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(5/10 f5) . 5 24 WEAS 50.0% GHEID & > 72#ERE : 918 ) Th o7z, ZNHDORERLY, &5
W CIT 24 WK EED O RVEIMERRONLZ E D, REZFET 2HH 0 B LIV TiE, 12
WEE U, 12 WUNITIRIRBUE S S R WIS ISk e i G- O LBV O MG A L & LT 5,
(U a—29%)
7A0TAT A AEIESL O 7 v — JFIC BT 2 MBAMNE AR RER Tld, 1731 AEH LA 160mg, 2 #1% 80mg
BeHAZ L0 ALOTEFE THRA 3 72 PEREUIEIED 7 v — R BE TR 5 4 W% OEMREIL 36%
Thh, 7T ERE12%ICSTHEICE P> T2, EWERRER TIX, 1734 A EIELPIE 160mg, 2
% 80mg F 5T LV | MMOTEEIE THRA T3 72 PEREXIIEIED 7 v — U HRBFEICEIT 5 4 BB O
fEFIX 383% TH V., 7T R 18WITHASTEWERTH 72, 4 HRFR TIHERISHELNRWEE
XAk 5 O LEECMOTRIRIE~OUI W R X 2 MFT 5 2 &, £72. 80mg ~DH &% 40mg TZHEMN
MR ST b DD HERFRIEFIZZRANGS L 72 BF I LTV, &I E > THHRIRD bivsen
BB Ik 5 O LB OB B MLE L LTV D,
CGEBMEXER)
741 AT 8 FESR S O EN R R TIE, #5570 Mayo A 2 7 OIEMNGRD S-S OEIAIX, 5 6
WX 8 R E THEIML, 83 ﬁf@ﬂ L. 77 BAREED 40.6% ., AT A EK S 160/80mg A
478% TH Y, ZOBIZWTHOTHEIEDNE T LizZ Lo AEEZFHET 2 Rl B &ZI12>
WTIE, SHMEFRESNTND, Fio, BITAA A ERLERE S HIFD L AR X —ICikkiit 595
ZEIlzky, &E 52 BRFORME R OLEERITEFNLAATR 2 FEm< oty J VAR H—T
(LB R OV % TR L T R 3D TS o 72 2 LD 8 S A TR AE IR N AR BE AT LA
LR ONREEDRDPEO LRSS, BEERIET 2L L LTS,
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5. ERERAAE

MEERT—2 /85—

R4

THEREE, B GRS

FSES

SLEA G 2 =p 3 N
GmEsy) | T I 1 5 ik BB HHY oA | TR
HANfEEER | IEAL A KA AT A AEIRS | BARANEEERA S i
AN&Extgl L | BHEM FEAT A A EH (US) V¢ PK o [r%% MR OVt
MBSV TR | HERS (Ug) =D £,/ TRVE M O FEA 179 il
AR 2 B A TAEM 40mg etk
(20120176) BT #S- BN
H[A[§E 5 RN (R L 17
A FEHS (US) #V&
D LIR)
SMENEEERL | IEVEA(L AH AFN & FAT A AEIES | SMEGERER A B A
ANextg bl L | HEHk TeAT S A A E 3K (US) #VRUUEIT A | PER O
TUEANES THE | BRI (Us) #V FEES (EU) #20 PK | 203 fi
=R 3 REAATRER FEAT/SA A EIES | oo [ RV 0 3AT
(20110217) (EU) *2 gl
40mg BB
s T IRME (RHI L AT
Hi[El$ - A FEEES (US) EVK
QAT A A EF N,
(EU) #2L o)
MY v~F | EIEAL AF HowE (RHIE FeAT34 | MTX 5 T+4y i
BEERSRE | —HEM FEAT/SA A IS | FEHES (US) EVe o | BHRBELNT
L7-oh Tl | FE3ER IR (Us) *v L) N RV FEE 1
H_EERR 40mg etk HEIEORMEH Y v~
B KT RN (RAIE 17N | TEAETIHEA
(20120262) 2381 1 [|] S AEER, (US) #VE | BRARE 526 4
D L)
SRS | EIERL A Bk (RAIE AT | RESESUITIED | 2R
FrEXMGLEL | _HE® AT A AERS | AEES (BU) ®2e 0 | SEEGE#REE AT
TAESNE IR | IR (EU) *2 i) YNNI PN E
CEE R (516 HBD | 51 WBED1H | ettt 350 il
(20120263) | FHEEMERILOR | HIC 80mg J T | S ilE (RN & JefT N | HEEEZ L 308
EIZHE LIS | 5, 5 28BH | AEES (EU) 22L
B ARAIBEIAA] | X 40mg 2 238 | o)
ek LJE | 10 1 B TS
T4 A ER
(EU) *?2 @i
VN E N A
GRARE NS
(EU) ™2 %5
~HREAL)
BV v~ | EER EN Rize ik MTX # 5 C+% i
BEENGE | W 40mg o R RN ELNT
L7-VEA ST | 20120262 Offk | BTG Hhik UNZR N HIEEE
EME R | mialik 2 iz 1 [a] HIEORMEHY v~
(kfotatR) FEATHHEAN
(20130258) BN B 467 4

MTX: Ak bLFH—1|

# 1) EUIZBWTK

BENLTH) h=T (Biaff#rz) 55 (AARTRIGEREAR STV 5 AN L MR 5872 %)

H2) KEIZBWTARINEZT FY b~7 (B z) 85 (AATRER AR I TV DA & RN RR D)
1 3) AIMEOFHMEIZ SV TIESE
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()

B PR I ER

1)

2)

BARANBRAAZXRE LI-EBSE | H8ER (20120176 HER)
AR NGRS B M Ot 179 il GEWEIREAEMT T G4 174 B) 255 & LT, ARAISUIFEAT A A
AL (US) W40 40mg 2 BRI TG L7c, AEFROREIEIS 13 AHFIFET 31.9% (29/91 f1) |
FEAT A AEHES (US) BET 26.1% (23/88 i) Thoto, EARFFFRLIL, AABETIE, H 11.0%
(10 1) . FESENL RS K O ERGEREE 8.83% (B 61) | AT 3 AEKS (US) BETIE. 98 9.1%
(8 B) . FEFHENLRES K O EXERENE 4.5% (461 Thot, BHEAOREBLEIGIIAAIRET 8.8%
(8/91 i) | JeATSA AEFES (US) BET 12.5% (11/88 fiil) Th o7z, EREMEMIZ. AFBETIT
EFHHNLTZ 3.83% (3 61) | EGAALEE, F5. RHTERZ K OBER LB IR EZE1RE 2.2% (2 61) |
FEAT A A RIS (US) BETIR, HAEAITZ 4.6% (4 61) | F895 3.4% B4 | BRREBIRE KD
B DL 2.3% 2H]) Tholo, KRBRIZBWT, L, EERAEFL, K5HILICE-T-AFFR
XA BT,
N—2 T A VW (B 51 12 ADA (antidrug antibody : FUEEMHLA) DGO B A NEERERL A OEIE
AHIFET 11.0% (10/91 f) | %ﬁﬂ%ﬁ[%%(U@%ﬁ@G%@%@S%)f%@\ﬁ%%%¢®w#
NOOFHMRFHNIC ADA 3B5PE L 72 o 72 B AR NEFERLA OIS, AAIFET 72.56% (66/91 Bi) | AT
A AEHE (US) BET 73.9% (65/88 i) ThHh -7z,
N—=2 T A W FGRD (SHRPURD D B AR ANERER AL, AAIFET 0 I, 4731 AEIESS (US)
BFETLHITHY . RBRHE T OWT I OFEMEEN PRBUA DB & 722 5 72 B AR NERERR A OFIA 1T
AHFIBET 19.8% (18/91 ) | AT A AEHKN (US) #ET 14.8% (13/88 i) Th 7= (EWHhfe ﬁ
fEIT (VI EYEREICET HIEB] 22D L) |
NEABERAZRE LIESE I HHEER (20110217 BHER)
AE AR B MR Otk 208 BT, ARAL, JeAT/34 AEIES (US) LT A A =S (EU) ©
WU 40mg & HiEI R TG LT,
AEFRGOFKBEEIG T, AHIFET 58.2% (39/67 #il) | AT/ A A= (US) AT 47.8% (33/69 i) |
FAT A AEHESE (EU) BT 68.7% (46/67 ) ThoT-, ERAEFRIL, AFIBECIXFHE 28.4% (19
B) | ORISR R ORI 5 5 f234% 9.0% (4% 6 Bi) . Bl 7.5% (54) | AT A AEKS (US)
BECIX, B 23.2% (16 B) . D VENREENR & ORISIVE 5 >34 8.7% (6 61) | Jef7/34 A EHKS (EU)
FECITEDN 19.4% (13 f) . THI 11.9% (8 #1) | SAHEAR 10.4% (7 ) Tholo, EERAFFR
XAT A AEHEE (BU) BEO 1 B (RERFENE) 125890 HaBRA ik L7223, TREBRIE & o KIALEIMRIE
WE STz, BHWEHORBLEIA IXARFIRET 35.8% (24/67 f) | JeAT/3A AEIEG (US) BT 24.6% (17/69
Bl) . AT A AEIRE (EU) BET 41.8% (28/67 ) Th o7z, EARBIEMIL, AFIRECITEER 11.9%
(841 | B 7.5% (5 1) . FENHIETRR 6.0% (4 B) | SIHIHZ 3.0% (2 B) | JefT/ 34 AEIES (US)
BECIE, IR 11.6% (8 M) . BT 51 AEIES, (BEU) BETIX, 586 9.0% (6 4) . SHEEZ 10.4% (7
) L L, MR & KRN 4.5% (B i) Tho7o, ARBRICIHWT, RIS S e o7z (GE
VEREO AL TVIL EMBEICEYT SEH) 22RO L) |

