | CDAEE 6284 O O O | ¥ | LAaEE]
TVH AT =T | (AARNEE 26061 ETe) VDM
T YT, 3 — 1y | FEREND EAEOTR B R | TR
FIFH| CRD30032Y |23 b2k, Bk, 77 | CDEFE 3974 O O O ST | DA BE RO
ZUh AT =T | (AARNBE 2% E Te) BT | ZelEORHME

©
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(2) B PR ZE IR BR
LELEE>
<ER>
B[ E %55 E& (UNS009-JPN-0158E&) »
H A N LR R 2401 2 56t 21T . AT T — 522,545, 90mg HA [A] f7 T #¢ 5B D 3R B e Je V&2 VAT
LEBITT TR EXRICUTE T HRBRE LT, EDORER AT T =7 & 53N 2186207 &t
VELL EOFERFGDRRELLT, BB OS> B EHEG (AT T —7 & 5TV THHILL EDFEEL)
VL EIEBE S (8/18%1) | L 7L T F L AR AARF F-— BN (7/18651) TEMEALE 3 b AR 7T AT L IRg R Ak
R (7/18%1]) . BU L /RERHFOHA (6/18%1]) J ONA L EREIEIN (5/1861) THY . WTNBIRELRFR Th-o7e,
R B FERF OA GRS TODEIEE TR, AEL OCHEIT Freo@E T,
ZNRE TR R (Fk) -
OMEFAIRIR TR A+ 0072 FRiER A
5 MR R | BE EIE 4 R
R OV & (BFe) -
(5 P R RE K OB B ME L)
WHE L RMNATT AT XX~ 7 (&I F/H 2 ) L L CLE4bme% 7 T #% 595, #EH% 5} OF D41
B U128 R T 575,
U B BAR T 723 A1 m90megZ 8 54 5 Z LN TE S,

<i@5n>
1) B EF5E % 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 MHRBRA R LZ, T O H, 218610 BEF D7 B MU EO R EELNFEHE L, b
B LS AONTZH EFGIX. TV NERY 72y Mk (10/1841) | 8878 (6/18%41) | & 'S AE K (5/18%1)) & ¥
AR YIBRERALIE (4/18%1) Th o7z, HEEG O ZLH8H T 1FH 260 BH O IR BLUTZ, A #&I2K
FELTHAFNEN LA THEEFZIIRDOLNR ST,
R B FERFOA GBI TODEIEE TR AELOCHEIT FRRo@Eh T,
ZhRE SUTE A (Bk) -
OMEFAIRIE TR A+ 0072 FRi R A
5 MR R | BE EIE 1 R
FAE R OV & (BFe) -
(=3 1 R M O BE I ME L)
WHE L RMNATTAT XX~ 7 &I/ 2 ) LU CLE4bme% 7 T % 595, #EH% 5} O D41
Bl U128 R T 575,
722U R AR 4725 A I F90me 2 ¥ 54 A 2 LN TE D,

2) B[ Z T %5 55% (C0379T025K5%)
HLE BT 2105 (AT 7 — T B B RELTH, 77 2R EEAH)) 23t G2, AT T —T%0.27~2.Tmg/kg H.[AI fZ ¢ 5-
R OB EN e N LZ AR T2 T 7R 25 RICLTE I MRBRE2 LK LIZ, TOR R, AT
T O EH T HERAFFRIIBLEINT KO EHAONTEAEFEFRIL /LT FURART F—
BORNM (6/1761) , ERGEREGE (4/1761) K OV _RERJAE (4/176]) THh o7, 8 H ERE (1.35me/keht
JO2.Tmg/kglf) IZE<FBLL I BITETFL CTRBEIGN ERA T2 EFRIAONT . T XTOARATT—
TR CRBEE Chole, 778 AR HOAFEERRKEE G IX AT T — T R EHOA EEGRBAE AL
35 & ARIF RIFLE TR0 -7,
B B FERA OAGREN TODRIEE TR, AEL A ERIT FreomEy ¢,
ZhRESUIZN A (Bke)
OREAIRIFE CRIR A+ 72 TRiR A
55 PR RO B EE 1 R
FHVE I OV & (Bkr) -
(P R KON B R M )
W RAIET AT X~ (Bla/#z) &L CLE45meg% [ F#& G35, #E#% 5 K O 043
B G L LI 128 W T 595,
P BRI 2iX 1E90me 2 % 54 5 Z LN TE D,
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(3) AE RIGHERZ*REAER

<@ 5>
BE- R EE T %555 (C0379T045E%)®
BTV A | ARG EZE AR
pSES FREEE 0 B FEE O J i B W R 3201
LB BRI YE | (KL THIFE (Body Surface Area, BSA) 10%24_E o> Ry AU A 45 L, PASIAZ T A3 2L 0D J&y i Bl 7 fi
RS J7 T B LA Ah 0D i (G DR R R R M e R MR R A ) o0 FR FEUR L SRR (B R ER | Cafili Bt
- VT L5 R O REE O FE FBE X B R R YE A R R ST R R e
B 1RO R L OPKE TV % AW T RRATRE RO WIIGR R 54 AT T — F%45mg B[l -
WAL | 90mgHL R G-, 180mg (45mg/ i X AR AE £ 5-) . 360mg (90mg/ 3 X A[F S AE £ 5-) 125 E L, FEED
O FAE O Ry 1 B 7 i KRB R 32061 2t G B i FH & DM Ft 21T -7,
S MIE H | 12081% DPASITS
TN
OPASI75 (1238)
o . 45mg 90mg 45mg 90mg
7o REE . N . . . N
S HA Al 5 HA A5 5B AR % 58 A% 58
121 D 1.6% 51.6%* 59.4%* 67.2%* 81.3%*
PASI75 (1/64%1) (33/6441) (38/6415) (43/6441) (52/64%1)
¥ 1 p<<0.001, %7 7&AREE, Cochran—Mantel-Haenszel® x 2k &
BIEM L AT T —F 45mg . [A % 5-FE6 361 th 4761 (74.6%) . AT 7 —F"90mgH [ % 5- L6 4151 44451
(68.8%) . A7 7 —F"45mg I 18 ¥ 5-FE63 5 140151 (63.5%) . AT T — F°90mg 15 £ 5-F£62 41 7 3045
(48.4%) . 77 v R > AT T —7°90mg (203 LLKE) HE49BI H 1261 (24.5%) B N7 T A RE (200 £C) 67
e b { Bl 314 (46.3%) Th o7z, ERERRFEFRLEL T, AT 7 —7°45mg Hi 1 # 57 TIX MRS 5 |
! MBI E B IR TN NIE AT T —F90mg Hi [ 3% 5 IR LA 28, JGE -~ =7 JE B kR
BNRZNENIH AT T —F%45mg ] AE & 5-RE CII MM F&4E . Wk N2 1B A7 7 —7°90mg
AR P 5 RE TR B RRGe  AME DR IE /O A )V A e 18 IR IE R E N, 77 Bh—
AT 7—7%90mg (2038 LAKE) B CIIIFEER LA N 1B ThH -7,

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

R T HERAOARINTCNDEHE
(TR () -

AEE

DR EL O RIZ T REOEI T,

OBEFAIRIFE CRR AR+ 0072 TRiR A
30 VERZIRE | BE EE T LR
FHE R OVH & (Bfy) -
(5 P R M OV BB B M W)
W R ANIET AT H X~ 7 (Bia -z ) ELClal45me% #5925, #]a# 5 & O D438 1
(CHEE L LA 128 B e #5975,
2P U R AR5 72 A i 1 E90meg 2 B 54 A Z LN TE S,
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% I FHEA 5% (C0743T1058ER) 7

RRT VAL | ShEa 3, “EER. 707 MU 7T 2R R AR
PIE S I B D BE i % & A 92 B B E 1k RLE R 1461

JERR B & LR B 23 2 E N3 HFTEL EHY DR DI B IHE P EICEZ S T2

TG | - (o DIXVN455 ML BT S
o CIUaME# > 73278 (C-reactive protein, CRP) 231.5mg/dLLL |
By ~F REMETHER . G TF v —F A FA LR R MO KIENEREBEZELTWHE
TR EE | B A R0 TFI R EMTX LS DDMARD O #% 5.4 1R BR 3 0 4] [0l ¥ 5 i 48 LANIZ 52 1 7=
A
TG ENVE B 2 A 2 B EE M v i FR 3 1460 &2 I B IC AT T —F % 5 RET6 1 L 7 F B R EET0H]
B 1k BT AT T —F%90mg XX 7T 2RE0,1, 2 3 EZICE TG L. &5 12ZICACR20IZ#EL
TRE OB AEHE LR,
TEGHMIEH | 1238 % DACR20
BIRGHMIER | 1208 DACR50 % (FACRT072 &
HNEFEE | 12387 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 CTHIRA 72 FRik &
T MR R | 38 B 1 iz
FAVE R OV & (BFr) -
(=55 M R B O BE BIE MR )
W RANIET AT R X~ T GRis TR 2 ) S LU CLal46me% 7 T #5325, F) % 5 K& OV D418 #
(G- L, LARR 12 R R TR 5375,
LR T4 B A I E90mg 2 R 5 A 2 LN TE D,
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(4) #RELHIEABR
1) AR BR

24

<ErEE>
<ERN>

% I /MM ABEXER (UNS009-JPN-025E&R) 2 ¥

RERT A

Zhtiax LF, “EHE R 7 MMe, 7T R A R AT ] MR

ISES

HSEIE D BAE O Ry T R B2 2 A 9 D WL (S5 R LM | BARIE MR RCME) 88 1571

T L vE

SeHRIFRIE T B RIE O R G L0 S D W LD R R R 95 DI 2 & (R K i F& (Body Surface
Area ,BSA) D 10%LA FA L PASIAZ T 281284 b 0D = 5 M G i Mo OB 503 97 P 2 e

T 7pbRot L

Jry T 4 DA A4 0D A (R DR W2 A | R BORE P LR | R M RO RE ) O R R R R | B - 3K Cafifi e,
UF T L5 O G L LR TEIEH DV NTEAL L7 B MRS RE SR MEIE O 815 2 5 5
BE IR G OB B el

BTk

AR IZAT T —T%45mg % 5B (6441]) , A7 7 —7°90mg# 5-8 (6261]) Ik N7 7 &R B (3141)
BT 72, AT T —F 8 5T AT T —F%45mg X1%90meg& 0, 418 4 (2 FHe 5L LAK:12:A
FRICH2MBR E TR TG L,

FIUEREIL T TR Z0 4B I TG LI2A%ICT TR > AT T —5%45mef 58 (15
) e YT T 'R AT T —F°90meg i G- HE (166) IZHIV AT ENENAT T —F°45mg X1T90mg
12, 16K TR L LI 20E #2521 % £ TATT—7%45meg X1E90me4 2 F# 5 L7=,
281 4% T FEAN 24T\ 2N 5] (PASISOA M) 134 54 H 1k L7=,

TEEHIEE

1238 %% DOPASIT5 (FRFAFAHIE A )

IR EHA ZE

121814 DOPGA, 12814 ODLQIA= 7 28 b i 121 % DOPDIA 5 28 L B, 1238 # OO SF-36 4L 2, 12
W R D28 # DONAPSIAD 7 B 228 123 1% O BISIIE R O VASE L e &

FEFHHIE A : FisherO B EZ W TT T BRBEEAT T — T 584 i 25, Holm®D kI

FOZ EEEHET D,

BT 3 FIREHEIE E 1238 1% OPGANN0 X1 ) &HE S 7= B3 B A 1 Fisher D IEMER E , 12 %2 ODLQI
AT L BIIE AR EEZ VT TR AT T — 58 B A ik 34, V)T
b HolmD FiEIC XV mE A5 5,
F A B
OPASI7T5[FAS] (123#)
b TR 45mg 90mg
12381 DPASITS 6.5%(2/3141) 59.4% (38/641) 67.7%(42/6214))
pfiti * - <0.0001 <0.0001
¥ % 7' 7R EE FisherD 1IEfEM & (Holm D 7% W 5)
B EEAm IR H
OPGA[FAS] (123#)
B b g 78R 45mg 90mg
. 0 (R
A PGAAT0 (272 L)

ST (EE) 1 &
HE SN BHERIS (%)

9.7%(3/3141) 57.8%(37/64%1) 69.4% (43/6211)

pfiE* — <0.0001 <0.0001

% %t 7" Z 2R R, Fisher® M € (Holmd k% W 5)
ODLQIA= 7 Z b & [FAS] (121)

A 7 IR 45mg 90mg
A (R (R 22) -0.3(5.25) -8.0(6.45) ~7.4(6.52)

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

%t 7 TR AREE, 2HE ARt E (Holmd J7{E% VD)




% 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)

h & TR 45mg 90mg
f‘iﬁgiggi) -0.95(9.623) 7.76 (14.536) 5.14(12.036)
(=) (31451) (62%1) (611)
pfif* — 0.0033 0.0164
fg?é?igg;) 2.03(6.753) 5.28(9.797) 5.77(10.450)
(EE %) (3141) (6241) (6141)
pfifE* — 0.1006 0.0742
* %t 7T RAREE 2HEA R E
OPDIAFHS AL & [FAS] (1238)
w55 7R 45mg 90mg
SR E REYE R 22) 0.1(4.21) -8.6(9.63) -12.0(11.80)
(BEH) (31451) (62f51) (61141)
pfil* — <0.0001 <0.0001
* %P T R 2EE AR VR E
ONAPSIAZ 7 & # 3R [FAS] (123, 2814)
B & 7R 45mg 90mg
1218% D
NAPSIAZ 7 B g5 -2.9%(27.79) 7.7%(95.14) 10.0% (66.06)
W fE (BE R 22) (1741 ) (43451 ) (4041 *)
(BFH)
pfE* — 0.6541 0.4395
- AN AN
55 —45mg —90mg 45mg 90mg
281 1% D
NAPSIAZ 7 M 35 2 34.9%(42.17) 34.5% (44.21) 52.0%(39.59) 51.6%(49.97)
SRR (YR 22) (9f1]**) (7451 *) (4445 *) (3851 *)
(BFEH)
* X TR REE 2EE AR R E
* k0 IZTVUREZH T HEEOHFMLT-
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% 1 /M43 E8 (UNS009-JPN-025%E8) 29 (D D)

O BIER DIEIFVASZE L & [FAS] (1238)

EaA Y 7TER 45mg 90mg
LA VASEAL R 8.0(13.00) ~38.5(28.93) ~9.3(18.23)
RECIACEETED R . 3
s (351%) (6f5%) (131%)

* BAREVER 2 A T 5 O HFHT L7z

1231 £ TORIEMIZAT T —5°45mg#% 5 BE6441 13541 (54.7%) . AT T — F*90mgk G- #E6241
285 (45.2%) . 77 B AREE3 26 F 196 (59.4%) T o7z, E/RBEIWEM L AT T —F%45mgfk 57T LK
SEZC9H (14.1%) . AR RY 277 V-EUREMAE] (6.3%) | BRI 341 (4.7%) . AT 7 —7°90mg & 5-F C 5 A
SH 841 (12.9%) | WoME, A BR BRAX I I 232 2 03451 (4.8%) . 77 & AR BE CREMES ] (15.6%) | &b K 5E
282011 (6.3%) | i FHRY 7V U R EE AN, 4F BRERELIE N A3 Z 141 (3.1%) Th o7z, EERBIMEM T
AT T —Z%90mg & G-FETH S BINLARE | R TN 1IBENIZFRD BT,