) AFOARSNZHAERCHRIZU FO LB Th o,
(EEETY) V< F)
WH., RACET X A~T (Ear#iaz) [TH) A~THEHE 2] & LT40mg % 28T 18], K FiEHT
5o 2B, DHERATSREGE, 118 80mg £ THETX 5,
(SERE. EEEEX. BAMEE
J_% BAIETZFY b~7 (BiaFliz) [TFYA~T7%EE 2] & L THIEIC 80mg Z 5 FiEs L. LIk 2
Z1[E, 40mg K THERT 5, 28, R A 02861205 1[0 80mg £ THETE %,
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(REMEHLR)

WH, RANZET XU AT BETHEEZ) [TFV AT HKE 2] &L T40mg % 28I 1 B, EFEFT
Do B, WERART25E. 118 80mg £ THETE 5,

X BREEFE- ST OMAERME S HBIET )

WL, BAET XY A~T (BEFHERZ) [THXYLAYTHE2] LT 40mg & 2 BIC 1, K FEHRT
2o

(ZEMICESEEHT 25 FHIFREREER)

BH 7§)A77(Lﬁ¥ﬁﬁi)[TEUbvfﬁﬁZJELT\Wil&guL3%g$ﬁ@%ém2m%
% {KE 30kg L EOEAIT 40mg & 2 BIZ 18], K FEST 5,

(GERR— ?IJF?)

WHE. A iT&)Av7(LM¥ﬁ@z)[TEJAvi&mzltbf%@ﬁ1mmg%\%@&52ﬁ%
%12 80mg & 2 T35, WIEES 4 BA%LEIL, 40mg & 2 82 1B, ETFERT 5,

(H a—2¥m)

BE, RANZIET XY A~T (EiaTlz) [TX2) L~ T%E 2] & LTHIENC 160mg %, a5 2 M
%z 80mg %)‘\‘ZT&%?& a4 BB LRI, 40mg 2 2 I 1B, FTENT S, 7ok, i35
L7=85A020% 1 [0 80mg IZHIETX 5,

<agﬁx% $)

BE. RAETFY A~T (ElaFlmz) [TF) A~ 7% 2] & LTHIENC 160mg 2. #IEES 2 E@H
%2 80mg & TSI 5, WIEES 4 BEZLEL, 40mg % 2 @I 1@ B TEHT 5, 7el., #laEks 4
HR% LT, BEOREIZS U T 40mg #E8 1 BI3UEL 80mg % 2 EIZ 1B, ETFHEFTL2ZEHTE S,
(IERES D PRI, HREBRITASNE S EH)

WHE. AL iT&)A?7(LE?ﬁ@K)[77)A77%m2]&LT@EK&Mg%\@E&Qlﬁ%
#%I\Z 40mg & 2 T35, WIEES 3 % LEIL, 40mg % 2 B2 18], FTFERT 5,

(QRRRGERAR
gk L
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(4)IREEMRER
1) BEREIRER
DBEEY I FEEEZNRE LI-BNFENHE_EETRAE (20120262 AER) 12

A&
H B | PEESUIEIEOBH Y U~ T 2 H T 2 4MNE AN B Z G AR OFRNEE AT A A EH S
(US) *Lled 5%, £7-. BIRAME L TARRIOZR MR O FMEZ2 3044 L, 61T/ 51 T EIR
(US) &h#xd 3,
B ERRILE, B, WEA, “EER. FE3H R
THA v
k0 % | A M BRLFH—1 (methotrexate: MTX) ZRA 443D, LUF O EHE A 72 3 ERE UL HEAE DO BY
iV v~ FBE 526 il CRFIEE 264 . Je17/31 AR (US) #E 262 1)
- AFERDY 18 mELA I 80 mELA T D B Ok
Y v~ F LB ah-BE (ACR/BMN U v~ F424 [European League Against
Rheumatism: EULAR] (2 L 2B U v~ F 3N [2010 4] 1255 < 2H0)
- PEE IIEREORF U U~ FOREHMN 3 » AU Lo BRF
AT Y ==V TR ONR—R T A VRHIEEME O Y v~F (BRI 6 BIFiLL &K OYESE
REfi%k 6 BIfILL B) 2/ L, A7 U — = JIFICHRMERILFEHE (erythrocyte sedimentation rate:
ESR) 7% 28mm/h Ll EXi3ifiE C KIGHEH (C-reactive protein: CRP) 73 1.0mg/dL D\
AU L 5 2 il 73
A7 V== JHRZY U b RRTFEETHERK S b ) AT F R (cyclic citrullinated
peptide: CCP) HUKGEDZ
- 12 M LLEfkSE L ¢ MTX 28 5- S4u, IB3RERG-ANC 8 ML E MTX O &2 H7- 0 7.5~
25mg P CT—E Th o7 BE, RABHMPIEIMIX OfEZ —EOE Tk THZ & & L,

E7R RS - BT Y U~ FICxtT 2 A FERNAE 2 B Bl EICERS SN E0b D BRE
B AT FESEE (US) TSt 34 AEHT (US) oA A RIS SN2 0
bHoEBE
BT | MSREEE 111 O CEEA L, ARSI TS0 AERE (US) 40mg % 2 #(C 1[5, &5 22
WHE TR F&RE Lz, &5 24 HEHIC 2 DOTEFMEH O 217, &5 26 HWE GRERET
W) £ CcetaRn L7,
FHmE H (A% EEAHIE A ]
- 5 24 # H® ACR (American College of Rheumatology: *k[E U v ~F%4) 20 (ACR =27 +&
v FD 20%DEE) DU R
-$ 524 8 B OB BIEEMER 27 28-C LMEE A (Disease Activity Score 28 — C-reactive protein:
DAS28-CRP] ) O_—2F 4 b OEbE
[ 2hi% D RIREHGE A ]
<52, 4, 8, 12, NN 18 H® DAS28-CRP D_— 25 A b DZEV &
- BB 2B KO8 EED ACR20 DY 2 7t 5
[Z2 & MEEHmE H ]
IEBRERE T TR LA FEFRKOEELRAEFER, JUEMHUA (antidrug antibody : ADA)
DOFRBL F
FENTEIE | RO EERITIE, K OMAT IR (full analysis set: FAS) % %51 L7z, REMEOfE
WS MIT, BIEAL S, 1BBREEN 1 R RS SNT=T_XTOBRE L Lz,
[ A% ZEEEAKIE A ]
AN, #2524 EH D ACR20 O U R 7 Iz DT ERIRIIRIZEM: 2 3541 L 7=, RS sI% o &
% 0.738~1.355 & L, ACR20 ® VU R 7 thd 2 5D FIMREIC L 5 90%EE X BT L 0 AHKIRE & 4
T34 AEIES (US) BEA LR LZ, 90% XM, &5 KON T2 L8 L Lz, —ik
BWIRET NV (Bric, S HEERET V) ZAWTHEE Lz, #5 24 HE O ACR20 U 2 7 i
DWTEIRMIFSEMENHER I NS A. 2 2 OEEFH0EE Th 5% 5 24 1 E © DAS28-CRP @
R=RA T A U PbOEbEEFM LTz, FISMFFAIR O %-0.6~0.6 & L, DAS28-CRP D~<—
ATA IS DOEC RO TFHEDFED 2 DO HREIZ L D 95%EFEXMBIC LV . AFIBE L JAT8
A FEHESE (US) BEE i Lz, 95% XKML, JEREMIT 2 HHEE Lz,
(B 2h D BIREHATE A ]
DAS28-CRP D=_— R 5 A L5 OB BT DWW, K <. KIERIERITET L% Fv T
HREMOZEEFM L7z, X—AT A %055 24 H £ TOTRCOFMERKH OF — 2 % Kfig
HrZE DT, 852, 4, 8, 12, XV 18 # H D DAS28-CRP D_X—Z T A b DL EIZ OV T,
AHIRE & FeAT A FEFS (US) BEOFEEDED 95%EHKMA B L-, &5 2HE KO8
H®DACR20 DU A7 [ OVY X7 72 WNZHE G 24 #H H D ACR50 X TNACR70 DU A7 th% | it
WHNZERI LTz, F72. VAT KN X7 #0 90%EHEKM A, @K CHIE L7z —R{bTE
EF N ERNTHE LT,
* L KENZBWTERENT F Y A~ 7 Bin7H#z) 8A (AR TRIERTEAR S TV 2 84| LB 272 D)

{l
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B2EER (FAS)
AFBE FeAT A AESRS (US) B
(n=264) (n=262)
o L83 214 (81.1) 212 (80.9)
PR B (%) Bk 50 (18.9) 50 (19.1)
EPN 251 (95.1) 249 (95.0)
v o BN/T7VNRT AV AN 9 (3.4) 12 (4.6)
ML B (90) TIT A 3 (1.1) 0 (0.0)
Z DA 1 (0.4) 1 (0.4)
Mean=SD 55.4+11.88 56.31+11.47
i G U/ IMiE, R fiE ] [22, 80] [21. 77]
wE (kg Mean=*SD 74.85+15.329 76.85+16.991
& (cm) Mean=*SD 164.07=8.806 165.81+9.283
BMI (kg/m?2) Mean=*+SD 27.80+5.296 27.92+5.570
B ) U~ F ORI () Mean=*SD 9.41+8.076 9.37+8.047
BAE U 7~ F O W A 5 FEAM 101 (38.3) 90 (34.4)
BEx (%) 540 E 163 (61.7) 172 (65.6)
DAS28-CRP %k 264 261
Mean=*SD 5.660.918 5.68+0.911
e e B i 4 Mean=*SD 14.7+9.05 14.1+7.98
& 9 B 4K Mean=+SD 24.3+14.35 23.9+13.49
B L5 Mean+SD 6.5+1.92 6.611.86
P EBIRENE O AR
NI N7 -
giﬁgiigi . Mean=SD 6.8+1.29 6.71.59
BT K DR R Mean=+SD 58.3+21.82 60.6+22.37
Ik 263 261
HAQ-DI
Mean=SD 1.48+0.617 1.50+0.647
CRP (mg/L) Mean=*+SD 13.88+20.687 14.68+19.385
A7 V== TRO ) U~ b RRTFBE, Bl (%) 243 (92.0) 240 (91.6)
27 Y —= ZEEOH CCP HUABME, HI% (%) 212 (80.3) 230 (87.8)
BET Y v~ FIk B AR A OB 5 H Y | Bl (%) 71 (26.9) 74 (28.2)
R=RAZA VEORAOAT oA FE5H . Bl (%) 134 (50.8) 130 (49.6)
NR—2F A D NSAID #5.5 0 . F¥ (%) 159 (60.2) 168 (64.1)
NR—R T A O MTX & Ik 2632 262
(mg/i) Mean=*SD 16.89+4.811 16.56+4.932

a: 1HIEMTX HENR —ETIERL AT V== TR Y U~ b A RRF RO CCP HUANEM:TH 7729,

PPS in b RS ST,

BMI : body mass index, DAS28-CRP : #EIEENE R 27 28-C KIGMEEH. HAQ-DI : RN ZE R ZE 4
W BERERE FE IR, CRP : C RUSHEE A, CCP : Bk b U S AE_TF R NSAID : JERT 1A NRHIRIEIE,
MTX : A b hLF¥— bk, FAS : BEALSNTZT R COBEEMNG LT HHRRKOMBITIREN, PPS : 1RBRINE
FHEEICE A L 7 T G

HR
"
[(EEFFEEE]

) B5245BEHM ACR20 ') A5 Lt
5 24 B H D ACR20 FSRIL, AFIHET 74.6% (194/260 #) . Fei7/34 A EHHS (US) #£T 72.4%
(189/261 f5) TH>7z, ACR20 DIAT A AEIHEF (US) HEZKTAAFEED Y X7 (2 2D 1]
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MEIC X D 90%EHEIX ) 1%, 1.039 (0.954~1.133) TH Y. 90%[ZHE XM A HFNHLE U 7= [
Ko (0.738~1.355) NThHh o7,

%5 24 BB M ACR20 RIGFER T ACR20 M ') A7 tt (LOCF) (FAS)

e FEAT /A AR S Uz 7tha 90% S HE X [H] a
(n=264) (US) #t (ARFIBERS SEAT A A | RFIBER AT A A
(n=262) Y (US) #%) A (US) #%)
o 74.6% 72.4% N
ACR20 [ (194/260 1)) (189/261 ) 1.039 0.954~1.133

a @ MM OBEET U » <~ T4 2 A G o G IE 2 L8 B & U CHiIE L7e —fRIEBIZE 7 /1T -5 <,

i) #%%5 24 E M DAS28-CRP DR—RX 54 UL NELE

$¢ 5. 24 1 H © DAS28-CRP DX— R T A b QAL B O FEIE L AFIRE K ONEAT /31 A EIE M (US)
BEE H12-2.32 Tholo, FHEEEROEIZ-0.01 TH Y | KEHEMIT HHEE LTz 2 2O FIREIC X
% 95%[EHIX[#1E-0.22~0.20 Th o7z, 95%EFIXHENIFANIGRIE L7z RO (-0.6~
0.6) N THoTz,

%5 24 5HE D DAS28-CRP DAR—RX S 4 Uh b DELE (FAS)

AKIEE FEAT A A RIS (US) B
(n=264) (n=262)
R—2 5 A D DAS28-CRP., Mean=+SD 5.66+0.918 5.68+0.911
— —+ _ +
PEIE D7 —0.01 B
DEEDZED 95% 1218 X [ 2] [-0.22~0.20]

a : DAS28-CRP ORX—RXF A4 b OEEZ KIS E L, BHIET-, FHERE, &5, &5 LR oL AIEM
KO DAS28-CRP O X—R T A % TRIK T & LT KERIERNT 2 AT, FHEOZE, EEOZED 95%1F
X ERE L,

(Bl ELmIE B ]
D52, 4, 8, 12. RU 18 BEH M DAS28-CRP DAR—X S A4 UL DEILE
DAS28-CRP D X—RA T A U INEDELBEDOHBIILL TO LEBY THoT-,

DAS28-CRP DR—RX 54 UhvbDELE (ERE) (FAS)
DAS28-CRPDAR— RS54/
AFIB#: 5660918

o 007 FATINAABEZES (US) BE: 56820911
A
® 55
g 05
2
R
-10 -
A _
Q 1.01
in
||< -15 -
K¢
-2.17
S 20~ -1.79 _
% ooa 232 e i
2 251 ' By A A
ﬁ ' : : EZFEMA(US) B
2 Mean=*xSE
<
a -30 — : , : :
R-Z 2 4 8 12 18 24 (GA)
Q4 o,
AHIEF (n) 264 254 255 247 245 244 243
FATNAFEZER (US) B (n) 262 252 254 255 250 250 250
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i) #52EBERUV8EAB®DACR20 D) Rtk

#4521 H D ACR20 B&ER1% AHIRE T 35.4% (90/254 1) | 5647 /34 A EH AL (US) #E T 24.5% (63/257

) Tod-o7-, ACR20 DIEAT/ A AEHK S (US) BT 2 A AKIBEO Y 27t (2 SO HIFREIC

90% (5 # X)) X, 1.421 (1.1834~1.781) Th o7z,

58 H D ACR20 UGS IX, AFIHET 63.5% (165/260 f5i]) . AT/ 3A A=A (US) BT 62.5%
(163/261 f5]) T >7-, ACR20 DIEAT A AEH S (US) BT 2 AHKFEDO U 27t (2 2D K1l

REIZL D 90%FHEXM) X, 1.015 (0.908~1.134) TH 7=, ACR20 SR DREEEHHERLIZLL T O

LBy THoT,

#E52EBBRU 8 EE®MACR20 RIEHEKEY ACR20 D) X7tk (LOCF) (FAS)

HE TAT/SA A I VA7 e 90% (R FAIX [H] =
(n=264) (US) Rt (RBNBERF AT NA A | (RFNBERF AT NA A
(n=262) EIEM (US) #) EIES (US) #)
w5 2B D 35.4% 24.5%
ACR20 [ (90/254 f4il) (63/257 fil) 1421 1.134~1.781
Prh 8B O 63.5% 62.5%
ACR20 [ (165/260 ) (163/261 ) 1.015 0.908~1.134

a: MR OBHET Y 7~ Tk 2 AR O G 2 R B L U CHIIE L e — AL & 7 LIc 5 <,

ACR20 RIGEDH#F¥ (LOCF) (FAS)

(%)
100 -
90 -
80 -
70 -
t_t 60 -
B 50+
N
o
S 40 -
<<
30 -
20 -
o AR
10 O (TN F
o EFEM US) 3
T T T T T T
R—2 2 4 8 12 18 24 (GA)
Q4> HARS
90 134 165 194 201 194
#A0% (§) 200 255 260 260 260 260 260
PE— ny 63 117 163 171 198 189
SeAT A ERR U H (T) 260 257 260 261 261 261 261

=z

FEER

BEFZOFBEIGIT, AARET 50.0% (132/264 i) | 47310 AEFHES (US) #T 54.6% (143/262
Bl) Tholo, ERAEFEFRIL, AARETITRMIEAK 6.4% (17 61) | 5 4.5% (12 1) . B 3.0%
(8f) | JeAT A AEIRS (US) BETIZ&MHIAK 7.3% (19 #1) | FF 4.2% (1141 | FAGERG:
3.8% (1041]) ThH-oT-,