PERFAH

R
g

PASI75 : PASIZAZ T I3 — 25 A L NBT5% L i L7 BE OES
PGA : RS RRIZ OV T RLEE, 1= - BEJE | 5 7 00 25 i Jo OV D A= 7 O SR E L S < R A
DL FE R REAM
DLQI : B2 BFE B2 QOL R
SF-36 : 36—item Short—Form Health Survey
SRR, B H R FIBERE (1K) AR DR -, RRB R E ) b ATERERE . B BRI AR
CREAR) L DD ERE D82 O R A RT3~ 2 i FE BEE Q O LS TA X%
PDI : [ B % AENE ) M5 T22B8 ) EH S SN2 15O R E B 22555 | L RERF A QO LA A 14
NAPSI @ [f] FIZ IV Theh JINHZEE O IR RN T BRI 4% 55 L £ 30 U DU TTVRERZHRE K& OUT
IRREE A A T AL LRI 95 JNEZEE D FFAM 5 15
VAS : B3 B & D3SEHRE O BIEI R O 2 | 22 (0mm) % [ 42U 11720 | A0 (100mm) T 230k -
DFRFAEE 2 DI FZAERUTIETR | EL72100mmDVASE VN CREAR
B B FERF O A GREN TODRIRE U R AEL AT FTrRo@E T,
hEE AT F (Baky) -
OBEFAIRIE CRR A7 TReE A
S5 VE R | B S E I 2 R
PR OV & (Bke) -
(5 P W e B OV BE B M W)
WHE NI AT R X~ T (B n i z) &L CLE45mgE B T %592, a1 % 5 K& N Z D43
BICEE L, L1255,
7212 L AR+ 72 A LR 90me 2 3 532 2 L TE D,



<@y >

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

KRBT FA | Skt “HE R, T MME T TR R TR Ll B
PSE H SEE 25 BLRE 0D J) 1 R L M £ A 766451
S S HRPETE T B H IR IE DO G L 720155 R R i O 955 45 % IR #2118 (Body Surface Area,BSA)
e D10%LL EH L PASIAT T 231204 b 0D o 1hi oz i (R BE i 2% & DF 38 92 Fai & Bk g ml)
S T B LA AR 0D R e (DR R | AL B E T e IR ME iR 28 ) oD R BB R4 (B BT 3. | Cat
ERBRANIEYE | PR U T A5 LI 0D WERE OO FEE RS SO ZBEAE FR A R IR YYE | BRHEIE O UEN S5 R
F IR R OB B L
MENE 2 [T AT T — ?"45mg&"5—ﬁ¥(255{ﬂ) AT T —7%90mg# 5-#E (256
Bl) e N7 7 'R RE (25561)) IZEID 51T 7=,
S5 oS S AT T =TG5 REII AT T —T7%45mg X 1390mg% 0.4, 16, 284 (2% T
517,
1 g’w”@) TSR TR A0 K OA 4 12 e T4 5 LI, 75—
2T TS ] ?*5®45mg?§§ﬁ¥(123%)k\70'7‘Eﬂfﬂx?§~§®90mg§‘§25—ﬁ¥(120
i (l2~a0i) | PDICEIONT T E12, 16, 28 B ICK TR LI,
) 281_?& IEE I AT, %JJ@J(pAsmuL) 11238 5 0D - kg 0 4
F250 151 (PASIS0LL 7540 ) 1383 5 ¢ 51 ’WE\?%%JJW(PASISO?E{?E)
FgEEEF L,
40 B I ZFH 2TV AT 7 —F%45mg H5-FE M VAT T —7°90me ¥ 5-FF
DHB12W FE O 5 TORRNBNL, WAE A2 7T BARTE XX 120 5% 5
. . TR TE LB AT 72,
L S T TR AT T —TF%45mg Rk 5RO T TR AT T —F°90me it 51t
AL N(4 DHIH12W DO G TORMENT T T BN GIZET L,
I | &5 b 1 e 40 % TEIDMIT SN2 T TR B G REE TN RN 5 (40 4 1281
(40~52318) ERXNT-PASIAZT DR—RAT AL LD FEDI S 50%LL EDTEI) Lz
RECHWMRIE R A EOAT T — 7% FH 5 LU= (F)E], 48 % DL 123
i) o
W NORETYH 128 5O B 5-TOHR 5y Z250 51 o OSN3 838 43 12 8 7
L. 28 L8 MmO G5O BREIZOW IS m Ak LT,
52 4 IRk 3% 5 &2 Bl AA L B K264 1% (B4ER]) £ CTBI D28
P EL7,
m i?j"g’gﬁiﬁﬂ X7 5T DB R O 5 R IE5 208 B S L=,
40 % TEIVMITONTZT TR HERIL BRI RN R LR H T
PRI E R O AT T — %% F 5 Uz (F)Rl, 48 1% AR 1218 1) .
FEFIEE | 1208 OPASITS (REEAITEH )

Rl RFALZE B

PASI75 (% 5-H 7 ic
j=Ada

W G MRICEDRE)  12H% OPGA, 12 % ODLQIA= T £k

fi AT &

THEMEEE 7 — L L7z fiE ek e OMA E 2§94 L 7= Cochran—-Mantel-Haenszel® x 2ii & & F T
TIRRBEEAT T — T BRI 5, HolmD FIEIZ 02 B AR 35,

W LI RO NTGA—ZX M EE WIS &9 Dvan der Waerden®D EH A= T
MBI HALT T T NV AW Tl T %, Holm®D H AL & A T35,
{RE100kg% 8 % DIEFNC I3 1) 2 B & Rtk oo el 38 ez it B i 28 0 & OF SUTREFE
B BE ORI IS T Rea VT T — TR T 5,

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

F I H

OPASI75 (12581%)

1238 #% OPASITSIE, AT T — F°45mg#% 5 BE67.1%(171/255%1) . 2T T — F°90mgH% 5 #£66.4%
(170/25645)) &, 7T R 5-1E3.1% (8/255(1)) (2t X TH Z 12 @< (p<0.001, Cochran—Mantel-
Haenszel® x R 7E) A7 7 —F B RO 7 TR B G R T AEBE S REES T,

T BV EHAGE B

OPASI?B(TQL—?EPL,E 2 )

40T FIV A f%ht&ﬁfujhﬁi&&ﬁmﬁﬁi BIFDHPASITE D 1T 44 % IZ BN MG 6438
%I 1PASI757§)&Erfo;Lﬁ$185 5% (136/15941)) | % 5.t W T 31.6% (50/15841)) & i BE I A
BRENRDLILZ (p<0.001, Cochran-Mantel-Haenszel® x 21 7€) . 7618 £ DPASIT51% ., & H-fk

FIWERAM | feAE84.3% (134/1591) \ & 5-H Br#f18.6% (29/15645]) Toh -7,

OPASIT75 (# 5- @I L D52
83 5 % 5-EE D56 % DOPASITS L AT T —F%45mg#% 58 T50.0% (16/32f1) . 27T —F"90mg#%
H.#ET46.9% (15/32%1) ThH-o7T-,
OPGA (12 #)
123EBITIBVTPGARI 7R T0 G257 L) | UL (18 4%) | L E S - BE BB 13 AT F—F%45mg
P 58 T60.4% (154/255%1) A7 7 —7"90mg# 5-HET61.7%(158/256f) THY 7T AR#03.9%
(10/25501) LEERTHEIZE -T2 (p<0.001, Cochran-Mantel-Haenszel® x &) .
ODLQIA= 728 b & (123 %%)
2RI BT BR—AT A NHDODLQIAT T 24 5 CEHIE S AZ R 75) 13, AT 7 —F%45mg %
HREC-8.0+16.87, AT 7 —7"90mg#% H5-#ET-8.7+6.47THV, 7T BREED-0.6 £5.97L il LT
A RS EA R LT (p<0.001, Spearman D IEAZFH BAGRED .
12 % F TORERIZAT S —5%45mg % 5-FE 25561 F1904 (35.3%) . A7 5 —F°90mg ¢ G- k255
H78451 (30.6%) . 77 HARHE25561 16961 (27.1%) Th 72, EREIMERIX. AT 7 —F%45me#z 5-#
TR 1261 (4.7%) . ERGEREYL 1161 (4.3%) | EHEAZK 9B (3.5%) A7 T —F°90me & 5-#E C EXaHE

APEREAM | YR 1201 (4.7%) L SEYE 11451 (4.3%) | SRIHEE 9% (3.5%) . 7 7R HE T L ARUE Y96 (3.5%) | sl

SHZE81 (3.1%)  BIENIA 641 (2.4%) Tdh 7=, EERRMER L, AT T —T"45me % 51 T FE1E.
B LE N ZENE NG, AT T —F°90me % G- B TRV 8- RIE 25 K LN TN E 1T
HoT,

PASI75 : PASIAT T IR _R—RAT AL bT5% L _Eek L= B DA

PGA : 28R ZERIZ OV T RLHE . 1278 - AR 5 oD 45 1850055 Mo O3 {85 D A= 7 D SERJ T RS < EE il
DL FE B REAM

DLQI : B2 BRE N7 QOL R E

R BT ERAIOARBIILTOWDRIEE IR HEK CHEITZ TFEo#@h T,

e

TN () -

OBETFIBH CRIRA 37 Frofi i
3 VERLE | BE ERE 1 R
AR RO & (B
(5 PERLIRE M OF B B E P REARE)
WE NI AT R X~ T (s F#Hf 2 ) &L CLRI45mgE f T #5925, #lE#% 5 & V2 D438
B G, LI 28 R T’ 515,

=771

R TIE 1 E90mg A 5T AT ENTED,



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

R TV A | S ILE, EBEM. T F MMe T TR B AT RE R H e ek bR
PSE FR A SE 0 & T O J 1 B R R 1,230
7 R U TR L ST A B PR IE O *E G L7 0152 IR i B i i O 3R A % R i (Body Surface Area,BSA)
D10%LL LB L PASIAZ T 231284 LoD J5y i Y vz i (RzE 1 B B 28 2 0F R 2 B b B gk v))
Jei T PR LA Ah 0 it DR R R R E M R | T P W R ) oD TR SR EBE L BRI ( B BT 3K Cadils
TAeBRANRLHE | BI3E VT A5 IR D R OO i AR SO R AR B | BRI | Y | BRHEE DO B B R
RS ARl RE N A
M 28 12 AT T — F%45mg# 5-#f (40941]) . AT T — F°90mg#% 5 #f
T RRKRBIAM | 41141) X7 TR EE (4106]) (2B )7,
(0~123) AT T = BRI AT T —F%45mg X 1390mgA 0.4, 16, 2810 % 12 f2
I | &K TREL,
AT T =B G5 | I ERBEL T TR B0 AR TR G LIk, 7 T78R>AT7
i (12~283A) 77— ?”45mg&b’§»§¥(2051ﬂ)k7°3‘121“%7<?5 Z°90mg# 5% (205
B IZENAT  ERENE12, 16,280 I FHRE L=,
28R 21TV WD RO BB W TH RN B (PASITHLL 1) 1412
T 15 D £ 52 ki LTz,
BeH-IRR AT T — T BRI BT D 4y 228 (5] (PASIS0LL 75K ) 1L MEAE 2
BTk 0 | A& AR 28D G X128 O 5B T 7=,
(28~523) T T RR AT T —T%U5mgK G HE N O TR > AT T —F°90meg K
HREDE A ZN B8 3 D& G I EF L=,
SN (PASIHO A ) 13 % 5% 1k L7=,
52T T E ke B 52 B RA L e K264 # (54EM) £ TBH A2
Ll
1 AT T —F D G5 K O G- R X528 2 LR E LTz,
L TR X [ O I IZ LY BUT 03380 D4 I AT REL L7,
= 45mg 1238 RIRE# 5-7:545mg 818 4% 5 ~D 2 &
45mg ST FIEE 5-7>590mg S I FE R 5 ~D L H
90mg 123 MIfEI& 5-7>590mg 83 MR & 5 ~DZ4 &
FEEIHE H | 1238 OPASIT5 (BRERH H )
BIVRELIE B | 5238 % DPASITS. 1257 OPGA, 125 ODLQIAZ 7 2 b &7 &
THIMEE - 7 — L LTz ik M OME 2 S #E L 7= Cochran—-Mantel-Haenszel®  2f & & FI T
TITRRBELAT T — T B B L 95, HolmD 7 EIC k0 & B & G395,
T 2 BIREETE H « e L7 DT A—4% (K& " TAHE F L9 Dvan der Waerden® IEH AT

BUEIZIE S BOHTET L AT 5, HolmD HIEIZ I L H A 5 T2,
R 100kg 2 B A DAEFIIT IS0 2 B2 e AR D e | HLMRIE B Eii 7 0 & B SUIBEAE D
b2 B ORI PIBI T DR E YT =TT B,
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SE MM ER (PHOENIX 25KER) 112~ (DD &)

FHEFL A H

OPASI75 (123#%%)

123 #% DOPASITSIX, AT T — T°45mgf 5-#£66.7%(273/409%1 ) . AT T — F°90mgH 5-#£75.7%
(311/41148) & 7T AREERE3.7% (15/41061) 12~ THEIZEL (p<0.001, Cochran-Mantel-
Haenszel® x 2R E) A7 7 —F % 5RO 770 R E G R 2B EME S BRFES Tz,

TR AL A

OPASIT75 (523 )

B85y 28 B2 331 H523 1% DPASITHIE, AT 7 — 7°45mg$ G- FE T8 15 ¢ 5-T34.9% (15/43
HEHPEREAL | 1) | 1208 4% 5-T31.3% (15/48%1]) TH Y, A7 7 —7°90mg#% 5-#£ T X8 4% 5-T68.8% (22/32
) 1238 4535 5-T33.3% (11/33f6]) Th 7=,

OPGA (123 %)

123ZICBVTPGARZ T 30 (72 L) ) XL (R0 | S HE SN2 B E I E 1 AT 7 —T%45mg
& 5 FET68.0%(278/409%1]) . 27 T —F°90mg &k & HET73.5%(302/41141]) THY, 77w REED
4.9%(20/410%1) L H_THEIZHE2>>72 (p<0.001, Cochran-Mantel-Haenszel® x /&) .
ODLQIA= 7 2k # (1238 %)

12 BZIZHB T DN —=RATA o NHODLQIAZ Y 2 ik CEAIE LR 22) 13 A7 7 — 7 "45mg#
HHT-9.357.12, A7 F—F7°90mgf% 5 T-10.0£6.67THY, 7T REED-0.5+5.66L it L
THE W ERR L (p<0.001, Spearman® IEA7AH PR EL) .

120 #% FTORWEMIZAT T —F°45mg#% 5-FE40901 1 141451 (34.5%) . AT T —F“90mg % 5-#E41 1451
FR 13541 (32.8%) . 7T BARTE4106 HF 12141 (29.5%) Tdh o7z, EARBENWER I AT T —7"45mgik 5-RET
SRR 191 (4.6%) | SniHEEZE 15461 (3.7%) | BIEIR 1241 (2.9%) , AT 7 —F°90me % 5-#E C L NHEEJ¢ | 9AJH
PEREAN | 23 A2 A013451] (3.2%) . T I 55 23 AL FL1061] (2.4%) . "7 BN BEC S EEJS 1841 (4.4%) | SETR
1261 (2.9%) . ESGERY:, #9573 F 2 sl (2.0%) Th-oto, EEZRIEMRIZAT T —7%45mg
B 5T B R BB E TN AT T —T°90me % 5-HETH o M DR IE ., B
P& L /B /D EE P EAMURE / [BIEEME D FORENZE NI Th -7,

R
i

PASI75 : PASIAZ T I3 — 25 A L NBT5% 0L i L7 BE OEIS
PGA : SIS R RIZ OV T RLEE, 1= - BEJE | 5 7 0D 25 1 Jo ON318U0 D A= 7 O SR B LD < BE A
DL FE B REAM
DLQI : B2 BRI/ QOL R E
EE) B FIERF O A GRS TODRIRE TR R HEL &I FRRo@E T,
HBESUXZNF (Piy) -
OBEfARIFE CROIR A+ 4072 TRoE A
5 M R | P8 M R
AR RO & (B
(3 1 R R OV BE I M W)
WE R ANCIET AT R X~ T (3 F#Hf 2 ) &L CLRI4bmgE f T #5925, #lE#% 5 & V2 D431
B EL L1255,
7P LV REAR T4 B AL EI90mg A & 5D 2 LN TE D,



% 48518 (ACCEPTELER) "°) ($5)

BT P A

2 ECINA NN SOV EPR b e

PIE

HSEED D FIE O Ry L RS & A T DR MR B 90341

EEVAQ)to e

SeARIENE XL R FRIEO X G L7205 5 J) L we e 0O 95 28 & (R ¢ 1Hi 78 (Body Surface Area, BSA) @
10%LL FA L PASIZZ T A3 284 F 0D Jr) i B iz i

TR A YE

JRy T R LA 0D WA (G OR R | KL B PE LM | R MR LM 55 ) oD R FERH A ( B BT, Cadii bt
$ VT L5 LR O RLfiE O FIE BE TR B NI | R OB D38 % A ST HE R
LOPAERAE 28

RER T4

MR 5 AT T — T 45me % 5-8E (20941) \ A7 7 —F°90mg#e 5-Ff (34761) Jx V=& /L& 7 N50mefk
G B4741) 12F0 AT 2,

2T —F P BRI AT T —F°45mg X 1290mgZ 038 4T 1% (2 e F# G- L=, =& R /L& 7 MY 58T
50mgZ- 2[R, 123 £ £ TR TG Uz, 1238 B sUSREAG 21TV VEHE RS (2 Al OB 1R 1) 72 i e
ZEDOFHAM AR L DL F) I IX I BEE S IR A H T L | TR K OV DA RICAT T — 7% 2 T 5L,
727120, BT A4 % FTE LT, 123 B sl CO BB ZIZ AT T —F B G316 %, =7 31t
7 N50me e HEETIT16E % L20 % AT T —F%% 2 F G- LT,

E R H

1238 1% DPASIT5

AL BT RL B AR B CT A, Al AR YER 22, DU 53 NI fe KA, de/ME) 2 RS B3R e
K OEIEERNTT =22 EK T2,

AN PERHA

120874 DPASIT5IE, AT T —F%45mgt G- 1E67.5% (141/20945]) . AT 5 —F°90mg#s H-H£73.8% (256,/347
B) THY, =F 3T N50meg kG- 1£56.8% (197/347H#1) Toh 7=,

2 RN

123 % ETORWEMIZIAT T —7%45megf H-#£209%1 FH 10241 (48.8%) , AT 7 —F"90mg % 5-HE347 (1)
16741 (48.1%) , =& /L7 N50mef 5-EE34 76 197641 (56.8%) Th-o7=, E/RBIERIL AT T—
F045mgt 51 TILIER9.6% (20/20941) | S MHEEZ56.7% (14/20941) | 48 k& Y45.3% (11/20941) |
AT T —7%90mg it 5-HE TIXIAIEI. 8% (34/34711) | s MHTH6.9% (24/34741) , =& /L7 F50mg
RTINS, 1% (28/347H1) | ShUATHSE7.2% (25/347H1) | S DALIEART. 2% (25/34761) Th o7z,
16 % ETOEERAFEFRIIAT T —7%45mgf G-HE661 (S | £ j2 i, & i, fadm | FL
K PERSE L 1B]) AT T —7"90mg % G-RETH (B 25 IGFAZ%E, H MMM AL TS, D& mse, i
TR HIBREY T R ERE VNG 28 | B2 RS PR B M B E | JBd A B PR P L e D iE | O A R 2E
BMER AR EZ1B)) =2 VBT 150me i G RES B (ESe . IR | JE PR AG IR KR A B PR BB I A% |
SRR R, BEORE AAE e A BB T [B]BE A I BOE B RES 1B Thoto, ST BT AT T —
Fe4omegfe H-FELHI (SR TR NTE) AT T —F°90met 5-HE LG (ZIgas R 2) =& BT b
50mg i G-HEL ] (A3 F ) 178D BTz,

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

TR T ERAOARBINTWODRhRE
(TR (k)

e

F R HIEL O BT FREO®Y T,

OBEAERIR COMRA 4372 TRl R
23 Rz | B M R R

FRVE R OV & (Bkr) -

(=35 M e K ONBE BV ME L)

WH R ANIET AT H X~ 7 (B is A 2) ELCLRl45mga B T & 5345, #lE &% 5 & OV D43

BITH G- L, LARR1 2 FE b C e 545,

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

(TR BEAFR IR TR RA A5 72 BV Y ~ F (B O 1ERIHR 5

ORIk ZET) | R OTBEFIRIR 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)

MR TP A | Sk, CEER. T X MME 7T BRI TR P s R
s LAILL EOPUTNFE IR TR R AR+ 55 LB ME O 220 H 8 RE ) S FE O B HICD B E 74145
(B A NBE6HIZET)
CDAIN2208 A > hEL 4508 A R UL F & B SN D T SEN S BIEDOIF BN HICDIZ3» A M LI L
e b HLTEBY . CDIBE CKBENT-HEDAL 7 )F~7  THX VL~ T Xidcertolizumab pegol (AFH
e TIXCDD G2 L) Zilh 2T G- ST M, — R E Th T2 N R AR LIELODZ D%
RPN I LT B LTINS D EEFNT KL TR MEN 2D -T2 185 UL Lo
el A e SEWME DB FIGAEERE  SVEH T 2 LB -3 DIEM A2 B OFL 72 B E RO B E (HD W) IT5E
. DB EE) GRERBHAE6 s H DINIZIGEIBRT L3 1 H LNICIEIEN Tt o fafT 8 7l
BRI TTuRHE AT T —F%mg/ kg (RE R &) B L O30mgED W 721 - 1 1O TEES
e WZEI AT 0 B IS HEIFRARN 5 L7,
FHFFMIE H | 638 H IZClinical response NG5 AV72 g OFEIA (BRFERVIEH)

AR EH 2

81 H 1ZClinical remission?3 55 7= OE|E 8 H IZClinical responseNGHA072 HREF DOE|E
63 H 1Z70-point response’ S5 IL7= B DEIE | 33 H IZ70-point response3 G H L7z B D E|
ERANa

=

B E NP E T k0 R ER R SR (AR | B i (I &) K OV R B 7w
%Hﬂﬁlﬁﬁ@lﬂﬁﬂk JEBICHRE T, FEFEE B IOV T, 7T BERBCH AT T —F O @ A
B CHEENRDOLNZE AR H R EEON-L W92, £/-, TEFHMEH I\ T
1. B AN K T TNE3E] iﬁ“é}ir“r%lwﬁf77zv—7ﬁﬂﬁ%;%ﬁm‘é

FEATEIIE | AR ORI E B O KR T — 2 ARBR N LR TG B I N AT A RO A O T 7S
@“&%ﬂu% [XLOCF#EE W THTE %, A é?&@nﬂﬂﬁlﬁ BRI [ O R &7 o 724
AL AESUEFI LT,
XCD/Afﬁ@f_&)m{ﬁﬂﬂi CEENDoT (FCDBIHE O FHif (RIFR L — >, HHR o B i
EBR) ZZ I B IR RN LA 72T
FERF I
- R . A FE 310 P
EESE EA 130mg (6me/kg) *
. . 21.5% 34.3%* 33.3%*
AR | | Clinieal response rate G | (55 /5745 (84/2451) (83/249%1)

* 1 p<0.01, %] 77 AREE, Cochran-Mantel-Haenszel® x 2 &
wk 1 AT T —J DRERH ERE R ESSkg L F =277 —7°260mg. & FH5bkgh it % H85kgLh =
AT T —7%390mg, (K E85kgh X 5= AT 7—7"520mg

* o ENARKGEH &




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

Bl AT I H
AT T =T P i
v = 6mg/kg . 7R (Cochran—-Mantel-
752 R YR FAh 2 . o rin
ErRIRFF A A (R EERI A &) #E l(i(igff)i (n=247) Haenszel® x “fi &
(n=249) (84 7k £0.05) )
83 H IZClinical remission 20.9% 15.9% 7 9 p<0.001
NESN-REDOEIS p=0.003
B RWEFEAL | | 838 H IZClinical response 37.3% 33,54 90.9% p<0.001
PELNEBEOEIS - o = 5=0.001
70 p=0.003
gffg‘*;? ;‘;glot)zfzonse 43.4% 46.1% 30.4%
BN BREDEIS p<0.001
N . =0.002
318 H 1Z70-point response p=u.
. 40.2% 38.4% 27.1%
PELNBEOEIG ° ° ° =0.009
% BB AT T —F%mg/ kg ((REBIR &) BE vs 7' 7RARE, TEE 1 A7 7 —F%130mghtf vs 77 /AREE
$ 583 B FCO %R AMEIN 5 RAEF 16865 D5 H AT T — T FETIE27.0% (139/51441) 12, 7T
BAREETIL26.4% (67/25441) ([ZRIEH 3580 B ALz, EREIEMIL AT 7 —F 8 CILER3. 1%
e AT (16/51441) | Lo M@EIEASEZA01.6% (8/5141651) . 77 & AN TIXAE03.5% (9/25461) | I% 572.8%

(7/2544) BRI 2 OVE i A3 L2 402.4% (6/25448)) Thho7-, BEALFIERIL. AT 5 —FHET
VG I50.4% (2/51461) VATV 7 B MEBEIRSS | fE M 8E . 2238 ME i Bt L IR - 3 2 400.2%
(1/5144) ThoT-. KRBRICB W CH T ICE - FIEHZ BB L BE TR SN0 o T,

Clinical response :

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

A REL 12488 A L RELTF D BE 12OV TIE, CDALAZ T 28 5058 A > bR &2 @R L T
72354 Clinical response3MSHA 7272 L72)

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 &
L RMNIIT AT X7 GBI FH# 2) L T8 ARIEOWENS, LL ISR T &% A R
LT 2,
BERE B
55kgVL T 260mg
55kg7% it 2 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 ¥ -
AT MERFRIEIC BT DML HEIZ VAT X~ 7 (BB TH# ) TG HRAI O TG CEE

ST DHTE,
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EIFR £ [F] 55 M AH 5 B& (CRD300254 58 ) 2

HBT VA | SRR, EEMH. To¥ MME T TR R R W AT R bl ik
s AT AR NP5 T8 TR B 143 UL EEMED 22 JE ) S BIE O fF Bh 1 CD A 346284
(BARNBE260 %5 Te)
CDAIN 2207 A L R A4S0 A L NEL R ETEFE D FEZEIEN D HIEDOIEEHHICDIZ3 1 A M UL L
L TRV, MATL)CRPEEMN3.0mg/LE.2) A7V —= T REOEF DT aT T g ER
T B Gk HE | 250mg/kgtB. 3) N — AT AL RI3% ] LN O NS A TISEIECDDOMED WF N B bis,
PUINFEIEHR 2 A T 05 B 13 B+ IZEFER NI ERREN TRV 18 LA Lo /&
=
e B JEEVEDBEZE JEAGIE R AR P 2 LB L DA S OFL 2B E BB O BRE (D L5
. s BFE) GRBREAME6: A LLN I U BRIT SUE3 5 A APNIZIGHEN TN O a7 B3 7 L
B U TR AT T —T%6me/kg (R ERI &) # & CL30mgHEDOWFINITL: L IO THEIERIZ
” FIOATT 038 B I BRI ERIRP B S LT,
FEEFHMIE H | 618 H IZClinical response3 &b 7 BE OFIA (AR H)

Rl R A ZEH

81 H 1ZClinical remission?3 G5 7-8F DO E|IS 83 H IZClinical responseNEHT-EBEFEDOEIS |
638 H 1Z70-point responseNfFH7- BE DOEIA 30 H 1Z70-point response N fEH IV BBE D E|
A

W ENAFFEC L0 AR B (5 R | 18 E R (I &) R O 2l B | 72281
FEALE H ONECTREJE R TE T 2, EEFLHE B IZHOWC T BRI LAT I —F 0@ H &
FECHBEANRO LN E IR ER H N EE DN L5, F7o, FEFLIE B 2oV T,
A AR N e CBEAFIR R DY 7 7 )V — T ki & Tl %,

FEATRRE | R ORI B O KT — 2 BRI LIRS T GBI AN AT A RO fEE -V T e S
%o TIVAMILOCFIEZ IV THISE T %, MEZ B OFHARE B I3 ML) e ORI L2 > T 613,
HERSHIE LT,
MCDIRIR DT Dff I FITE TN D -7 858 XITCDBED FAlf (IR L — 2 ERfR o> BT %
bR 2T TS BRI S L A7,
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%*
AERR | | Clinical response rate (G | g /5095 (108/209451) (116/209f31)

* 1 p<0.001,% 77 AREE, Cochran-Mantel-Haenszel® x 2 &

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

sk o [ENARAGE A &




ER £ R & MH 5% (CRD30025ER) 20 (DD &)

Bl AT I H
AT T—F® prewrs pfiE*
. 6mg/kg . TR (Cochran-Mantel-
B SEATH IE . ;
ERIRHIE (IRERI &) B 1(3?;59%? (n=209) Haenszel® x i i€
(n=209) ! (A4 75k #£0.05) )
81 H 1ZClinical remission 40.9% 20,64 19, 6% p<0.001
BELNBEOEH S o o o =0.009
AWERAT | |83 H IZClinical response 57 o 47 4% 59 1, p<0.001
RELNBEOEIG - o o 5<0.001
6318 H |Z70-point response 64.6% 53,0 98.8% p<0.001
BELNT-RBEOEE < 0.001
318 H 1Z70-point response p<0.001
., 50.7% 49.3% 31.6%
BRI EBEOEE ’ ! ’ 5<0.001
X EEE : AT T —F%mg/kg KERIFH ) BE vs 77 BAREE, TE : A7 7 —7°130mght vs 7' 7&AREE
e 5818 H £ TOL MM GIEFI639B1 DB AT T — T HETIL12.6% (54/427%1) Ic, 7T &
AREECIEL7.5% (37/2 12BN \CRIVER SGRD BTz, AT T —F BED E /e @IVE 1L, 5878 3.0%
LARVEREL | (13/42761) (B0 1.4%(6/42761) . ESGERYG:1.2% (5/42761) 72X Th o7z,
WEEARRIEA X, THALPIRE 2 210.2%(1/4276]) ThHotz, ARBRIZB W T T IZE -
TZRIWER ZRBL LT BE TR Lo T,