BELAEFGIL. AAEET3.8% (10 4]) (28D B, TONFRITOMIARE, Ifidk & OWUNIE 2SR B L
7o 1 B, LR RS, BEREARES R OWUAE 2SR BL L7z 1 Flo1Eh, DURGEFIRIMARAE, mifE, U o8
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HE, EHRBG, R, MnERME, BEE, RS EH»E 1l Cholz, i1 FEES (US)
BETIE5.0% (1364 IZRD B, TOWRIZT AT « NX—=F 0V v« IRU A NMEWERE, OAFEZE,
WPERIEI S, MokEE T, (ABIE. ZRMREIE, 2O, AR RS, BEE., BIBRK,
KIGEAZE, 9 o> M LAE, BEEMRNSE 1HICTH o7, BHEFILICE ST HEFRIL, AFIBET 1.9%
(5 ) ICRD B, mMEROMIRAFEE L 1 6], MIERIE 5O, WEUE, $E2Z203% 161Th
STz, AT A FEIES (US) BETIX 0.8% (2 #1) (2580 AL, AR THEMSUG . EHEALEE M
F1BITH T, KRB TIE, IS S eho Tz,

FEFROBE (REMETHRER

[ R
HEHEDOHT Y (n=264) (n = 262)
BB (%)
HEHER 132 (50.0) 143 (54.6)
T —R3ULEOFEER 9(3.4) 17 (6.5)
BIEH 50 (18.9) 55 (21.0)
BB -HEHE 0 (0.0) 0(0.0)
HBELHEESEL 10 (3.8) 13 (5.0)
EEEIER 4 (1.5) 1(0.4)
B IRICE - - ERS 5(1.9) 2(0.8)
BEHIRICE > -FIEM 4(1.5) 1(0.4)

CTCAE ver.4.0

Bl

BER ORBIEIS L, AKIRET 18.9% (50/264 #il) | A7/ 31 AEHS (US) #ET 21.0% (55/262 i)
Thotz, TREWEMIZ, AFBETIE, FIEKER 1.5% (4 6) | BETEZ, QRS A | JRE Y,
SUE SR, RIS, ESEACALEE, RSOOSR, IEBIE, ROT 7 =07 P RAT =T —EH
A3 1.1% (B4 | Jed7/3A AEHS (US) BETIZ, SAHIHRK K OVESEAALBED % 1.9% (5 #) |
FEA LA R QYRS SO 23 1.6% (4 1) Tdh o7z,

HERBWEMNORBEIG T, AHFET 1.5% @) | EIT A FEFS (US) BT 0.4% (1#]) Th
V. ARFIEETIE, DIARA, MR OMMAEAS B Uiz 1 #), ZRFLME s PRI K ONCISE 23 58
BLL72 1 BI0ED, @i, EEUERS 16, 17310 FEFES (US) #BETiE. EEMEMEN 16IThH
277,

BRI E S RIVER ORBEIG L, AFIBET 1.5% (4 f) . i3 AESRS (US) BET0.4% (1
Bl) THY . FOWNRIL. AFEETIE, Wik, 5O, BEUE. ROFBRE 1 6, T8 A EIEE
(US) RETIL, HESHIALIEB A 1T - 7z,
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WIhADTRERTIHFILUEIZHER L-BIER

P jf o (szuaﬁi) FeAT A Tnlzzi;u; (Us) #t
FHARGE "
FBUFIE (%)
RIYEH 50 (18.9) 55 (21.0)
JRYLEF X OVFAE BUE 23 (8.7) 22 (8.4)
E S 3 (1.1 5 (1.9)
A e~ L~ 2 3 (1.1 4 (1.5)
il e ¢ 4 (1.5) 1 (0.4)
R SR 3 (1.1 2 (0.8
KBSk 3 (1.1 1 (0.4)
RN IR 3 (1.1 1 (04)
—i% - RHEER O G OREE 9 (3.4) 16 (6.1)
TS ALEE 3 (1.1) 5 (1.9)
TSR B 3 (1.1 4 (1.5)
FRGF X OV TRk b 13 (4.9 10 (3.8)
JHESE 3 (1.1 1 (0.4)
R R F A 6 (2.3) 6 (2.3)
TI7=T ) NIRRT =7 —EHN 3 (1.1 2 (0.8

MedDRA ver.17.1

MEWHIK (ADA) EXE

R—=2 T A VIFIZ ADA BHMEDOBE OFIGIE, AFIFET 1.9% (5/264 ) | FE17/3A AEIEKE (US)
BET 2.3% (6/262 i) ThoTe, X—RAT A VRFZHFPUEANEGEO BE X, WTNOEGEETHER
LIRS T,

R—=2 T A VB ADA PEEMESUI KRBT, RX—2 T A 1412 ADA B L 22 o T2 BE OFEIG L, AFH|
BET 38.3% (101/264 i) | ZEA7/31 AEHKS (US) # T 38.2% (100/262 i) Th -7z,

N—=2 T A R FFUR DM SUI KRBT, RX—=R2 T A AR RTUR D G & 7e - T2 BF OFIGIE,
AFIFETIZ 9.1% (24/264 1)) | FeA734 FEIES (US) BETIE 11.1% (29/262 ) Th o7,
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QSEHEBEZELNRE LEBNENH_ESHHAR (20120263 :AE&) 3

Ak

FRAENE XX EE O = F R A A T D AME AR N BE X GUCARI O F % . Psoriasis Area and
Severity Index (PASI) Z =7 D_R—ZF A GO (237 O [Tk Wil L, %734
FEHES (BU) * LT 5,

Fz, BIREME L TARIOZEM R OERMEZFHME L, BT 4 FEEML (EU) * L5,

THA

FEIBRIER], BBIAH, BEAER L. “EEM, EHETHER

PO S

PUF O F e 2 i 7= 3 85 UL ERE O 5 MR 350 il (W MEEA b ARFIFE 175 6], AT
A FEHES (EU) 175 6, FHE{EA: ARFIBE ARJRE 162 B, AT 54 AEES (EU) AT
A AEHEE (EU) 79 6, i 31 FEHEE (EU) /AA 77 61)
c AU — = THREOEED 18 1%L E 75 LT OB KR Ot
« PERE T EEOZE LTS H MO RIS 6 » AL Lo B
RV == TR ONR—R T A VRO RROEREEIC 5D D N OES (percent body
surface area involvement: BSA) 7% 10%LL . PASI A =728 12 Pl b, KR OVEBRME Y ERTIC X 5
UGt (static Physician's Global Assessment: sSPGA) 7% 3 LA LD 8B
© EEPE XTI IRE OIS & 7 B BE
MBI T RO AW e 2 FiE (A M PLX Y — R o ARY o VT Lo+
ROMR A B2 FAWTEREE) @ 1 DLl FIZx LT, 27 L, SRR+, RiitE. X3tz
DEE

EEA4GTIN
Prsis

s A ) == TR RO D AMEORHI O BT T2 D LB 2SI D REMEERLEIE.,
IR, TR, ARSI, XTI T OMOREIREE (B2 l) LRBrshioBE

- HOEOIRIE L LAY ERRA 2 2 AL IR ERICREGE SN2 LOH D EE

< FATANA A EREE SUTFAT A FEEB O AL A RFL R EIRE SN LDH D BE

BRI 15

=10

RGBREE 11 DLTEESLL, 5 1EBO1 BB, KFRIXIET A AEES (EU) oF)
FlIE & 80mg %, &5 2 B IZ 40mg % THE%, 2812 117 40mg % & TG LTz,
#4516 3 B2 PASI50 2Rk L, 5 16 38 H DARE & &% Gkt l e 7e B8 1. AFIBECIIAR 05
Tk L, EfT3A A EIRS (EU) BETIZ T3, A ESRS (EU) ROk SUTARI~DT) 0 # x
WCHEEA LS, 48 B £ TG L7z, AMEDBAFHGIXE S 50 3 B I2/T\ . B T Rkt
G 52 BE & LTz,

BRIEEE

[ %hiE oo TR mE A )

< B 516 B H D PASI 2 7 DR_R—R T A Ui DIEDER

[ atEsimE E ]

c VR TR LA EFR (treatment-emergent adverse event: TEAE) K ONEERAE

Hy
- ADA OFH %

W

FAAT ]

HIWED FEMATIX, KON GER (FAS) (KRR CIRVIZIEIEAL SN2 T X TOEH)
Bt RICHENE LT, REMOMTSERIL, BEAL S, BN 1 B EEE I3 X To
BELE L,

[HEo = EFHEE S ]
FEIE B TORBRKBRGEMEIL, REETFAROMEZ+15 & LT, &5 16 B O PASI 2=
DR—=RAF A4 NEDORD OERRRE L AT A AEES (EU) HoOZED 2 SORFKRE (two
one-sided tests) (ZJ& 2 95%EHX M2 HWTHHME L7, BERIZED 2 DDA MIREIZ &5 95%(5#1
XL, N—RF A4 O PASI 227 R OVERIR T (M, wfEc k3 5402 ms ok 558) %
B L U CHIIE L7800 (analysis of covariance: ANCOVA) €5 V& HWCHEE L7z,