Clinical response : CDAIRZ T D_X—2F AL HD 100 A ML EDJFAD (R—2F A4 DCDALATT 73220
RALVRLL E248 AL RELF D BT DUV T, CDAIRZ T A3 1507081 > MA i & 22 L C
72354 Clinical response3MSHA 7272 L 72)
Clinical remission : CDAIAZ T < 150781k
70-point response : CDAIAZAZT D_—ZF AL INEDTORA L ML EOA
HEE) R ERA O KRS T HELK O EIX FRROEY Ty,
ML OHE
BRIV AT X7 GBa T ) L CUEAFEO OB, LL I3 B4 HalS
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 ¥ -
AT MERFRIEIC BT DML HEIL VAT X~ 7 (BB TH# ) TG HRAI O TG CEE
ST DHTE,
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EIFR £ [F 55 M AH 5 E& (CRD300354 58 ) 2

HBT VA | SRR, EEMH. To¥ MME T TR R R W AT R bl ik
s HREES EE O TR EIICD R E 1,2710] [ E A BEM (T & 2SNz 83E) 397HI[ H A A
BE 251G T ]  FOMOMGEN (FF ML -7 B3 ) 88441
O EER (CRD300175R , CRD3002735R) DO HIZAT T —F % #5541, 8# H ICCDAILA= 7 D FF
et H fliz5E T L7- B3 (CRD300 175 : PLTNFEIAE TR R A 143 X i%}@f&@fxb\qﬂﬁérb & HE
. DIEBHICDEZE . CRD30023BR : A7 A R T SE FHE 3 TR R+ UL AR MED 7\ 2%
JENLEIEDOIRENICD )
PF ] #8425 5 (CRD300 175k X IZCRD30025A R D0 /5, 7LV R = & 5mg/ A UL & &1
TFV =R ERGRGHDVIZHEERLY) Lz Fabha— L o &8k SEA (55 51 5 (MTX,
TR | 6-MP.AZAZ BRL) (AW FIRE] (FITNFE S XX ~T TR TR w8 e 5 X
N7z B3 CRD30013 Bk X IZCRD30025ER 03 2> HCDIZ % B4 BHI B D Wi T S v i= .
e
EHER A REM -
MAEZ AT T — 7“’90mg 1230 R b % 58 (12961) . A7 —F°90mg., 81 [l f@ % G- 8¢ (12741) . 7
R FE | TRABEA3IED BT,
AT T —7"90mg. 1215?%1?&%%1 A5 5 —5%90mg#k 128 5 T, AT T —5%90mg. 8 L] fm %
LRI AT T —7°90mga 8 IR CH TH G- L7, 778 RBEHX. 7 IR 2 T 5L,
FEEVAGIE B | 4438 H |ZClinical remission23M55H7- B E OFEE (FREEAIE R )

Rl R A ZEH

4438 H |ZClinical responseNfFH T2 HBFE DE|E  ~_— 2T A L FFZClinical remissionZ3 351 CV Mz
B DHH4438 B 1ZClinical remission3 G5 4072 BE OEIS 443 B IZCorticosteroid—free remission
PRI EBE OEIE PUINFRIZRIR A+ 3 Tho T B O EH 2V T4 B (T
remission 3 EFHTZBE OEI SR E

Clinical

FEAT

T

B ENE PRI | BRI A | 7 BIR GG B ONACREFE IR E 5, BRI H 2o
T I TEAREHCK L AT 7 —7°90mg, 81l ][R % 58 TH BZ2NRBO LN 6 103 B i3
DT LW 5, F2, FEFHE A IOV TE, B A AR FTTNFE] _f)JST%TJr/\T%ok,%%\
NR— 2T A W2 Clinical remission2MEHIL TN = BRE LAY 7 7V — T & F i1 5,
WA O FEMIE B O KT — X F AR IEN Lo T G B 1N — AT A U RO fifi A IV \T%ﬁm?‘
%, ZNLAMILOCFIEE W CHlisE T 5, Jﬁ/jriﬁz@uﬂﬂﬁlﬁ IR K ORI & 7p o 72
ﬂ}imﬂkbfﬁ’&
M TRER ST A JRRIERY & 270 T,

-CD(AEEODL&)@H?%%@”TE

-CDF%iii@??ff(H%rF‘vw/\%%ﬁ@%?ﬁ&%ﬂi[&%@

R4 ILCDI T LIRS D & 11

-8 B 25321 H @ﬁm{éﬁe[CDAlx:ﬁz:oﬂ H (CRDBOOl.ﬁE%ﬁX 1ZCRD30023kBR D8I

B100R A REL EBINL 230220/ RA L R A B &7~

H) %

AR

TR H H
F b 77N

90mg. 8if [H g # 5

53.5%* (68/1274)

90mg, 123 [H] f@ % 5-

Clinical remission rate (4438 H) | 35.9% (47/1314) 48.8%** (63/129%i)

* 1 p<0.01. %7 Z7BAREE, Cochran-Mantel-Haenszel® x 25 iE
% 1 p<0.05, % 77 BAREE, Cochran-Mantel-Haenszel D x 2k i




EFE 4 R & M4H 5% (CRD3003:KER) 2 (DD &)

Bl AT I H

O4438 H 1ZClinical responseMEFHNT=HEEHF OE|E

% 5-4438 H 123 TClinical response?¥ G572 E OEI S X AT 7 —7"90mg. 123 [E @ &% 5
FE58. 1%, SHH L MR H-BE59.1% TH Y . 7T B AR BEA4. 3% L _RE BT mh o T- (FHFp=0.033,

p=0.022 : Cochran-Mantel-Haenszel® » *#i7E) ,

O_—2F A HfIZClinical remission3f5H TV B E D9 54438 H IZClinical remission23 535
NnNBEOHE

N — 27 A B 1ZClinical remission o5 TWimEE OB ¥ 54438 H 12 3 TClinical
remissionNfFHN T EBE OEIE L. AT T —7%90mg. 12318 [FF&E % 5-1£56.4%. 815?%[»1?&5—%?66 7%
THO, AT 7 —7"90mg, 83 M [@ & 5-FEL 7 7 B AR EE45.6%2 bt XA BEIZE D > 72 (p=0.007 :

APERF A Cochran—Mantel-Haenszel® x 2fi &) o
O443 H |ZCorticosteroid—free remission 357~ BH OE|IE
¥ 5443 B 12 B TCorticosteroid—free remission/N G572 BH OEIAEIL . AT T —7°90mg. 12
W [T 43¢ - 1 42.6%, 8 [HIFRE 42 5-HE47.2% CHY , 7T B AR EE29.8%IC N BICE 2T (20T
2p=0.035.p=0.004 : Cochran-Mantel-Haenszel® x 2} iE) .
OHITNFEIZ R AR 4 CTho7- BE OEASEMIZEBUNT4438 H 12 Clinical remission23 551072
BEOEE
PITINFEICBN AR+ ThH T2 BEFEOE 3 IV T #5443 H (ZClinical remission3 55
NI BEDOEIEIT AT T —7°90me, 1238 [4] b £ 5-#£38.6%, 83t [H] b& £ 5-#£41.8%, 77 LR
26.2% T o7z,
L AAPEREAMG ST BAE 39641 D5 B B 54438 B XX EFEHI O L S ETOREFZIT AT
Z —7°90mg, 1238 [ [ % 5 B T 1213241 F 106451 (80.3%) . 838 [ @ % 5- B T 1L 13141 F 10741
(81.7%) . 7" Z B AFETIZ1334 1114 (83.5%) IZFBH BT,

e A A FRAEFEGIL AT T — T B CIIBIHIE15.2%(40/2636%1) . 71— 97 12.2% (32/26341) | B8 6

11.8%(31/2634) . 7T B ARFETIT HAERYL15.8% (21/1334) . B . 7 — i M Z L
14.3%(19/133451) . 89 12.0% (16/1334]) T o7, LR EERA ERERITI AT TI—FHETITY
—29553.4% (9/263151]) . KBS /NG EAZE , B 2% A3 102 400.8% (2/26361) TH -7, A7k
WCBWTHEILE A EFRE2RBALZAZFITIRDONR -7,

Clinical remission : CDALAZ 7 <1501 >k
Clinical response : CDAIAZ 7 23CRD3001735 XX CRD30025E5R D01 H 551001 > kL _E g
HEE) R T HERAIOARENTWAHEL HEIX TRROEYTY,
FE K O & (BkF) -
(Ia— 95 ARGAE R
JATF X7 (BB FHHL2) O SR FE A A & 58 A B E XV AT X~ 7 (B
TR Z) ELTI0meZ B2 T G- L, LARRIZ 1208 B R C90me % 2 T 535, 7038 B RS IBES LT
GliE, B 5 MlRESE MM TE5,
FHVE B OV B2 B3 203 (BRy) -
(U= ABRIGYER G
1.3 DATH X~ 7 (BAnFHH 2 ) R0 i E AN L8 AWED P E & 58I 42 AR HI DR T #%
HaMGT 528, CEAFRIEICBITAHE - HEIX VAT X~ 7 GBI R Z) O mif ffE i
HIOWRM X EHES RS HZL,)
7.4 ARFN O8I [#] b~ D 5 5- T FR LA 13 A AN O B T & 5- I R iies L= B T3 L ARHI D
T&"@F}ﬁﬁ‘i) O8I LAREIZATHZ LN TED, AHFN D e G- MIkR 2 FLAE L Th 1638 LN ITIR SN R 2
BONRNWIGE G5 EkGE L TONRPELNR W ATEEME N B D 2 &b AR KO F -k D 4
M ETT 528,
7.5 RAID R T8 5-Blaath A O2E H O T 5 FTITIBEKIS D20 GE &5 E4fkEL Th
NRDPAFHNIRNATREME D B DT M | AR D ¥ G-fikfoe O B AR T2 28,
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KEBMXBER>

<EFRH*RE>

EFR 3£ [5] 55 I 4H 5K BR (UCO300138 A FHER) 2229

T A

SR, “EE R, T MME T TR R WA TR ] b e R

PSES

FRAEFEDS BEDTEBNHIUCHE 96161 (H AN BE 107625 Tr)

LR R AR

e R— 2T AW (038) DMayo A7 A6 LA F128LF
- NBREERR A7 237 (h Jef| ) 328 1
RO NT T EEY
AW R BLA (FUTNFE I RRY R <7 GBIG T#H2) ) DB G BN HY B8 ) AR 14y %)
BRI RERE
RO TEEAT OAR  AZA 6-MPOWF N THER) B R R 45 TR AE

ESYAN T4

AN == TR TN —ATAFIC LR E DY BAH B L FA§RO D
<6181/ H DL 10> P RR AR i {58 2 25 T
< Jry T R A 1) U RE Bk
<R DR EN(37.5°CLL 1)
< BENR (90[1] /43 iER)
< (~FEZaE 8.5/ dLAR )

AR T 1k

7T R AT T —T%mg/ kg (R E B &) B M O 30mgfE I A4 (ZEI0 AT, 0 B 12 H [
RN E- L7,

T HEEHlE H

% 5-83 H | Clinical remission23 &5 i07= B E OEIE (MFERIIE A )

AR EH 2

P 58 B I NAREE TR IS M3 D= B E O FIA | % 5-83 H 1 Clinical responseN G507 3
DEIE P58 B DIBDQRAIT DR— AT A NHO 2 b 2 5-80 B IR (R S5
TR I ORI =B O W b 2 k) 2358 Dz BE DB &7 L

HochbergD A7 77 v 7B K22 EHUEZ AW T, EEFHHE B (CB 1T 2205 —FEoOimHmia
Z M 10.05(ZF%E 9%, EEFHIE B THEENRO OIS A EICOWT BRI FIEEZ VT,
B OFEIRFHNE H O —FOMBAHMO0.051272 510 L BEMEAFIET D, 2 EHEATEL-FH
UM B F L 2 O Lo E O 2REGE B X O ORHEE B 255 ERRE R THLHEICOHAT
BTHLHEHRESND, 1O ORI A 2N E TRWGE  EN LT ORI OREIT T N THE TR
WHDET D,

CAEZEEOFHAG R B Tl R AT Llp o T B R O F — 2 R+ O & LAl H A3

FEHT T L7 oot D& 5, Efk 22 B ORI E H Cld, Rl AT B L2 > T B 13T VPABE D E I
N—=RTAHEOEZE W THiZEL. T — 2 R+ O%E1XLOCEEE W TSt 32, MR 21 1R
TUE, FEMRED A= sk 23 FEAT A HE 00 B (R AR ER I 3995 B AR A A E L R D3R 72 & OBl iy
7RI KOFHE CERNST25E) TN BRI T2 (WARBEHITE R O A TR IZEL TD
BB HR) AR L 12 o 1= BT — 2 3B 51 K o3 AT EIi3iaR B LT,
KT RLE TR E IRR IR 7o,
« A R BRART Sy o0 SE it
JRBR S T STV AP B DA T
FHFEAmIE B
- R - R E 1)
B 7R 130ms (6me/kg) **
.. .. . 5.3% 15.6%* 15.5%*
A ST Clinical remission rate (81 H ) (17/3194) (50,/32041) (50/32243)

* 1 p<0.001, %77 ®AREE, Cochran-Mantel-Haenszel® x 2Hi 7€

¥k 1 AT 7 —F°ORERH & KES kgL T =277 —7°260mg, KRE5H5kg% # % 585kgbL T =
AT T —7°390mg, (K H8bkgh B X H=A7 7 —7°520mg

wokk o EINARZKGEH &




[E| [+ [F] %5 M4 54 B8 (UCO30013E A SR ER) 2229 (DD &)

Rl REAT
AFT—F -
AR um%;ﬁé)ﬁ% 7\1;(;“@; @ iy
(n=322) n=320)
fii%@%g%ﬁ MRS 27.0%* 26.3%* 13.8%
AR Efﬁf;gg;ﬁl responsert 61.8%* 51.3%* 31.3%
5;;%@ gﬁﬁ%ﬁ%ﬁb) BB 18.4%* 20.3%* 8.9%

% p<0.001.%] 77 ®REE, Cochran-Mantel-Haenszel D x i iE
sk 0 p<0.001. %] 7 Z7&REE, van der Waerden/—~ /LA T |25 A5

TRBR R B 5 X372 96001 2 AT 6 GeAE [ & L7z (WX MEVE 4 1 CEID AT S =23 TRBR R 2 e 5
e oTm) .

#ESHE B FTICRIERZRB OO BEZEOE GI1X, AT T —F%mg/kg (K E B &) #£13.8%
(44/320%1) . A7 7 —7°130mght11.2% (36/321431) . 77 AR #E11.6%(37/319f1) T - 7=, 2451 LA
FIZROBNTFERNFTRIE, AT T —F%mg/kg (AR H I &) B Tl EIASES 1.6% (5/32045) | J%
571.3% (4/320181) | BE 9 | S5, BRIR L Z O FRAE T L U TR BN, U L X ERIBUD E | [BRPE D F A
£0.9% (3/32061]) , 275 —F*130mglf TILEE2.2% (7/32141) . FHEESEL.6% (5/32141) | H.Ls J
OV 97 2345:0.9% (3/321651) . 77 & AR BE T IXEUR 1.3% (4/31961) | EE 0 J OV B8 450.9% (3/319
) TdH-o7z,

B 58 HECICEERRMEANBOLNTBE OB KIL AT T —T7%6me/kg (IR B3] &) #F
0.3%(1/320f1) . 275 —F"130mgh0.6% (2/32141) . 7*F &R E£0.9% (3/319%1]) Th-7-, NFRIZ
AT T —7%6mg/kg (AR T B A ) BECIifn i T K& OME IR 234-0.3% (1/32061]) , 277 —7°130mg
FETITIE T ME RN 28 e OV B 5oy PRI f e 1 2845-0.3% (1/321481) . 77 B AR BECII AT P I 5
%ﬁ‘fﬁﬂ%ﬁﬁﬁ\7*743%“/—5\}7‘5%\%‘0.3%(1/319%)'@&)07’:0

58 H Tl ICE ST BB IIAT T —F%6mg/ kg (R I 1 &) B TR IEFIRE H o 141
[N Y5V AN ﬁ%tﬁﬁi?%&kbf%&iéntﬁx AT T —Z0LORE M7 L& H W STz,

e AR

Clinical remission : Mayo A2 7 232LL N .2y DWW DV 7 Aa 7 H 148 2 720

WARBE ARG CREEO N O E) « MayoNHEIMRAE Y7 237 R0 UL Lo 756

Clinical response : Mayo A 7 N_— 27 A 53090, Eo3R A A BRI 2L 412 Mayo B i H

L7 227 PIRA BB 35 b LUR0 T L2125 6

FEIEIRIE - AR AR X ONHENTIRIEO W T b AL 5A

HEE) R ERA O KRS TS HELK O EIZ FRROEBY T,
HELOHE
WH L RNIET AT X7 (B T Z) L COEABREOPIENC, BL ISR 3 &% B A A
HHET D,

BH IR B
55kgVL T 260mg

55kg7% it % H85kgLL T 390mg
8bkgZ it 2% 520mg

FIE R O B B D T (k)

HMEFFIRIEIC OV TUT AAI IR G- O8I AT ¥ X~ 7 (s FHL# ) B T #% 5 A D ¥ -
AT MEFFRIEIC BT DL B VAT X~ 7 (BI68 TR IG5 HRAI O IR SCEE
ZRTHTL,
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EIFR £ R & M ER (UCO3001 1t BR) 2829

BT 1

Ll 3L, “HE R, 7T e R OWATRER 7 & SMETERE 1R R R

FSES

FREEE NS FE OTE BN UC R 78301 [ F Bt GE M (70 # MMEES - 83 ) 52361 [ H AR A
BETHIZE o] ZOMOMGEN (FF7 7 MeSiied -T2 ) 26041)

RV e

BETEIRIRE (L F o AT a4 R X352 i i 5) 32 E (FUTNFE & O/ IRV X ~7)
TEHEAR 5 AT B EMN 728 ANiER (UCO3001) TClinical response?3 55 7- 25 E) S
SEDTEEIMIUCHEH

ERRRAN HEYE

BB (UCO3001) 123V TClinical response?3fFH72 0 -7~ 3 8 AFRER (UCO3001) F1iz
UCTRWE SR A BIMA 1T B U 7= g

FRBR T 154

FEAR R RAEM

WENE 227 5/ REE(1750]) AT 5 —F%90mg. 1238 [ [ 5-#E (17241) . 275 —F%90mg., 8 [4]
e 45 - RE (L7641) (2B ff 1) 7=,

TR, T TR ER TG LT, AT 7 —7°90me, 123 [ @ % 584X A7 7 —F°90meg & 12
IR T AT T7—7%90mg. ST [EIFE &R G- FET. A7 7 —7"90meg & S E M TR F &5 L7,

TR E

HeFFa B 4438 B 12 Clinical remission/MSHN 7B E OIS (RFEMEHR)

Rl R A ZEH

HEFF A BR4438 H ¥ CClinical response N HEEFSN7- BE DEIA MR R4 B (N AR EER TR
DL BE OEIS  HERFRER44H B 122V F 32T 1A Rfree remission/3 G572 BEF OEIA
HMERF B — AT A L HF|ZClinical remission¥ G572 BE 21T D HERF X BR4438 H £ CClinical
remission S HEFFS N HBF OEIG 2L

FR AT = 1

T

[ e B FIEA FOC L R BRI A B K OO FRRIKEEGIE A 2R T, 5 — RO a2 23 w4
0.051272 5 LT T 2, = H &8 (90mg, 838 I fR) D EZFAMH H Tl p<0.05 THLGLAIH
BEThoHEHRIT AR &AL (90mg, 1218 [ F7) O =G B Tk, i H &R OIS & v
Nbp<0.05THHGHICHEST 5,
FHFAME H SRS H #EIZ DWW T, ERRIKEENIE B 22O H &N TR FIEZ
THET %, EARRIKEEME B % Y& FoPEE L HIEDORERE O N E B THiMl0.0504
BARERZER SN G ICOBEE THLHET 5, 1 DOFHHE H 23 H BETRWEGS 2D EDOM
JEHNOZNU T OT X TOMEITAEE TRNbDET D,
TAEAEE O FHmIE B T, FHIATNIR R R Lo T G A R O — 2 ARy O A XRHMEE A &
B L7207t O LT 5, i A O FEME B Tl REM AT R L7 s T G B I E B O
EIZAR—=ATA U EDEZ W THIZEL, T —Z A+ DG IXLOCFEE VW CHiTE T 5, Mk
HOVEIE T U, AT IR OO AR R R S RFAT AN RE 0 FB 8 (R (R ER B S 13 B AR AR AV E L R oD iR 70 &
OEATE 72 MBI KO FAG T E 72272358 ITENT DD BRI 5 (NSRRI O A TR TR 1
FEL TV A ER) ARIREER oo To G B 13T — 2R3 H 50 KD E R AT LI 2,
L1 TH#H, Clinical response/remission|F 7 ikEn4418 B & O Ofth o NHREE A2 7 1 & B Il E
TH T DB 5 CTClinical response/remissionNf3H V780 o> 7= A MR BR448 H £ T
Clinical response/remission 23 ERF SR> b D LT 5,
M TRLE o2 B TR & BT,

< SEEIR SRS B OO BRI A 40 B9 S XA AR) o0 FE i

TRFNHENRD LN UFIUCEL O FH G L DB 5o 1k

+Clinical response (X T2 F HOM H (R—ATA O H B2 AT 6

CUCTRIERRICB W T IS TV E BT 1258

AR

TR H
Fe b

7R 90mg. SHE MRS | 90mg. 12 FkFE ¥ 5

24.0%
(42/1754))

43.8%*
(77/17641)

* 1 p<0.001,% 77 AREE, Cochran-Mantel-Haenszel® x 2§ &
% 1 p<0.01.%f 77 BAREE, Cochran-Mantel-Haenszel® x 2k &

38.4%% *
(66/17241)

Clinical remission rate (443 H)




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

B R FEA 2 H
AT 7 —7"90mg. AT T —7%90mg. b
- N - N N _ N TR
AR LM R | SR i
(n=172) (n=176)
e FF 3R 44:8 H ¥ CClinical
responseNHEFF S AL7- BB O 68.0%* 71.0%* 44.6%
ElE
HERF R BRA4 B IC N R EEM o 5 o .
TR B IUT E DE A 43.6% 51.1% 28.6%
ARVERFA | |4 BR44E B Iz L Fa R
T 1A Rfree remission23 554U 37.8%** 42.0%* 23.4%
FEREOHA
HER R BR R — AT A I
Clinical remission?® 15 5 #1 7=
BRI DM R 4408 B 65.0% * * 57.9% 37.8%
% CClinical remission?? #f £F
SNTBREOHE
% p<0.001.%] 77 &REE, Cochran-Mantel-Haenszel D x i iE
% 0 p<0.01.%] 77 ®AREE. Cochran-Mantel-Haenszel® x 25 &
sk 1 p<0.05, %77 BAREE, Cochran-Mantel-Haenszel® x *fi iE
e BR CTH I X MMEEN IBRBR IR N B 5 SN 725230 Do 5 | MRl B4438 B £ CTIZEIER 2
BOOLNBEOEIGIL, AT T —7%90mg, 1230 M FE £ 58 17.4% (30/172641) . A7 Z—7%90mg,
S 5] B 5 51 26. 1% (46/176 1) . 77 &R £28.6% (50/17541) Th -7, 261 0L RIZFBOBNT-E
TeWNFRIZ AT T —7%90mg. 121 (8] FR B¢ 5-FE CrIIBE B KM 252.9% (5/17241) | LHHEE S 9% 57 .
RAE B 2345 1. 7% (3/17201)) . A5 5 —5"90mg., 81 [ 3¢ 5-7 T _LIHEAZ4.5% (8/17641) |
REGE Y K OV IE 23 52.8% (5/176451) . 77 B AR BECTIXIE B KIS %6.3% (11/17541) . 35
2.9%(5/175f%1) , BAfITE . E5GEEG: wIRIEE U SERIBAE DY -2.3% (4/17561) ThoT-,
HERFRIBRA4IE B ECICEBR A EFRRRO LN BEOFIEGIL, AT T —790mg., 1238 [ %
LEAVEZEAM | G-8E7.6% (13/1720]) . AT 7 —F*90mg. S M @ 5-#£8.5% (15/176451) . 7T &R EE9. 7% (17/175

Bl) Tohotz, 2B EIZREOHIVTENERIL, AT 7 —7%90mg, 12 [HkE i 58 Tl A AT ey A
IV AVE RIS M OV L 2345 1.2% (2/17245) \ A7 7 —790mg. 81l [ i $5¢ 5- 7 CTIIIE BEE KI5 2%
M OVE SRURE DI 1. 1% (2/17661) . 77 B AR FECTITIE SR 4.6% (8/17541) Th o7z,
HEFFRIRA4 B ETICH CICE ST BF T MR CHEI VX MEEN R AT T —F°
90mg. 8 @ ¢ G- HE* DO LFNZFRO DAL=, ZREFi M FUIRIRIE GEEE A7 7 — 7L 0 B2
L) O FURBRFAN RIS BLL - 2R R 4 (AT 7 — T OB L) Tholz,

KAT T —T % kRN 5-81 H TClinical responselX&GHiLd A7 7 —7°90mgf F# 5 D181

12XV, 1638 B ZClinical responseN &b 7-HBHE

Clinical remission :

Mayo A7 R2LL T D DN T DO T Aa7H1 &z 780

Clinical response : Mayo A2 7 IN_— 27 A L5309 LL E23R A A BRI AL 12 Mayo B i H

MY 7 23T N IRA R BB T2, 5 LAZ0 XTI U R~ T2 356

BB AT CREE O WIRERIE O UGE) © MayoNREIR A Y 7 227 250 TR~ T2 56

o )LFa AT A Rfree remission :

HEFF R AL T IEIZ Clinical remission23 5541, /L F a AT oA RN E4E

ICAREELIp o120 (REFRF B R — AT A CalFazxTaufREHHL T
WHHEE) aLVFaxTaAROEHEZBRE LR T25 A (MR B
NR—=2TA L THEESINTORWVEE)
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B B T ERFOAGBIN TS HEL CHEIT FRRo#@vTtd,
FVE L OV & () -
<Ima— 95 NBENER GRS
VAT X X7 (BAGFRHLZ) O SR R H 2 & 58l %2 B R ANITIXV AT X~ T (Bs
FHEHEZ) &L CI0mgZ B T G- L . AR X 120 FEIfR C90mg% 2 T #5975, e ks B AR BEs LY
AL, B L MkR A 8 I EAE C& 5,
FE R OV B B 5 270 (k) -
<ra—95 RBENER G RD>
1.3 URAT X X~<7 (Bin TR 2) i i AN L 28 AREO W) R 58 % 12 AFI DR T #
HaBMET 520, CEABIEICBI DT ARIX. VAT X~ 7 (s %) 0 a5 § e il
BIOWRM XCEESBTDHIL,)
7.4 AF| O8I R bE -~ 5 W ML AR O 5 I R ARE L7 B TR L AR O R
F&ﬁﬁﬁﬁ% D8 LABEIZATHZ LN TED, AHKI O Fe 5- M2 5AH L T 1638 LLN ISR A3
BOENRWIEA G E2JGL THO RN REDLNRWATREME N85 2 5 ARH D B 5k D
EVEA RS 228,
7.5 RFNOF NGB AE%  AFIO2[E B O T 5 £ TITIREKS D20 E &5 2L TH
R DPELNIRNAREME DR 5D ZE0 D RA| O G-k O BT 528,



2) R ER

LB EE>
<ER>
% I /M FH 58 ER (UNS009-JPN-025t8%)2 ¥
BTV A | SRR, “EEHR. 7o Z b, 7T Rk R AT RER] Hig i B
PSE AL S FE O JR 1 B K2 95 2 B 3 D e (S e g . BEEAE M 7o) BB 15741
A b L FeARIFVE T B H FIE O R L7V S D HLREC &5 R R 2 O Fi A & R K i A (Body Surface
Area,BSA) D10%LA LA L PASIAZ T 23 1204 b 0D 2 5 1 5 5% Ko OFBE B0 i M 2 0
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JEGUIE 3 KOV AE BUE 128 (7.7)
e B A% 13 (0.8)
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Fio, 7 — Pl SYEBEMERIGR O RIEAT =X AFZFELLL  FEIEITITN T BIL-12/238 R B3 B 5- LT
2% ra— 95 B e OVRIENE R IG R B TGO FURTE R M AIZ K AIL-12 & ONL-23D 43 Wb A3 G N
TV JL-12 % RNIL-231XTNFOEAZRHEL 7o —JF
K ONBBEMERBRICRESBI 5L TWALEEZ LTS,

ERDIL-12 % IL-23(Z (33l i 7 o 77 DpA0 S FFAE T 5
DT AT X XTI DIL-12/23p401Z K5 FL Y 7> 8 WL

PECHEAT S,

TAT X R T P G4 5HEIL-12 % RIL-2312 58 <A L T
ZRE~DOFEZILET D72, CDAR T A — 7 THIf S
Th1~D 53t & O Th1 7D 3 ALIE HEAL 23 B K415, 2O HE R,
Th1 % O'Th17TO A BEEA SIS JERESE T HEE 25

N QAYN

[RAFF—F"DEML-12 RVIL-2312 % 2{E R ]
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L < SEREE

BEENE
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(2) BEEEF T HREBRBAE
1 ERL-12,IL-23I2x 3 5 8& & 45 1% (in vitro) ?®
1. ERIL-12.1L-23.1L-12/23p40I=5x T B85 &
BAEPEE DY AT HF X~ 7 DEML-12,1L-23 & (NIL-12/23p4012 56t T Dk A LT 2 A T AT
XX~ 71X RL-12,1L-23 K ONL-12/23p401Z [H 45 D5 & MEE2 R LT,

2. ENIL-12/23p40I=xt 9 245 EME S
DATHF AT LDOFEBIT OV T IL-12.1L-12/23p40 & TNL-672 5 ONIIL-12/23p40 & 4 & B I3k
REMZR BB BN Z L R TG LIZEZ A IL-12 K DNL-12/23p40 L DfE A I3RS
T2 EDMDZ X7 EDFEEITRRD B D T,

2)ENML-12 R PIL-23Z BRHIES IR T HEEFER (in vitro)?®
1. ERML-12IL-23Z BB I I HEEEH
[L-12 K ONL-230 Hii 5z AR THHIL-12R B 1 IL-12 K% ONL-23DIL-12/23p4058 4y LFEE) 2 AW,
JATH AT O BB HEEREZRE L, VAT F X~ 71312 L DIL-2321L-12R B 1DOFEA
Ze U FE A AF AL ZINAI L 2 O B EME I IEIL-12 M ONL-23125%6 L CRIFRE Th- 72,