[ZePEREmE E ]
HEFESLIIICHEBRERHESE (MedDRA) version 17.1% iV, SEBIKSHE (SOC) KUFEAR
B (PT) BNCEEE LT, AEFROEEE L, AEFRILBEHEREE (CTCAE) version 4.0 THIE
L. F—SBFICEEE DR DR —FENEEMERE LG 6%, Kb EVWEEE CHEH L,

(S e AR A ]
PUEMBUA R R FPUROFRBLEE B R OREREIGZ . 5 16 WA £ TIIPIEER 5HB, RERaeik
TEIE B G- A A E 2 b e 5 BRI LT,

% BEUICBW AR SN T X U A7 (B x) B4 (A AR TROEIRGEAGE STV B BUAI & k3 B2 2)
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HERTHA
AFIE |
. : AF| B
B5EEQIEAIS .
] 80mgDEFTIAE. ; 23BIZ1[E. 40mg% ]
528 H [240me% B TR 5. ! KT#HE
23B[Z1[E. 40mgE R 1% 5 .
A P l i
DL | sesorERREwR | EEATERREOVE | || B
5 1“-'{ 2;8[21[a], 40meg% | ?
7 %51 ER0IBAI 5 HTHES
8omeDEFFIE. — =
#5288 C40mgE R TR 5. it ANFBE
| 2BIC1E. 40meE R TIRS 1:1
25E(Z1[E], 40mg% B
! BTi#%E
|
| | ] Ll
L 148 ! 34iER I Tompgl
! PASISOR i1 13 5 4 4
TER AN | P
(168 8) _“l (528 8) —

) AFIOZ PR, REER SR, IR CRR SN AEL AR, @, AR T EY A<T
(BT z) [74 U L~ 7% 2l& LTHIENC 80mg Z 2 TS L. BL#% 2 812 118, 40mg % &2 F s
T 5, BB, DER+SREEITIT 1 E 80mg £ THETE S, | Thd,
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BEER (FAS)

AFEE 2 FeA T3 AEHS (BU) e
(n=175) (n=175)
o 2ot 63 (36.0) 59 (33.7)
PR, B (0) B 112 (64.0) 116 (66.3)
HA 167 (95.4) 157 (89.7)
o UZEN 5 (2.9) 8 (4.6)
AR B () Z DAt 1 (0.6) 7 (4.0)
] 2 (1.1) 3 (1.7
Mean=+SD 45.1+12.95 44.0+13.68
el () 2NN PN A [18, 74] [18. 73]
K (kg) % 174 173
Mean=+SD 88.85+23.639 89.33+19.390
SE (em) % 174 173
Mean=*SD 172.39+9.338 173.38+9.906
% 174 173
BMI (kg/m2)
Mean=+SD 29.72+6.573 29.66+5.828
(iR 174 173
PN T ——— Mean'iSD 19.85+11.866 20.34+13.482
Median 18.50 18.00
(/UM R A ] [0.7. 54.0] [0.7. 59.0]
HELIRE OO SR R S0 15K 5 FEAH 13 (7.4) 13 (7.4)
(%) 5 ELL | 161 (92.0) 160 (91.4)
% 174 173
PAS % =7 Mean'iSD 19.68+8.100 20.48+7.880
Median 17.10 18.30
(/UM R AfiE] [12.0. 61.8] [12.0. 52.2]
k' 174 173
BSA Mean.iSD 25.3+15.02 28.5+16.82
Median 20.0 23.0
2NN PN A [10. 82] [10. 90]
AESE 106 (60.6) 102 (58.3)
sPGA. #l%k (%) GEChE 61 (34.9) 61 (34.9)
ik C EAE 7 (4.0) 10 (5.7)
HEREIZ KT 2 A BRI O 5 H 0 . Itk (%) 33 (18.9) 30 (17.1)
EHREUTRREOIREREH O | #i3 (%) 128 (73.1) 135 (77.1)
AT oA FORFEREH . BilE (%) 16 (9.1) 20 (11.4)

a: PIER SHMINCER R, PIEEE A bBERE R E L TRIaEZR T L,
BMI: body mass index. PASI: Psoriasis Area and Severity Index. BSA: /KD KR mIEIZ 5 D 2 ViR A OFIA .
sPGA: TRERHH Y EMIC X 20 & 3T, FAS: SHERA(L SN T X TORBE & XIGR & T 2 R K OMBHT R G4EM

R

Ao

[(EZFH@IER]

#5 16 BB D PASI ROAT7DR—R 54 Ui DD

#4516 H D PASI 237 DRX—2AF A )6 QRO ROFLEEIL, AAFRET 80.91%., AT/ A A EHE
in (EU) BET 83.06% Th o7z, WARDEEMADR/N_Fe V-1 (2 2O MIEIC L D 95%(EH X [H)
13-2.18 (=7.39~3.02) Th o7z, 95%EHXMEN, H O COME LI FEHFFAROHEHM (-15~15)
NTH-o7,
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#E5 16 HED PASI ROAT7DR—X 54 UhbDiFEL

AFEE AT A FEFES (EU) B
PASI 2 27 OY 0 F ¥ #(SD) 80.91(24.237)% 83.06 (25.195) %
TR 7 2 -2.18% -
BER 220D 95% (5 HEX M a -7.39~3.02%

al T 2 A FIN R O BIE . Ui, ROM—Z T A UIFD PAST 2 =27 THIIE L7z ANCOVA E7 /112 &
2 HEE

e

FEER

B L SN2 BB DA EFROFBEIGIEL. KA/ AHRE (& 52 HI#]) T 86.2% (131/152 1) .
FAT A AEFES (EU) AHIEET 85.7% (66/77 i) Tholz, HEIERLINTZBEDOERHEFEFL
X, AR ARFIRETILRIAEER 27.0% (41 61) . EXGEEYE 11.8% (18 1) . 5% 8.6% (13 41) | #
it 7.2% (1141 | EHEIE 6.6% (10 ) KOBEH 5.9% 9 #)) Thol, A7 1 A EHML (EU)
JARFIRE T, SIHEEZ 32.5% (25 6) . FH#I13.0% (10 f) . EXGE®Y: 10.4% (8 fi) . FE &L
ZIOFEIENA 9.1% (TH]) Thol,

HERAFFRORBE G L, ARH ARABET 4.6% (7TH) | 174 AEIES (EU) /AHIFET 11.7%
(9 ) Tholz, TOWNFRIL, ARHL/ ARFIRECILME M & REBIIRE B FBL L7z 16, KRR L
PRERFERENFE Uiz 16, =R, JHEEMMEBREGRE, MR, THENRE & OMEMEPAZEME iR B3 &
LI, SeAT34 AEIRS (BEU) /RFIEE CIXIRERES . IRELSERD, 3 RRBIE I B lE, — BT
MAEAE, RIEFE I, JREGEY, Ko, BRMREEER OSREXRR’E LHIThHoTz, 2D 5 bAK
ARANFEO ML (1 B]) 1 FREIEN TR 7228, AFI L OREBERIZEE Sz,

BeBPILICE S Te A FEFRORBE G, FEER LI NIOBE TIE AAL AKHRET 5.3% (86 | %
134 AEHE (EU) /AAIRET 3.9% (B Thote, TONRIT, ARAF/ AHFIRE CTITHHE K OHHE
FREELLIZ 1B, TI7=0T7 I FT A7 =27 —B#IN, TANIXUVBTI ) T A7 27—
HME Ry -7 VB I T AT 2T —BEIN A S 1 FlOE s, wfiE 3 5, SRS, TR
FRAROHEIER A 1 Bl ThoTo, 731 AEEMS (EU) RFIRECIE, doiE. IRERIEZ R OZ 9 F
JEDNE LI ThH o7z, ERRAFEFRRORIUCL 2HBGH T, RE AREABEO MM, 61754
AEES (EU) S AFBEOIRERIES NS 1B ThH o7z, KRBT, BEIEIHE S enoT,
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FEEROBE

HREBL SN - BE HEEAL SN B

e T A setrq i
\ AN A E v | ¥ (BU
HERRONT Y | g e e | A | B0 )
WL (BEU) Bt
(n=22) n=17 (n=152) (n=179) (n="17
FBUFIE (%)

AEHEZ 15 (68.2) 11 (64.7) 131 (86.2) 62 (78.5) 66 (85.7)
7L —R3UEDOFHERER 4(18.2) 1(5.9) 10 (6.6) 3(3.8 6(7.8)
BIVEH] 8 (36.4) 7(41.2) 51 (33.6) 23 (29.1) 31 (40.3)
BB - EHE 0 (0.0) 0 (0.0) 0(0.0) 0 (0.0) 0 (0.0)
EELAEFEL 3(13.6) 0 (0.0) 7 (4.6) 4(5.1) 9(11.7)
HEEREIEM 3(13.6) 0 (0.0) 3(2.0) 1(1.3) 1(1.3)
BHPILICE>T-HEES 6(27.3) 5(29.4) 8(5.3) 1(1.3) 3(3.9)
B G IICE - = EIVEH 4(18.2) 3(17.6) 3(2.0) 1(1.3) 2(2.6)