2. EML-12RUIL-23Z B AREEAREDHEEHEER
[L-121FIL-12R B 1/ B 22 AR SR L  IL-231ZIL-12R B 1/23RZ RIEE S REE AL T FNE Y
TFNEAREL TV, T B B B EAIR (IL-12R B 1/ B 2XUFIL-12R B 1/23R) &5 8l
LTCWHHiIRE W T AT X X~ 7 O FEE G EERERFI L2, VAT X~ 7 13 =125
L CWAZAEREAREIL-12 5 NIL-230#5 A &2 THE L,

3. ERICZRIRITHEAELTULAERL-12, IL-23L D #E S RE
PR OZ NG RICEEICE S L TWAIL-12 X RIL-2312% T AT AT X X~ 7 OfE A e r it
Lz A FEE LW e RIBRE T,

3 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 RAEBET IVIZEITRREF(XHR)®
VAT X X2 T E~ 7 AIL-12 & NL-231Z% L CH AR Z RSN o | v T AT T L L O~y
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,

(3) ¥ FH 3 IR B 8] - H5 fon B T
PSR- 2P
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()RR THREEIN-MPEE
1) EERE"
KB TEEEF>

1. §25%

W VAT H X<722.5mg, 45mg L N90megZ B [a| f7 TG L7-e& MET VAT X~ T R E
TR L1, 20.52~23.27 H (HrJofill) o714 2= 41800 T
FHIcBWTHEIIZIZ

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

[ZB89 5IEH

TL7 MIET T AT F X~ T P2 DC e PAUC 13, 22.5~90mg?D [
FLCHI L=,

[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)

Crnax (12 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)

TR (Hk)

OBEAIBIR TR 43072 FRUR
=3 PERCHE | BE I I AL

B O & (k) -

(3 6 M R A B O B B AE M R HE )

W R AICIEIT AT R X~ 7 G {a Tz ) LU CLE45mg% 2 T #5342, ¥l 5 Kk %
DA% G L LI 1238 g T 515,

72170 ARS8 A 12X L EI90mea ¥ 5T AZ 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 (R ) | 6961 (*6841)
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2. 90—2%F
OMINFEBETHRF+HXIEBBUHDOLGEVREENSEEDFEHI/O—2HFEE (BRARVS
BAT—2)"
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 FAERAHTETHRFA T A RIEBEEOLGVDEFENCEEDIZEI/O—VFRES
(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/mLTdH o 7=, £7-. 88 H O 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) S R RF O A GRIN TS HER O ®EIZ T REo@Y T,
HAELOHE

WH L EANIIET AT F X7 (B TR ) LU T EABIED RN, LU ISR 3 &2 B R
THETET D,

RN & 58
55kgL T 260mg
5bkgZ 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, MEEFRIE ICB I A HE - HEIL . UAT X~ 7 (s - %) i TG A BIFI oA cE4
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 HEITZ TRROEBY T,
MEL O & -
HHE RNIZT AT HR X7 (B PR Z) LU T EAREOYIEND, LU ISR &4 B
T FHET 2,

BHFRE 5
55kglL T 260mg
5bkgZitd X H85kgLL T 390mg
85kgxHE 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# 2 ) T 5 HBAI OB cE %
ZWTHIL,
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2) RE®RE?
KR TEEEFI>
HLE R 120, 400 K OV DI 120 #1252 78 £ CU AT ¥ X~ 7 45mg XX 90me% K18 2 TG L7-&
EMIEFTAT R X7 R EIT R G280 1% ETITEFIRIBIZIEL T,
AT X X7 45mg X 1T90meE S PG L& EFIRBICBII D MiE TR ATHX~T DR
7RO fREIXF N 10.25~0.31 % TR0.55~0.76 ug/mLTHY  FHEITIFFEBIL 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

MEFIRTFXITEEDNE (ug/mL)

o TATX R~ T G E
A
45mg 90mg
N 0.25(BQL~0.55) 0.74(0.29~1.35)
el 16181 (h=61) (h=57)
_ 0.25(BQL~0.49) 0.65(0.27~1.07)
Feasig (n—t3) (n=57)
N 0.28 (BQL~0.51) 0.55(0.31~1.29)
Be54018% (n=58) (n=54)
N 0.29 (BQL~0.56) 0.67(0.39~1.19)
B 55218 (n=58) (n=53)
N 0.31(0.20~0.51) 0.76(0.43~1.18)
Reeit (0 58) (n=53)
FP L (DU 437 4R )

BQL : <0.17pg/mL

R B FERFIOAGRINTOAREE XTI HEE OH &L FRio@h T,
IHRE XX F (BHy) -
OBEfAIRIFE CROR A+ 2372 T iR A
T30 MR RLIRE | BE S I R
FAVE R OV & (BFr) -
(9 M R M ON BE T M W)
W RANCIET AT X X~ 7 (Gl s -#L# 2 ) ELCLR45me% K P& 535, #la# 5 & 0%
OLABITE G L LR 12 MR T 535,
722 LR 70 A1 E90me 2 ¥ 54 A 2 LN TE D,



2. 90— (BRARUSBEANT—4H)2

AHARANKOSEAD 70— JFBE IS T AT XX~ T O M ESHE % . K N D% 818 44 %1218
VAT X X7 90mgh L TG LIceE  MIEFR VAT X~ 7 R EIT2[E H O F# 5/ ETIZE
FORBBICE LTz, HARAN KL OSANE AN D a— iR BEIZT AT ¥ X~ 7 90mgZ 81 [HIfR T 2 T 5
Lictx EFREBIZBIIMEFRVATX X7 O 7REOFRAEIXZNEI1.02~2.14ug/mL
(n=7~9) J11.98~2.26 ug/mL (n=74~115) Tdh -7, AR AR OSEAND I a—JF{EEIZT AT
XX~ 790mgHx 12 MR CE KL TG LI-LE EFIREBICBTMEF VAT X7 DN 7
BE D B X FH0.37~0.70 ng/mL (n=6~7) K& 1X0.62~0.76 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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56

B B T HERAOAGBIN WD HEL CHEIT FRRo®@vTtd,
FVEL OV & () -
<Ia— 96 NBENER GRS
VAT X X7 (BAR TR Z) O S R H 2 & 58l %2 B R ANICIX VAT X~ 7 (Bs
TRz ) ELTI0mgZ B T G- L ., AR X 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 RENE RG>
1.3 URATXX~<7 (Bin TR 2) i i AN L 28 AREO )R 58 % 12 ARFI DR T 1
HaBMET 520, CEABIEICBIT AT AEIX. VAT X~ 7 (a8 %) O a5 § s il
RIOWRM CEESBTDHIL,)
7.4 AF| O8I R bE~D % 5 W@ L AR O 5 I R AEE L7 BE TR L AR O R
F&ﬁﬁﬁﬁ% D8I LABEIZATHZ LN TED, AHKI O Fe 5-F a2 5AH L T 1638 LLN ISR IR A3
BOENRWIEA G E2TL THO RV REDONRWATREME 385 2 L5 ARH D B 5kt D
EVEA RS 228,
7.5 RFNOFz FEG-BAA%  ARFIO2[E B O T #5 £ TITIREKS DN 2WIGE & 52/ L T
R DPELNIRNAREMEDR 5D ZE0 D RAI DO G-k O BT 528,



.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

25
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)
- - 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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B B T ERFOAGBIN TS HEL CHEIT FRRo#@vTtd,
FVE L OV & () -
<Ima— 95 NBENER GRS
VAT X X7 (BAGFRHLZ) O SR R H 2 & 58l %2 B R ANITIXV AT X~ T (Bs
FHEHEZ) &L CI0mgZ B T G- L . AR X 120 FEIfR C90mg% 2 T #5975, e ks B AR BEs LY
AL, B L MkR A 8 I EAE C& 5,
FE R OV B B 5 270 (k) -
<ra—95 RBENER G RD>
1.3 URAT X X~<7 (Bin TR 2) i i AN L 28 AREO W) R 58 % 12 AFI DR T #
HaBMET 520, CEABIEICBI DT ARIX. VAT X~ 7 (s %) 0 a5 § e il
BIOWRM XCEESBTDHIL,)
7.4 AF| O8I R bE -~ 5 W ML AR O 5 I R ARE L7 B TR L AR O R
F&ﬁﬁﬁﬁ% D8 LABEIZATHZ LN TED, AHKI O Fe 5- M2 5AH L T 1638 LLN ISR A3
BOENRWIEA G E2JGL THO RN REDLNRWATREME N85 2 5 ARH D B 5k D
EVEA RS 228,
7.5 RFNOF NGB AE%  AFIO2[E B O T 5 £ TITIREKS D20 E &5 2L TH
R DPELNIRNAREME DR 5D ZE0 D RA| O G-k O BT 528,



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

MEFERIRTHEXTTREDNSIE (1g/mL)

o VATFX X 5
(NG I EE
45mg 90mg
. Beh 168 % | 0.38(0.19~0.59) (n=31) 0.84(0.39~1.79) (n=29)
T0kgLl T —
e 5.281 1 0.36(0.23~0.52) (n=31) 0.83(0.38~1.62) (n=29)
—_ ¥ 5.16H% | BQL(BQL~0.38) (n=30) 0.56(0.21~1.06) (n=28)
o 5283 | 0.09(BQL~0.42) (n=32) 0.46 (0.19~0.86) (n=28)

FEE) R FERBOABINTWAREE

SNRESUTIN IR ()

PR il (DY 5L PH )
BQL : <0.17ug/mL

R HER O EIT T RRO®YTY,

OBEFRIE THORA 2070 TRk

=5 H PR RCRE B EEVE R
ME R O & (k)
(3 W PERLAE M O PR S M L JRE)

W NI T AT X~ T GBIE /i 2) S L ClRl46me% . Fi&5-7 5, #]El&E 5 K O F
DARZIZFEE G- L, LA 12 R T 595,
7277 L BB+ 8 Ai3 1 E90mg & 5 - 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

MERIRTIFXITEEDS7E (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)
100kgBL R -
52807 | 0.28(0.00~0.56) (n=159) 0.53(0.24~1.03) (n=148)
100ke #5160 % | 0.00(0.00~0.31) (n=85) 0.30(0.00~0.60) (n=90)
E ¥ 52881 | 0.00(0.00~0.22) (n=83) 0.29(0.00~0.55) (n=88)
F i (U 4557 463 A )

) BT ERA| O ARSI TODRIEE TR EL O ®IX TR 0@y T4,
BRESUTAN R (k) -
OBEAHBHR TR+ 4372 TR
=5 PR B ERREME R A
FE R OV & (k) -
(F I IR M O BE B RE R R JRE)
WE | NIETT AT F X~ 7 (B F## 2 ) LU CLR45me % 2 T %595, ARl 5 X %
DA LI E G- L AR 1208 R B8 T 5972,
722U W R—RA 03 70 5 B 231 E90me 2 % 5- 5 2L TED,

(3) sl
LR

(HEE-FRAROZE

AL
2L, VAT HR A TIIERIRN R G- ST T 592720, BF RIS EIT RN EE 2N,
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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 ILiE 7 AT %X~
TREND Ja /= A NET VIRITIC KSR G /T A— 2 &R LT,

(2) R R R FE 7E 3%
PSR-y 24P

(3) AR
B RL

BDDITIRHNEAT—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 (T ELEL T IR L L&A ~DOBITIZRER THHI LI RENT,

OFZol
AL

3. BEM(REL—ay) i@
() B AE
e E’Zﬁf?> 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 T+ 51-a  X—h AV MET L ERAWCIERIBIR A2 T
TIVZ LT LT,

L 7]:1,_:/% > 19~21,34)
7 — R BEDPOELNTC VAT XX T ERIRNE 51 UIKE TG ZOMIEH T AT XX~ 7 R E
F—H14,125 52 INEL, —RIGERZ A T 52-20 = AV ET L2 W CIHERIBRA 2 BT T
IS I OERT LT,

IEBHME R 2 > 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 ENRE T A— 4 (HEEE) 13, WIBGHE FE B2 (K.) 230.354 (1/day) \ BT D2V TS
» A (CL/F) 730.465 (L/day) . -\ T D45 F 2588 (VA/F) 2315.7 (L) Th o7 AT T L THREFFIIC
HETHY o BEWIEEN20% 0L A 7R U728 B X (R BRI & O, TV AT % X~ 7 Huik 51k
ThH-oT=,
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Lra—105 >

7a— IR BEICMIE R T AT XX~ 7R E N R— FIEICEDIE SN 72C0T43T26305#°) | CRD30017
B9 CRD30027 20 & ONCRD3003 7R I 155 41721,693 %112 DU CREEE FH 3R Bh RE MR AT & S hit L
T2 TERNZ DWW TIE B R T3641, ZePEA3958 61 AFEIZDUWNTIX A AL, 47561 B ADB26], 727 AD3
10641, Z DAl NFEAIA0HB1 AR 232 1451 FLTNF HEIR R B RRERIZ OV TEH DA H31,010641, 22 E
FN684B Th o7z, AT FIINCAH B/ A &I R E, FUTNFIRIGR B RBRO A I Iy AT X~
PURGTED A B VER], AFE (77 ASULIET T N) MG T V72 e "CRP Ch o7, st S - i
PN TIE, ZNOD B BENT AT X X~ 7 ORERIZEY T RE T A =2 KT THEITIZIE L 20%N T
HY TAT XX T DIEYFEEDIZLSEDOHPAN TH o7z, HHINIZ T T LD RHE M 3R Y &)
HE /T A— & (HEEAE) 1 WU ¥ 2 5 (K,) 30.181 (1/day) . &5 7V 7 A (CL) %30.191 (L/day) . &
FARBBICBIT DA (V) 734.62 (L) ThoTz,

<TEBME RG>

TR RIS B 2 R L L7-UCO300138 AGRER? J OERFRBR 2B W TR EB LRI AT X X~
T B 5 LT 3823 B D W CREE [ 3R Bh BB AR AT 2 SEHE L 7, PERINZ DU TIE B 23499451 | 2o PEDS
32401 AFEIZOUWTIR A A D620, FLAD8H, 7T A 12741 Z D fhod AFEAN68H5 A= 42 1 Bl
BNEIZ OV TIEH D B DASLH] RV BH 2339261 Tdho 7z, LA BT R MR, iE T L7 K
OV AT X X2 T RGO R B ChoTe, RSN R EET VICLOREMEYERE T A—H
CHE A1) 13, RN 3 7 % (K,) £30.142 (1/day) @5 7V 7 F 2 A (CL) $30.186 (L/day) . & H IR AEICF
D3R (V) H34.44 (L) Tho7-,

4. IR
L ﬁfﬁ% >>35)
HLERE IS AT X~ 7 Z BB RN % 5-(0.09,0.27,0.9, 4.5mg/kg) XITHE] 7 T #5(0.27.0.675,
1.35.2.7mg/kg) LTz ZDMIE T VAT I X~ T RELZAWTE LI VAT X T 2 TR G LIzE
EOMKII AT T ATV T 1IHI5T.2% ThH 7=,

LI — 7 > 192130
REEM BN REMNTET VD HEE L2V AT I X~ T %L PG LI O 44T XAZE)
TAXT78.3% TH o7,

HBIBERNG I > 220
REEM DB E T VDO HEELTEY AT X XY T & TR G- LIe L& DMt A4 T <AL
TAIE87.2%TH T,

5 9%
(1) i i Fisd B8 PS8 8 14
R L

(2) M i&k-RR B REPT BB 14
UG Rl
(%)
R =7 AP NNZBNWTY AT XX~ 7 & B R T 45-(0,22.5 X 1345mg/kgZ 4T 4R20~51 HH £ T2
[B]) XL A ERIRN G- (0,9 X 1%45mg/ kg T E20~48 HH £ T 1[a]) LT, £ NFIEHE100~102 HH
K OM00 H BICREEM) M OB D Ly th 7 27 % X~ 7 B 2 E Uiz, JR R MLl h o 27 % X~ 7 i Jig
1L B2 R 5-22.5 % DMbmg/kghf TEIZ 1116.56 & (V21.56 ug/mL, § RN 5-9 )% OMb5mg/kghf T 4L
ZN8.39 K M9.14 ug/mLTHY WD G FTIEICB W THLIRIRIMIEHIC AT R X~ RtEh. v
AT XX TR ICBAT T2 LD MR ST,
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B EA~DFBITH
BRI L
(%5)
IR~ AWM DO =7 A FNVANZT AT H X~ T % KA T 1 5-(0,22.5 X 1X45mg/ kg i 4220 H ~ 43 1 1%
33HHE ETH2E) LT, iz 14 Kk U288 HE (Wb & 52H %) O HUAT X~ 7 REZHE LT,
22.5 K QMbmg/ kg BREDFLIT AT I X~ 7R EIX, ikt 14 BB TlEE 2143 U812 ug/mL,
%28 HEH TIEENZEN1.64 DB8.18ug/mLTHY VAT X XTI IHINTBAT T DI LRSI,

(4 ER~DBITHE
PSR-y 24P

(5) Z DD BB~ DT
Y E R L
(Z%E) pHistE OHENT —4)™
W RE IO AT F X~ 7 EEFR RN S (0.09,0.27,0.9.4.5mg/kg) L2 fiE T ATHF X~ T D
Vd, (i AEFEIC BT 20 A 25 H8) 1356.6~83.2mL/kg () THY | MIRAFEERIRE Cho7e b v
AT XX 7 IIEEL TR I L MBS ~OBITIXRER ThHHI LN RS,

(6) MIEEARAE
AL

6. X3

() R B R U R BHRER
UATFXw 7 IXENgGLH R DFUR THHIEND MO GE T a7 )3 LEFEORIE TRTFRLTI)
FRIC D RS NDH D EHEE S D,

() RBIEHET2ER(CYPE) DN FRE.F5E
AR

Q) YEEENROAEERVEDEE
A

() REDDEEOH MRV FIEL LR
M PPRRL

7. HEit
TATH X7 [T MGl RDFUR TH LI END D GE 7 7)o LIEREOR I CTHELS D 0 L HE
%“%énéo

8. NSV AR—A—IZET 218
M EE L

9. BRFICKDBRER
MM ERL
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10. HEDERZETHEE
WEIR I A OF O A7 8k 0> 5 282
R 1T AT % X~ 7 45mg XF90megZ 0, 4 K 6% IR IE R PG L-L& BRBEEZSHLTWS
BELAL TR WEZED MG AT X~ 7 R L DL T O Tho7-,

[(HERAEESHFOERANA-REZTREFOMBERIVRATFIVITREDHTE]

(ug/mL)
12—

—0— 45mg. B HY (n=11~12)
=O-- 45mg. HH7%L (n=49~52)
—A— 90mg., EHfHY (n=5)

m oA -/\-- 90mg, EHF7EL (n=52~57)

A rh {8 + P9 4331 £

h

i

A

N

ES

X

X

2

=

E

A A A
ET#HRE KTHE ET#&E ET#&E

MERIRTFXITREDNSIE(ug/mL)

- e TAT XX~ T 5
45mg 90mg
A0 Feh 16 % | BQL(BQL~0.26) (n=11) 0.38(0.20~0.63) (n=5)
P 5281 0.24(0.13~0.29) (n=12) BQL (BQL~BQL) (n=5)
ApERL 5163 0.26 (BQL~0.56) (n=50) 0.79(0.31~1.57) (n=52)
& 5.28 1 1 0.28 (BQL~0.52) (n=51) 0.70(0.29~1.21) (n=52)

o Sl (D4 533 4 D)
BQL : <0.17ug/mL

HEE) B FERFOAGRIN TOBEE XTI R AEL A &L TRE0@EYTd,
ZhRE SIS (Bky) -
OREFIRIFE TR A+ 72 FRik &
T MR R | 38 R 1
FAVE R OV & (Bkr) -
(=35 M e R ONBE BT ME L)
W RANTIET AT X~ 7 (B z) &L TLE45megE i R #5925, HIE#& 5 K OZ 04
TEZ 5L, AR 1208 IR T 532,
72U R 5 72 8 A2l ml90meg 2 B 54 5 Z LN TE S,

1. ZDih
B RaL
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MLEZ2E(ERLDITEF ICBEIHEE

1. E2ERBETDER
K BT R >

18
= A

1.1 RENEIL-12/23DERAEZIRMIINGI T EEFITH A=  BEDURYEBRSE LA REENH D F1=.
ERDOBREREET2EE CTIIEREFTTLIELTREMELH L. £ . AFIEDBEESEILBAL N TIEAE
WA BHEEORENRESN TV AFINERETASEIEFITHRNILEED . CNLDEHRE
EEICTHHRBAL EENEBLI-CEERRAL-LTARLOARENBERMEE LS LHISN 515
BIZOABRETHIL  F- AFEREZICEMEANKBLIGSICIE. EAREICERTHIIBEITER
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61H 7% TXANTANVT 7o ALK B AT 27 A ) B AR ()
B 5B A,
AT AR 7SOV AREE N LI 8% 8 357 ¢ 555 O AL E 1372 L,
e G | WEIREBHE (7T LY ) KORG8 (HZ MR IS THEITR M En 3, Ak
63 H % AT A VAR E A (PCRIUT MR FLRE P SO XM,
kG | RAE MM IR R - EORBANEEICIEIRAEN I L 2T ) U
67 H 1% RiZ A% B EIRH Y, A7 BB HE LSO [ N~ O E AR iR 1 7
L, S MR e i i 2 FE 0,
AINEE @ 5.5 X100 U 7RER = 49.1% AFHER © 0.3%, AFEEER © 7.0%, AFHEER
S 1L T% v a7 —Y  41.8%
T — R BRI R SR SCER AR Al R 0 AR FNC I SR M il e &
—a—E AT AR A (PCR) 2k,
e | ECTREIC TR EERD S,
80 H #% H e RSO0,
53 SRR Rt R TN KA Oy biAY AL | A O
87H#%
P | HiSmPiik (<10.0U/mL) : (=)
94 H HLScl-704114k (< 10.0U/mL) : (—)
HIDNAHLA (0~61U/mL) : 41U/mL
Pl b A7 HIAR (0~10U/mL) : <2.0U/mL
ARSAb(—) : (=)
ey BB AARICTTZAr—L7oT,
95 H 1% BRI o R,
e PR o A i
s B 5-BRAA Bk e b B e b B e b Bt b 5§ St
1438 i 61 H 1% 84 H % 88 H % 94H%#% 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/mlL) — — 37.9 — —
SP-D (ng/mL) — — 420 — —
PaO2 (Torr) — 80.5 — 82.7 —
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BB A) | JEBCTHRAS (XY AR O P 558 b Hi1 L0 Bili O 18 / ik 0O AL 2 e 78,
WY g N RO RL 22 52 T R 2%,
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FesE e 5« RIHE,
e | XIS TT O T AR OUEN LI,
112H %
e 5 | B CTRRA IS <L VR 2 1 TR &
140 H £
Fike PR A i
e B h-Baah B 500 frs S iaca ikt b ks -
63 Hij 31H% 4120 % 84 H 112H %
WBC (/mm?) 6,100 4,000 4,200 4,700 5,000
I HRER (%) - 54.9 — 57.6 52.9
CRP (mg/dL) 0.203 0.173 0.234 0.192 0.151
LDH (IU/L) 203 190 198 238 231
KL-6(U/mL) - 392 — 413 —
SP-D (ng/mL) - - — 161 -
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I R 6 B G114 (%) 89.5 34.2 24.7 35.0
R A OFE LR 56 BURE B4 [ 38 BLEI G (%) ]
B 3 b Ja— 95 B K2
. s | | TITRE | (IR Gy
(N B OV RraiaR) 2| GELA K OMHERF 3R *°
TERGYE 5 L OV AR HUiE 97 (56.4) 185(15.1) 63(7.6) 345(15.5)
bmsEzc | tema | sies | 20@a | 12767
A 5(2.9) 44(3.6) 12(1.5) 61(2.7)
B~ LR 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)
F e L R 1(0.6) 12(1.0) 3(0.4) 16(0.7)
PR S 0 14(1.1) 2(0.2) 16(0.7)
il B e 0 12(1.0) 2(0.2) 14(0.6)
Rk 1(0.6) 8(0.7) 4(0.5) 13(0.6)
) 7(4.1) 3(0.2) 0 10(0.5)
FBEAK 8(4.7) 2(0.2) 0 10(0.5)
HrRit s 1(0.6) 4(0.3) 4(0.5) 9(0.4)
It ¢ 3(1.7) 5(0.4) 1(0.1) 9(0.4)
HR 0 6(0.5) 1(0.1) 7(0.3)
A L AR Y 0 4(0.3) 2(0.2) 6(0.3)
I 4&GH R 0 4(0.3) 2(0.2) 6(0.3)
2 L R 0 5(0.4) 1(0.1) 6(0.3)
ARG =3 1(0.6) 4(0.3) 1(0.1) 6(0.3)
ST 4(2.3) 1(0.1) 0 5(0.2)
Bz T AR AR 0 4(0.3) 1(0.1) 5(0.2)
LR PR R 2% 0 4(0.3) 0 4(0.2)
AWed P fE 1(0.6) 3(0.2) 0 4(0.2)
ks 2(1.2) 2(0.2) 0 4(0.2)
A AR E 0 1(0.1) 2(0.2) 3(0.1)
H % 0 2(0.2) 1(0.1) 3(0.1)
MR gt 0 2(0.2) 1(0.1) 3(0.1)
RS 0 3(0.2) 0 3(0.1)
fitig 1(0.6) 1(0.1) 1(0.1) 3(0.1)
FERNE 1(0.6) 2(0.2) 0 3(0.1)
RS 1(0.6) 2(0.2) 0 3(0.1)
TANAMEE ER 0 2(0.2) 0 2(0.1)
IRANTY b T AT 4 LSRG 0 100.1) 1(0.1) 2(0.1)
JRCYRE B SR FE N 2(1.2) 0 0 2(0.1)
Y 0 1(0.1) 1(0.1) 2(0.1)
B JE ¢ 2(1.2) 0 0 2(0.1)
B B DR 6 0 2(0.2) 0 2(0.1)
k=4 = 0 2(0.2) 0 2(0.1)
NG 1(0.6) 1(0.1) 0 2(0.1)
{5 YR i 1(0.6) 0 1(0.1) 2(0.1)
e 0 100.1) 1(0.1) 2(0.1)
AT 0 2(0.2) 0 2(0.1)
i) 0 1(0.1) 0 1(<0.1)
7 A L AVENHEE S 0 0 1(0.1) 1(<0.1)
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ANV AVERE KB Sk 0 0 1(0.1) 1(<0.1)
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A VAN B 0 0 1(0.1) 1(<0.1)
A VAT A S 0 1(0.1) 0 1(<0.1)
VIZNWNS O 0 1(0.1) 0 1(<0.1)
TR EREVERZE 0 1(0.1) 0 1(<0.1)
ARG — G 1(0.6) 0 0 1(<0.1)
VAT U7 BPEBINE S 0 1(0.1) 0 1(<0.1)
LA R TRV 2% 0 0 1(0.1) 1(<0.1)
(25 8 195 e P L 0 1(0.1) 0 1(<0.1)
[E34IFANANS 0 1(0.1) 0 1(<0.1)
PRSI 0 1(0.1) 0 1(<0.1)
SNE 5% 1(0.6) 0 0 1(<0.1)
Sk Y 1(0.6) 0 0 1(<0.1)
YR 2% 0 1(0.1) 0 1(<0.1)
TR 0 1(0.1) 0 1(<0.1)
AR 0 1(0.1) 0 1(<0.1)
IR 5 5] D e B A 0 0 1(0.1) 1(<0.1)
SUBIRY 0 0 1(0.1) 1(<0.1)
T IfE 0 1(0.1) 0 1(<0.1)
JBER Er e 1(0.6) 0 0 1(<0.1)
T 1 S SR 0 0 1(0.1) 1(<0.1)
AR PERE R S 0 1(0.1) 0 1(<0.1)
A R B R 0 1(0.1) 0 1(<0.1)
2P 1(0.6) 0 0 1(<0.1)
PR G 0 1(0.1) 0 1(<0.1)
H %k 0 1(0.1) 0 1(<0.1)
it ARG 0 1(0.1) 0 1(<0.1)
I DHNE 0 1(0.1) 0 1(<0.1)
BB R 0 0 1(0.1) 1(<0.1)
RS 0 1(0.1) 0 1(<0.1)
H % 0 1(0.1) 0 1(<0.1)
TEL 3 DR R 35 0 1(0.1) 0 1(<0.1)
TN B2 i 5 R B A 1(0.6) 0 0 1(<0.1)
R B 4% 0 1(0.1) 0 1(<0.1)
=i 0 1(0.1) 0 1(<0.1)
RS B2 2 0 1(0.1) 0 1(<0.1)
=3 0 1(0.1) 0 1(<0.1)
i giE 0 1(0.1) 0 1(<0.1)
WABR A Bl 2 B SR 0 1(0.1) 0 1(<0.1)
Ffgh oK 0 0 1(0.1) 1(<0.1)
F T G 0 1(0.1) 0 1(<0.1)
iR B 1(0.6) 0 0 1(<0.1)
i SRR G 0 1(0.1) 0 1(<0.1)
e AT 0 1(0.1) 0 1(<0.1)
SR 0 1(0.1) 0 1(<0.1)
NLPS A & i 0 1(0.1) 0 1(<0.1)
i e 0 100.1) 0 1(<0.1)
R L A 0@y | 108(88) 156.8) 196.(8.5)
B2 2(1.2) 33(2.7) T ey T s2e3)
EOPEIE 4(2.3) 15(1.2) 11(1.3) 30(1.4)
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R 4(2.3) 10(0.8) 6(0.7) 20(0.9)
T2 10(5.8) 5(0.4) 1(0.1) 16(0.7)
Jii B 1(0.6) 10(0.8) 5(0.6) 16(0.7)
LA 8(4.7) 5(0.4) 1(0.1) 14(0.6)
E-47E57 5(2.9) 6(0.5) 3(0.4) 14(0.6)
HLBE 0 4(0.3) 2(0.2) 6(0.3)
B2 G w15 1(0.6) 2(0.2) 3(0.4) 6(0.3)
WL IE 5(2.9) 0 0 5(0.2)
BT 0 3(0.2) 2(0.2) 5(0.2)
ZITE 0 4(0.3) 0 4(0.2)
B &I 28 0 4(0.3) 0 4(0.2)
HLF S 2(1.2) 1(0.1) 0 3(0.1)
AP 0 3(0.2) 0 3(0.1)
THEIRRR R G ¢ 0 2(0.2) 0 2(0.1)
Tz 2(1.2) 0 0 2(0.1)
B R 1(0.6) 1(0.1) 0 2(0.1)
T 2R RIS 1(0.6) 1(0.1) 0 2(0.1)
TLX —MER g% 0 1(0.1) 0 1(<0.1)
NBpER e 0 1(0.1) 0 1(<0.1)
RO M 2% 0 1(0.1) 0 1(<0.1)
RV EE 0 1(0.1) 0 1(<0.1)
TR 0 0 1(0.1) 1(<0.1)
#BRMEVR A7 — 0 0 1(0.1) 1(<0.1)
SRR SOS 0 0 1(0.1) 1(<0.1)
1 BH B2 2% 0 100.1) 0 1(<0.1)
SKBE 0 1(0.1) 0 1(<0.1)
HE 0 0 1(0.1) 1(<0.1)
i} 0 1(0.1) 0 1(<0.1)
AR & 2% 0 0 1(0.1) 1(<0.1)
MOEE 0 1(0.1) 0 1(<0.1)
JTVH AR 0 1(0.1) 0 1(<0.1)
AR %% 1(0.6) 0 0 1(<0.1)
BEBR H 1 0 0 1(0.1) 1(<0.1)
KRR R Z Mz 0 1(0.1) 0 1(<0.1)
B2 Sy T 0 1(0.1) 0 1(<0.1)
J2 i i 0 1(0.1) 0 1(<0.1)
2 I e 3R D 0 0 1(0.1) 1(<0.1)
Bz R 0 100.1) 0 1(<0.1)
R I . 0 1(0.1) 0 1(<0.1)
2 J¥ Vi 0 1(0.1) 0 1(<0.1)
PN 0 0 1(0.1) 1(<0.1)
AR 1(0.6) 0 0 1(<0.1)
@ - E 0 0 1(0.1) 1(<0.1)
"k 33(19.2) 105(8.6) 44(5.3) 182(8.2)
O 106 | s0e2s | w02 | (1.8
20 4(2.3) 24(2.0) 7(0.8) 35(1.6)
A 1(0.6) 17(1.4) 3(0.4) 21(0.9)
Ja— 95 0 13(1.1) 0 13(0.6)
T 5(2.9) 6(0.5) 2(0.2) 13(0.6)
TR R 2% 0 0 12(1.5) 12(0.5)
{5 FL 0 8(0.7) 4(0.5) 12(0.5)
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i 7(4.1) 0 0 7(0.3)
H Rk 3(1.7) 2(0.2) 1(0.1) 6(0.3)
53 0 2(0.2) 4(0.5) 6(0.3)
T 7 AR 0 5(0.4) 0 5(0.2)
H R R R 2(1.2) 2(0.2) 0 4(0.2)
H OSERK 0 4(0.3) 0 4(0.2)
12 NTE BT L 0 2(0.2) 2(0.2) 4(0.2)
LR R 0 2(0.2) 2(0.2) 4(0.2)
G R 0 3(0.2) 1(0.1) 4(0.2)
TR 0 2(0.2) 1(0.1) 3(0.1)
(LA Hf 0 2(0.2) 1(0.1) 3(0.1)
1PN RZIS: 0 3(0.2) 0 3(0.1)
g JE 9P 3(1.7) 0 0 3(0.1)
Rt 2(1.2) 1(0.1) 0 3(0.1)
KIGR)—7 1(0.6) 0 2(0.2) 3(0.1)
Wk 3(1.7) 0 0 3(0.1)
HECE 1N 0 1(0.1) 2(0.2) 3(0.1)
AN R 3(1.7) 0 0 3(0.1)
iR e 0 1(0.1) 1(0.1) 2(0.1)
mEAES 0 2(0.2) 0 2(0.1)
R 0 2(0.2) 0 2(0.1)
LyFrT 0 1(0.1) 0 1(<0.1)
HARY—7 1(0.6) 0 0 1(<0.1)
Eli3ES 1(0.6) 0 0 1(<0.1)
H e 0 1(0.1) 0 1(<0.1)
B i 0 1(0.1) 0 1(<0.1)
B R R 1(0.6) 0 0 1(<0.1)
M KA 2% 1(0.6) 0 0 1(<0.1)
il R 0 1(0.1) 0 1(<0.1)
M DTSR 0 1(0.1) 0 1(<0.1)
YT 0 1(0.1) 0 1(<0.1)
By DR E 1(0.6) 0 0 1(<0.1)
Egh) 1(0.6) 0 0 1(<0.1)
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i kedialiti 0 1(0.1) 0 1(<0.1)
TELJI5% HH . 0 1(0.1) 0 1(<0.1)
e B 0 1(0.1) 0 1(<0.1)
ERE R 25k 1(0.6) 0 0 1(<0.1)
M BHEEBLORERIORE | 13(16) 104(8.5) 1160 158(7.1)
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FEEL 4(2.3) 16(1.3) 6(0.7) 26(1.2)
e )i 0 12(1.0) 5(0.6) 17(0.8)
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Jia 0 AR P 1(0.6) 4(0.3) 2(0.2) 7(0.3)
KRR 2(1.2) 4(0.3) 1(0.1) 7(0.3)
TN =R 1(0.6) 3(0.2) 100.1) 5(0.2)
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Jagrs 0 1(0.1) 0 1(<0.1)
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Vo SERE A 7(4.1) 3(0.2) 2(0.2) 12(0.5)
1f. HH LI R 7K S I S 10(5.8) 0 0 10(0.5)
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i/ NREEE N 2(1.2) 0 1(0.1) 3(0.1)
L7 LB RAT 72 —BHaN 3(1.7) 0 0 3(0.1)
7L 7 F =2 H N 2(1.2) 1(0.1) 0 3(0.1)
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o4 STELARA®
FFRAEHH | 20094F9H25H