CTCAE ver.4.0

BlfER (BB

AIME OFEBREIGIE, FEIERL SN BE TIEAAL AFRE (k52 #[F]) T 33.6% (51/152 1) |
FAT A AEHS (EU) ARAIRET 40.3% (BUT7 #) T oz, FREWEMIZ. AH AFIFETIE,

SRR 7.9% (12 B1) |

FROERG: 4.6% (T 61) | wofig, BETR. BRRAOT 7=0T I M T

A7 =7 —=BHENR 2.0% B H) | JeAT34 AEHK (BU) /AFIRE T, SIREEZ%K 10.4% (8 #1) |
FROEEG: 6.6% (5 B1) | FEAVASZ ROl TESTEOLER ., TESRERALAOER, TESHALEAR ., ER.
D, THREOERAA 2.6% (26]) Tholz,

HEZAMEAORBBRENGIL, AH AHFET 2.0% BH) | i1 31 FEFES (EU) S AHAEET 1.3%
(1) Thotz, TONRIT, AH AFIRECTRHER, HYIETRE R OSSN E 1 H, i34
FEHES (EU) AFRECIRTIREZ N 1l Th o7,

B G IRIZE S R RIERIL, AL ARFIRECHEE X OWHER A BBLL 1 6, 779=T73I/ FT7 A
T2 T =B, TARTX VBT I ) I AT 27 —BHNME Yy -INEIN T AT 2T —F
BEMA R Sz 1B, SRAIERFREE 1 F1, SBT3 AEIRE (EU) AHIEE T I azfiE & QIR IRAEE A
1Bl ThHoT,
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WEFhhOBREHT2HULEICER L-EIER

FEEAL SN D> B BEEA (LS BH
s AT | etiiq i
BRI wne | IR e | 0 B0 @)
FEAGE A (RU) B AFHIRE
(n=22) (n=17) (n=152) (n=79) (n=77)
HBHIE (%)
RIVEH 8 (36.4) 7 (41.2) 51 (33.6) 23 (29.1) 31 (40.3)
JRYE B & OV A BUE 1 (4.5) 3 (17.6) 29 (19.1) 12 (15.2) 18 (23.4)
EAEEPN 1 (4.5) 1 (5.9 12 (7.9) 4 (5.1) 8 (10.4)
ARG 0 (0.0 1 (5.9 7 (4.6) 4 (5.1) 5 (6.5)
A e~ L~ 0 (0.0) 0 (0.0 2 (1.3) 0 (0.0 2 (2.6)
Bl L2 2 0 (0.0) 0 (0.0 2 (1.3) 0 (0.0 0 (0.0
LERINIIRZ 0 (0.0) 0 (0.0 2 (1.3) 0 (0.0 0 (0.0)
R R L O TRk E 2 (9.1 2 (11.8) 9 (5.9 6 (7.6) 5 (6.5)
W7 1 (4.5) 1 (5.9 3 (2.0 2 (2.5) 2 (2.6)
&%&@gh%ﬁio&g% 1 (45) 0 (0.0) 6 (3.9 6 (7.6) 8 (10.4)
e Rt VAL 2T 0 (0.0 0 (0.0 0 (0.0 4 (5.1) 2 (2.6)
TESERAL S 0 (0.0) 0 (0.0 1 (0.7 1 (1.3) 2 (2.6)
1 7 57 0 (0.0) 0 (0.0 2 (1.3) 0 (0.0 1 (1.3)
PRI EAR 0 (0.0 0 (0.0 0 (0.0 1 (1.3) 2 (2.6
IR 0 (0.0 2 (11.8) 3 (2.0 4 (5.1) 7 (9.1)
25 0 (0.0 1 (5.9 1 (0.7 0 (0.0 2 (2.6)
LD 0 (0.0) 1 (5.9 0 (0.0) 1 (1.3) 2 (2.6)
T 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0 2 (2.6)
E R R & O%E A MLk E 1 (4.5) 2 (11.8) 9 (5.9 2 (2.5) 0 (0.0)
B 0 (0.0 1 (5.9 3 (2.0 1 (1.3) 0 (0.0
5 AR 0 (0.0) 0 (0.0 3 (2.0 0 (0.0 0 (0.0
PR TR T 1 (4.5 1 (5.9 3 (2.0 5 (6.3) 4 (5.2)
SHEYR 1 (4.5) 1 (5.9 1 (0.7 2 (2.5) 2 (2.6)
BRI AL 0 (0.0 1 (5.9 5 (3.3) 4 (5.1) 2 (2.6)
;ZZZZ;E;;VM/X7I 0 (0.0 0 (0.0 3 (2.0) 0 (0.0 1 (13)
;fg;;£ﬂ/F7/X7I‘ 0 (0.0 0 (0.0 2 (13) 0 (0.0 0 (0.0
MR 2R, HERES L OMERR e 0 (0.0 1 (5.9 4 (2.6) 1 (1.3) 2 (2.6)
MK 0 (0.0 0 (0.0 2 (1.3) 0 (0.0 0 (0.0

MedDRA ver.17.1

NEYIE (ADA) E4E

NR—=R2 T A UK (F550) 12 ADA NGO BE X, AFIEET 0.6% (1/174 61) | 1734 AEHES (EU)
BEC1.2% (21173 41]) THoToo N—RA T A VEFICHTPERBGIEDEBEIL, WTHORSHETHLERD L
P ANAYIIES Y
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ADA REHFER FHE2e) (ADASEHIZREH)
HIEEAL SN o - BE HEEAL S - RE
AT A A& N
N AT A F =
. FAT A FE . | & (EU) | n
AFIRE $n (BU) B AFH S ARHI R HAT A AT %u%%g /
e (EU) B
(n=22) (n=17) (n=152) (n=79) (n=77)
FHHIEE (%)
NR—=2 T A W (BE5HT) 12
SERANE SR . K 22 16 149 8 S
ADA 5% 0 (0.0) 0 (0.0) 1 (0.7) 1 (1.3) 1 (1.3
FPRIBLIR 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
N=ATA RIS
GRS R R I 21 17 152 & m
N—2 T 4 UHFIZ ADA 2
KTt TR—2F A 18 (81.8) 14 (82.4) 104 (68.4) 59 (74.7) 56 (72.7)
%12 ADA 3Bt
A S GV Nl eb AT 7NN
BRMFEPETR—R T A 13 (59.1) 7 (41.2) 21 (13.8) 16 (20.3) 19 (24.7)
N e b TR NN T
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2) REMHR
ME) o FEEERRE LEBNAFIARNARSHR (MisER) (20130258 EHER)
Ak

HEIESUIEIE DB ) U~ F 2 A4+ DA E RN RS 2 681 AF ORI ek OH 2 7F

S
R EIRs (R, A, HBERE, FEEMREBR (20120262 Rk Ok A 5R)
FHA

PUF O FHE 2t 7o 9 HRARE AT EAE QB Y v~ F B 467 il (KA ARAEE 230 fil, FeAT/34 4
Ed L (US) * /AHIRE 237 )
x| - A THEER (20120262 BB TEAIEA(LII, AREADUIEIT A FEES (US) o5 26 HE O
KPi& e T LI
SRS D ATREME D B D MDA . TRBRIENEIR 57l D FRIIEMR A A3t o
- ATRBRCEESASFLUIAEFLN BB LILEF T, BT 2 2 LI2 kL BFITEY
F 72 R4 B TAE T L IR TE R AN U 7
JhvE - PUEME O N BE UTFRIRN G- %2 Z 9 5 BYYEICRE L TV A BT, IeREB(LEMICELY
JRYSES B L7z &HIEr S D £ THAANRT L Lz
XHGEAE ITAHA] 40mg & 2 I 1B, £9 18 » HIIK F#5- LTz,
RERGE | AAOREGHIRIL, BITRBRCARZ &G SN BE TIIRE 24 » A, BITRBRCEIT A FE
i (US) 2HE3h, KRB CTAAICHI B2 -EETIE, KR 18 » ATh T,
[BahEFmE A ]
< kEY v~F %2 (American College of Rheumatology: ACR) F:#EIZES< ACR=7t®y b
20% D (ACR20)

FHMEEE | -EBRIREMER 27 28-C KIGHE B (Disease Activity Score 28 — C-reactive protein: DAS28-CRP)

(&M HnE E ]

BB T TR LA EFR (treatment-emergent adverse event: TEAE) M OEE R AE
5, PR (antidrug antibody : ADA) O3

BWMEDFENT R GAE L, FEE MM BR DR R OB GEM (full analysis set: FAS)  (flkfeak
BRIHEAAN DN T X ToEE) & Uiz, IEFERMkGERROLZ 2O LT, fkfialiRic
MAANBIL, AFD 1 EL EREINETXTOREE L,

(B 2hHEEHmE H ]
R=RF A %G LeARRBROF AT ACR20 Z 1 L1~ BHEOEIA %, LITRBROBEG RS
figtiztmE | 77 v b Uiz, DAS28-CRP OEITHRRON— 2T A b DAL R A | ARKER O R 151 24
L7,