STELARA® (VAT ¥ X< 7 ) [Z AL ADIRIE THY DB O FEA XL A GO /NRLF 25T

ZENRHD,

BT TE

HIJE - & 7 - S 45 mg/0.5 mL F 90 mg/mL (A H 7 L7 4 VRV U IZ i)

- VEHHIR 45 mg/0.5 mL (HL[E$e 5 T AL T VI IS IH)

LT AR

- SR 130 mg/26 mL (5 mg/mL) (F[E$& G H T A AT AT FEHE)

Psoriasis (Ps)

STELARA® is indicated for the treatment of patients 6 years or 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 patients 6 years or older with active psoriatic arthritis.

ZNRE ST , .
B 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.

Psoriasis

Subcutaneous Adult Dosage Regimen

- For patients weighing 100 kg or less, the recommended dose is 45 mg initially and 4 weeks later,
followed by 45 mg every 12 weeks.

- For patients weighing more than 100 kg, the recommended dose 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.

v & & | The recommended dose of STELARA® for pediatric patients (6-17 years old) based on body weight is

shown below (Table 1).

Table 1: Recommended Dose of STELARA® for Subcutaneous Injection in Pediatric Patients
(6—17 years old) with 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 single—dose vial.
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Table 2: Injection volumes of STELARA® 45 mg/0.5 mL single—dose vials for pediatric patients

(6-17 years old) with psoriasis and pediatric patients (6—17 years old) 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 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 0.27
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

Psoriatic Arthritis
Subcutaneous Adult Dosage Regimen

- The recommended dose 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 dose 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 to 17 years old) 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 to 17 years old) 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 single—dose 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 W 1k

STELARA 45 mg 7EHE

STELARA 45 mg {EFHK T L 74V RV
STELARA 90 mg JEFHK T L7V Ry
STELARA 45 mg HEHR 7L 7 4 /LR~
STELARA 90 mg FEHR 7L 7 4 /LR~

wFAl4EH B

20094-1H 16 H

STELARA 130 mg E#EEs T R&
ARAFNI I DM~ IR EA DT TH D,
RAT VT AT HZX~T 130 mg (26 mL) (5 mg/mL) 5 Lo,

STELARA 45 mg X §fi%

STELARA 45 mg ;E5HRTL IR YD

STELARA 90 mg ;E5HRTLIaILEI YD

AAENT BH~D T A GO, WA~ R EADOR THD,
STELARA 45 mg TEHH®

INAT NI AT HX~T 45 mg (0.5 mL) Z & Te,

STELARA 45 mg VEHET1L 7 4L RI U
FLITANVRUNDIZTATH X7 45 mg (0.5 mL) & Tr,
STELARA 90 mg VEHETL 7 4L RI U
TLITANRUN DI AT R X~ 90 mg (1 mL) & e,

STELARA 45 mg ;EHBTL T4 ILERY

STELARA 90 mg ;ESBTL T4 ILERY

AANT I~ T A RO, BE~KEEDORTHD,
STELARA 45 mg {EFHERT L7 4 /LR~
FLITYNRARANITATHFX~T 45 mg (0.5 mL) Z & e,
STELARA 90 mg {EFHERT L7 /LR~

FL T AR LNITATHERX<T 90 mg (1 mL) 5 ie,

I AESIIES

STELARA 130 mg concentrate for solution for infusion

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 or have medical contraindications to such therapies.

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 or have medical contraindications to such therapies.

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).

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.
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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 or have medical contraindications to such therapies.

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 or have medical contraindications to such therapies.

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

hHE X3 %h 5 | 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 a antagonist or have medical contraindications to such therapies.
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 or have medical contraindications to such therapies.
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
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
FAVE K OV & Body weight of patient at the Number of 130 mg
. . Recommended dose? )
time of dosing 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.
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Paediatric population
The safety and efficacy of STELARA for the treatment of Crohn’s disease 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.

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 weight 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.

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
The safety and efficacy of STELARA in treatment of Crohn’s disease 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.

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.
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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.

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 in treatment of Crohn’s disease or ulcerative colitis in children less

than 18 years have not yet been established. No data are available.

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

Limited data on the use of STELARA® in pregnant women are insufficient to inform a drug associated risk. In
animal reproductive and developmental toxicity studies, no adverse developmental effects were observed
after administration of ustekinumab to pregnant monkeys at exposures greater than 100 times the human
exposure at the maximum recommended human subcutaneous dose (MRHD).

The background risk of major birth defects and miscarriage for the indicated population(s) are unknown. 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

There are no data on the presence of ustekinumab in human milk, the effects on the breastfed infant, or the
effects on milk production. Ustekinumab was present in the milk of lactating monkeys administered
ustekinumab. Due to species—specific differences in lactation physiology, animal data may not reliably predict
drug levels in human milk. Maternal IgG is known to be present in human milk. Published data suggest that
the systemic exposure to a breastfed infant is expected to be low because ustekinumab is a large molecule
and is degraded in the gastrointestinal tract. However, if ustekinumab is transferred into human milk the
effects of local exposure in the gastrointestinal tract are unknown.

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.

A —ARZU7 4348 : The Australian categorisation system for prescribing medicines in pregnancy (202349 H #.4F)
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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The safety and effectiveness of STELARA® have been established for the treatment of
moderate to severe plaque psoriasis in pediatric patients 6 to 17 years old. Use of
STELARA® in patients 12 to less than 17 years old 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 and
older.

Use of STELARA® in patients 6 to 11 years old is supported by evidence from an open-label,
single—arm, efficacy, safety and pharmacokinetics study (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 psoriasis.

N D FRAS S
(20234F9 A B17E)

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

109



IR

1. BRI REXIRICEL CERRFIFZITIICH->TDOEEIFR
(¥
AL

QR BEAERUVRERSFa—TJT0@EBEM%
AL

2. ZDH DO BEEE
BMOYAY F/IMETEE L THERS U TN D E R
CEREFEETEM - WA
HRE WS - BB T AT T — T XA R IOV T
FA T T 27T —F 2 LD 7 a— RGOV T
AT TAT T —FZ XHTEBME KRG RIBHEIZ DN T

RO R (BT IR A 22— 74— b WAGE BEWTEME) XL T2 2 RITZEN,
<HLfEE - To— 90 - IEEME RGBSR >

Yoo Ty —<f St EEBEARE YA ¢ https://www.janssenpro. jp

<ru—9 - BIBERIE R >

i =2 8BRSt B ERE AR — 52— ¢ https://medical.mt—pharma.co.jp

110






STL-0004
© Janssen Pharmaceutical K.K.2011-2023 STLIfMAF17E



	表紙
	医薬品インタビューフォーム利用の手引きの概要
	目次
	Ⅰ. 概要に関する項目
	1. 開発の経緯
	2. 製品の治療学的特性
	3. 製品の製剤学的特性
	4. 適正使用に関して周知すべき特性
	5. 承認条件及び流通・使用上の制限事項
	6. RMPの概要

	Ⅱ. 名称に関する項目
	1. 販売名
	2. 一般名
	3. 構造式又は示性式
	4. 分子式及び分子量
	5. 化学名（命名法）又は本質
	6. 慣用名、別名、略号、記号番号

	Ⅲ. 有効成分に関する項目
	1. 物理化学的性質
	2. 有効成分の各種条件下における安定性
	3. 有効成分の確認試験法、定量法

	Ⅳ. 製剤に関する項目
	≪皮下注製剤≫
	1. 剤形
	2. 製剤の組成
	3. 添付溶解液の組成及び容量
	4. 力価
	5. 混入する可能性のある夾雑物
	6. 製剤の各種条件下における安定性
	7. 調製法及び溶解後の安定性
	8. 他剤との配合変化（物理化学的変化）
	9. 溶出性
	10. 容器・包装
	11. 別途提供される資材類
	12. その他

	≪点滴静注製剤≫
	1. 剤形
	2. 製剤の組成
	3. 添付溶解液の組成及び容量
	4. 力価
	5. 混入する可能性のある夾雑物
	6. 製剤の各種条件下における安定性
	7. 調製法及び溶解後の安定性
	8. 他剤との配合変化（物理化学的変化）
	9. 溶出性
	10. 容器・包装
	11. 別途提供される資材類
	12. その他


	Ⅴ. 治療に関する項目
	1. 効能又は効果
	2. 効能又は効果に関連する注意
	3. 用法及び用量
	4. 用法及び用量に関連する注意
	5. 臨床成績

	Ⅵ. 薬効薬理に関する項目
	1. 薬理学的に関連ある化合物又は化合物群
	2. 薬理作用

	Ⅶ. 薬物動態に関する項目
	1. 血中濃度の推移
	2. 薬物速度論的パラメータ
	3. 母集団（ポピュレーション）解析
	4. 吸収
	5. 分布
	6. 代謝
	7. 排泄
	8. トランスポーターに関する情報
	9. 透析等による除去率
	10. 特定の背景を有する患者
	11. その他

	Ⅷ. 安全性（使用上の注意等）に関する項目
	1. 警告内容とその理由
	2. 禁忌内容とその理由
	3. 効能又は効果に関連する注意とその理由
	4. 用法及び用量に関連する注意とその理由
	5. 重要な基本的注意とその理由
	6. 特定の背景を有する患者に関する注意
	7. 相互作用
	8. 副作用
	9. 臨床検査結果に及ぼす影響
	10. 過量投与
	11. 適用上の注意
	12. その他の注意

	Ⅸ. 非臨床試験に関する項目
	1. 薬理試験
	2. 毒性試験

	Ⅹ. 管理的事項に関する項目
	1. 規制区分
	2. 有効期間
	3. 包装状態での貯法
	4. 取扱い上の注意
	5. 患者向け資材
	6. 同一成分・同効薬
	7. 国際誕生年月日
	8. 製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	9. 効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10. 再審査結果、再評価結果公表年月日及びその内容
	11. 再審査期間
	12. 投薬期間制限に関する情報
	13. 各種コード
	14. 保険給付上の注意

	Ⅺ. 文献
	1. 引用文献
	2. その他の参考文献

	Ⅻ. 参考資料
	1. 主な外国での発売状況
	2. 海外における臨床支援情報

	ⅩⅢ. 備考
	1. 調剤・服薬支援に際して臨床判断を行うにあたっての参考情報

	2. その他の関連資料