[ZatERHnE E ]
BEFLL T ICH EERERMAZEE (MedDRA) version 17.1 & VY, Hef7elER T 5 X 1u7- 3-A15H
DEERERG ORI, BIEEZEERRSME (SOC) KUEAE (PT) BIcH#EH L, AEFLOERE
JEE X, AEFSmAERYE (CTCAE) version 4.03 THIE L7-,
*  KEICBWTHER SN T F ) A< T (B R Z) fA (HAR CREERTEAGE STV D8 &N B2 %)

=10

Tl




V. BRICEd 5

BEER FERMEHEROD FAS)

v. | AT A ER
M(”n/: ﬁ'ﬁﬁ* (US) /AFIRE
(n=237)
otk 188 (81.7) 191 (80.6)
’EE IR 51% %
PERL B (9) Bt 42 (18.3) 46 (19.4)
HA 218 (94.8) 224 (94.5)
o BANSTZVNRT AV BN 8 (3.5) 12 (5.1)
M. B3 (%) TIT N 3 (1.3) 0 (0.0)
Z DA, 1 (0.4) 1 (0.4)
B U w7~ TSk % Wi A HY 60 (26.1) 69 (29.1)
OFEIE, B (%) L 170 (73.9) 168 (70.9)
5 Mean=*SD 54.7+11.71 56.1+11.40
7| e G
o i G5 CRME. B [22. 80] [21. 77]
» . o 65 A 183 (79.6) 181 (76.4)
~ in 7 v—7" . I (%
< | T PO 65 KELLL 47 (20.4) 56 (23.6)
; B U~ F ORI (4F) Mean=*SD 9.13+7.873 9.46+8.060
j Bfi Y o~ F D 5 LR 90 (39.1) 79 (33.3)
g | IR E, B3R (%) 5401k 140 (60.9) 158 (66.7)
DAS28-CRP il 219 222
Mean+SD 3.40+1.361 3.32+1.299
Bl 229 237
i
Ik WEIRBARTE Mean+SD 4.2+8.30 3.7+5.81
B A% 229 237
| B A (6
ik Mean+SD 8.0+11.31 7.7t10.94
L A 1%k 229 236
§§ PR BIEEE O A% T Mean=*SD 3.6+2.31 3.5+2.20
N~ | M EMIZ LS % 229 236
; P RIE B O SRR Mean+SD 2.5+1.88 2.6+1.80
7 . %K 229 236
BRIz TR R
i BEIC L LRI RERP Mean=SD 27.4+24.36 27.34+22.32
=3 -
HAQ-DI il 229 235
Mean+SD 0.98+0.703 0.96+0.699
%K 219 222
CRP (mg/L)
Mean+SD 7.74+11.917 8.16+11.659

al SEATRBR O BEAER BT AS  ebAE

DAS28-CRP: #EBIEEE R =27 28-C FUSMEE . HAQ-DI: KRN B M ZE 2 VW - BreRe &4k, CRP: C X
JEYER A, FAS: B{EA(L SN TR CTOBEEXIR & T D B KOMAT 5L




V. 1BRICEEd HIEH

R

E=Bild

[(EZFH@IER]

i ) ACR20

FATHER DO R— 2T A 2 HAD < ACR20 SUSRERIE, ARRBRON—R T A T 73.3% (340/464 ) | #%
5 438 H T 77.6% (361/465 f]) | 5 24 # H T 74.2% (336/453 ) ., #1548 # H T 77.6% (337/434
B) . BeH 70 H T 78.8% (327/415 ) Th-olz, HATREBOR—R T 4 12H-S< ACR KL
Tt ThoT,

FTRBDOR—Z 54 VIZED < ACR20 RitE (FEEHRMERIAERD FAS)

(%)
100

90
80 ‘.E_—_ :g
70+
60 1
50
40
30

20 o KA
104 - AT/ N E SR (US) / AHI B
% +SE

ACR20 i 28

0 - T T T T
FATHERD 4 24 48 70 (&)
N—ZF Y

FERBEHHRO s

N=RFA>

AFAKIBE(n) 228 228 223 216 206
FATNAAEESR (US) ~AHFIEE (n) 236 237 230 218 209

i ) DAS28-CRP

DAS28-CRP DFATHRERD N—A T A LD DE(LEDVIEIL, RKRBRDOX—2F A (440 fl) T
-2.25, &5 4 A (463 ffil) T-2.36, &5 24 HH (450 f#]) T-2.41, &5 48 H (433 ffil) T-2.55,
570 HHE (412 ) T-2.60 TH-o7z,

DAS28-CRP O SeATiBR D R—Z T A v DL RIZLLF O LB TH-o7=,



V. 1BRICET HIEH

DAS28-CRP D EATHEBDA—R 4 UL DELE (GEEHEMEEHERD FAS)

uiln_’]H 0.0
& -o- RFI/AHIF )
e -0.5 - O AT\ AFEZER (US) ~ KFIF#
0 Mean=*SE
X -1.01
V
N
r|< -1.5 -
K¢
e -20
o
[1
o
& -25
)
<
[s)] _30 T T T T T

FATHERD 4 24 48 70 (A)

R—ZSA -

FERBERBRO s
R—RS5LY
AHFAEIFE (n) 219228 223 216 205
FATINAAEER US) /FHFIEE (n) 221235 227 217 207

oy A3
FEER
HERLORBEIG I, AF AFIRET 62.4% (143/229 ) | FeAT/34 AEHS (US) /AHKIBET 65.0%
(154/237 fil) Th o7z, ERHFFRIT ARHF ARFEECITHRFETER KO ERGEEYE % 7.9% (18 f1) |
RER 7.4% 17H)) | EfE 7.0% (16 61) | Ff7/54 AEHES (US) /AHFIFETIEEHEEEK 10.5%
(25 ) | EXGEEY9.3% (22 41) | BB U v~F 7.2% (1741 | [EXK 5.5% (13 41) TH-o7z,
HERAEFZORIEIS L, AK AEIEET 10.9% (25 B) | 1734 AEHKS (US) /ARFIEET 8.9%
(21 4) Thotle, EREERAFFRIL. AH AABETITOMEZE, ZRERBEEIEROBEE Y v~ F
D& 26, JeAT A FEIRS (US) /ARFIBETIXETERIEAE 3 f, AN 2 fl Th o7z,
B G © o B EELORBEISIIARF, AFRET 3.1% (T H) | AT AEHES (US) /AH
BET4.2% (10B1) Thoto, ZONRIE, KK AFIRECIE, BELRONEIAIEEL LI 161, EHARN:
&, AR R . OVE AR B AIaME Y oSl 7R IR X OB A& 1Ll Th o 72,
FAT A AEFES (US) /ARAIRETIL, A& OEEENRE L 16, ZRHEEERE, B v~ T,
B . Bee . MeIRIE. REIRSE. T 4 20N, MEIERRARPHZE K OV FiES & 1 B Cdo o 72, ARRBR TIE,
RIS S oo, ARAL AFIBET 1 HICBOEMN B EERTH D BRFEDS BB LA, AHF L
DOREBRITFBO SN2 d o7z,



V. 1BRICEEd HIEH

FEFROME FERRABROREMETGRER)

e RNl
HEHGOHT Y (n = 229) (n = 237)
FEBLBIEL (%)
HEHES 143 (62.4) 154 (65.0)
JL— R 3P o ERES 26 (11.4) 16 (6.8)
RIVEM 37 (16.2) 43 (18.1)
FHIICE - HESRES 0 (0.0) 0 (0.0)
HERAEFRS 25 (10.9) 21 (8.9)
EEZEIER 2(0.9) 1(0.4)
BRI E -G EES 7(3.1) 10 (4.2)
BEIRICE - - EIEM 4 (1.7 5(2.1)

CTCAE ver.4.03

BlER

BIVEF DRBLEIG 1T, AH AHIBET 16.2% (37/229 ) . AT A AEHKG (US) /AHIRET 18.1%
(43/237H) Toh o7z, FREWEMIZ, AH AHIRETITRE LK 2.2% 661 | EXGERYL, THEAZK
KOWFEESR EAA 176 a6 | BV v~ 1.3% B #l) | FIT73 4 A= (US) /AKI#ET
3, KB ZR KO EROEREGED A 2.6% (6 61) | SIFEAR 1.7% (4 41) | BIEER 1.3% B#) TH-o
776

BEEZBEML. AL AT 0.9% (2 #]) IZFEO B, Bk, OF A B a8
FERE LB CTh o7, AT AERES (US) /AFIBETIL0.4% (14 CHES V—ER3RD b
Too BEGHIEICESTZRIERIZ, AH/AFIEET 1.7% (46 158D B, & DONFRIZED & OME: 2356
LU 16, B, BEbtk, OVE AMEHIRA B fifatE Y > SRS 1l Th o7, FBIT/34 A3
fn (US) /AHFIBETIL 2.1% (54 2D B, EONFITAMBL OEEESREEL L7 1 6], MEEER

PAZE, BARITM. M, BAEIY v~ F 234 1B TH > 7,

WIFhHhDREETIFIULEICER L-EIER

. FeAT A A EHS (US)
BEHIA S L KA
FEAEE (n=237)

FEEHEE (%)

RIVEH 37 (16.2) 43 (18.1)
JRYLIE S K OV HRUE 24 (10.5) 29 (12.2)
KBSk 5 (2.2) 6 (2.5)
ARG 4 (1.7 6 (2.5)
PAEEPN 1 (0.4) 4 (1.7)
WHEH 7% 4 (1.7) 1 (0.4)
Bl e ¢ 2 (0.9 3 (1.3)
B iE R B L OYE ARk & 4 (1.7 5 (2.1)
Bt v~ 3 (1.3) 1 (0.4)
BRI A 5 (2.2) 3 (1.3)
TR L5 4 (1.7 2 (0.8)

MedDRA ver.17.1
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MEMHIK (ADA) EXE

ADA 3B 0 B3 B O RIPUR D B O BB OFIA X, ATRBROARAIRE & o751 A EHS (US) B
EDOMIZEIZ A LRI o Tz,

KRR OR— 2 T A R ADA M SUIRAT, KRR OR— 2T 1 %12 ADA Dt & 7r o~ 7o B3
DEIEIX, 18.2% (85/466 i) Th o7z, ARHERDN—R T A R RFHUARD FEME UM T, ARFER
DR—A T A R RIPUE DG & 7o 72 BB OBIA X, 6.9% (32/466 f5]) TH -7,
FATRBRON— 2 T A BT ADA 23 UK T ARRBR O W OREHIC ADA 235 & 72 > 72/
FOEIGIX, 50.2% (234/466 i) Th-oiz, FATHRERON— R T A VRS PFIFUAR D fatE 3R M T,
AR DO WD ORFHIC F RPN & 72 - T2 BFE OEIA X, 14.2% (66/466 #]) Th -7z,

(5)BHE - RREAIRER
[V.5.(4) 1) BNMHERIIEER SR
(6):A8FERIfE A
1) FERABERE (—REAKERE. BEEARERE. FARBLERE) | 2E8RFTET —2~A—XH
. HERTREBRABRONE
R LR
2) RRFHLLTERFEOANERXIEERL-AE - KBROME
R LR
(7)Z Dt
% L



VI, BB BRI 4 5 I H

VI. EMEIE (I HIER

1. REZHICEAESH S ILEYMXITIL S
THY L=T (BiafHfz)
EE  BEO S LBV OMREUINREFIL, BHOEBETIRLEZSZRT D L,

2. EEER

(1)/ERERLL - ERRE »
7Y L~ 713 TNFo (R RIICHE & L. #iasRE O pss XU p75TNFa Z %4k & TNFa OFH EAFEH 2 fLEH
9% Z & T TNFa OAYIENEZTIIT 5, TNFa IZRIESINCBEHD L EBERY A I D—D2ThHD, £
O TNFa (KT 28K TH D7 XV L~ 7 (XAl R OWEE BT TNFo [ZFEROICHE AT 5, ZO/RER, ¥
BME TNFa &AERIRIIL OS2 BR & OFEAIIMRE S4v, BN EE T 2 RIESIEHBMGl SNt £ B2 b
TWo, £77 40 L= 7%, BEEER TNFa LG L, TNFa EAMOT R b= A25HET 52 L1
&0 RIESUS Z I3 5

TNF L4 e
TNFa
L
< a ) TNFaELEMRRICH S
p O =00 HES
. > S > BEERTNFalCHES
BTN /J
o3 o v’y B
o
M Q‘

L

§ TR ~
@) V- /‘/ \71"#—/7\35

s o ) R

(j]r’ @ NFeewaemcsy  YSTER o

FiHlile S DIES ZRELE

REFHEETNFa

\ SAE S eI FREVHHEE
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Q)EMNZEEM T B HBRAE
1) A TNFa (sTNFa) (ZkF9 265676 (in vitro) 67
AHN, FeAT 34 AEES (US KO EU) K OEHES O sTNFa (232 kAT % A ELISA 52 & 0 i
ELE (F10vy b)), WEMBEZARBMGHBREE L TF oy hL, 4 8T A—F—a P AT 4 v I7ET)L
WZER L, BUBE S AR S O F BSOS HIAR D ECso & L35 Z £ I2 X 0 FEtoExkEATEEE B L7z,
T ORER, ABH, AT FEIESE (US O EU) @ sTNFa (IZx T 58581 MEIFLL T O L B0 TH Y |
A & FAT A AEIRE (US KOEU) & OB RS,

sTNF o 2%t 9 B HxEEF S
(%)
150 -
140 -
130 -

120 - ot oe®
1Ho{ — @ — o9 @ ——
1004 gm ‘0.0'
90
80
70

FEBHDD 20 2125

RATAAL  AEBE R
EESUSE  (n10) EESEDH
(n=10) (n=10)

£70OYMIROVEDTAMER, RITFHERT.

2) EE@EM TNFa (mbTNFa) (X 25EE1EM (in vitro) 67
KA FAT A AEHES (US) | el 31 AEES (BEU) K OMEHES O mbTNFa (27 2 G5 %
MT-3 #ifuds L O AlexaFluord88 Tifiak L 7z A& FIW 2 Ml — A DB GRS G T v A 12 K 23l L
e (F3ry ) . HERISHBOFATHREZ TV, 437 XA—2—a T A7 4y 7E7/MZERL, &
B AR O HBESOSHIFR 2 i+ 2 2 L2 KD | B O R ATEEZ B Lz, £ ORER. AFNIET
N FEIES (US L OEU) @ mbTNFa (IZXT D #EGTEMHEIILAT O LB TH Y | AH & HAT 1 A EFK
i (US K ONEU) & OFELIMEN R STz,

mbTNF o [Z3 9 B FEXHE & 7EE

(%)
130 -

120 A
110 u

|
100 4 ] ®

RSO 4 2
[ ]

90 A

80 ; . ;
FeATINAF AFIEE FATINF
EZE&H (US) 8 (n=3) EF M (EU) B
(n=3) (n=3)

BF7OYMIZOVEDTFAMERERT,
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3) b MR M (HUVEC) T® sTNFa #5EM 1 > % —o A -8 (IL-8) PEARAENRE: (in vitro) 67
HUVEC % sTNFa THIF L 721212, SFREOERA, Je1734 AR (US) RO 731 FEFHES (EU)
EUSINL, ¥—RE a7 v e A #HWCTIL-8 OREEZWE L ((53av b)) , T—F%& 487 R
—H O VAT 4y T IHEE ST, AEKSHRE ER LTz, SHRIE% ZREICR LTy ML,
MRS HFIZETE U ECso 3RO T2, EORER, RANIIAT A A EHES (US X EU) @ HUVEC T
@ sTNFa #FE M IL-8 FEAREEMHEIZLL T O LBV TH Y . ARAI & BT 31 AEIES (US XWEU) &
HRMEN RSN T,

sINFa 12k % IL-8 EEAERREEY

125
FATNAFEESR (EU) B
-~ AFKIE
100 - e 1]_‘ T T+ TN\ AAEER (US) B
R il - =
o !
D_ £
50 -
¥
25 - =
N
0 . . : : . )
-4 -3 -2 -1 0 1 2 (nM)

Loghn ik B E

POC : X3 B2 % (percent of control) i
ETF—RIEEFNETNDHAKIZDWNTITo=3EIDHERDMean£SEETR T,

4) ~ v A ek (1L.929) M T sTNFa S MastLETE M (in vitro) 7
TIF ) wA v D TRELIE~ T R L929 Ml . KIREDOARK], AT 34 AEFER (US) KOFEITA
A AEHES (EU) 776 FC sTNFa (K> THIBE L, MlSEAFEM L7z (% 3 vy b)) o AfFRIIIERK
FIE R OV B 2 BRNE 9IS L 7= MR B 0 I AE 2 SR B U7z, AR 2RI LT e v b
L. HEBOSHRIZEIR L ECso 23R 72, EOFER. RANIEAT/ A AEHESE (US KO EU) O~ TR
L929 #if T sTNFa #FEMEMAUIELEEMEIZLL T D LB TH Y | ARH & AT 34 A RIS (US EOY
EU) & oEMERRENT,

TNF o BB M MR SERR &5 14

(%)
125 -
100 A
;/;
75 -
&£
50
x FATNAFELER (EU) B
- RF|F
25 - O T/ (A EEESH (US) 8
0 4
-3 _|2 _|1 (I) 1I é (nM)
LoghiihiRE

ET—REFNFIRDOIRAKIZ DN TITo1=3EIDFKEEDMean £ SEZ TR Y,
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5) ZRMEKEATEN (in vitro) ™

FIEOEHF, FeAT 4 AEHKS (US) | I3 1 A EHES (EU) ROUEREREI O b FeyRla, Fey
RIla (131H) KUt Fey RIIlla (158V &KUY 158F) 1Zxt7 At AT1EMEE ALphaLISA IZ X > CTHIE L2 (%
10 b w v FXFHE—1 v b) , FeRn ST 2R5GTEMEIX, B b FeRn 25880 S8 72 293T Ml 2
FH 7z image cytometry-based assay (2 & W JIE L7z, ZDOFER, AH, Hi734 A EH S (US KON EU)
D Fe ZHEAHETEVIZLUT O LB TH Y | A L JetT31 FESEA (US KO EU) L OFUMENREN

77
FcyRIakDIEEEM
(x109
20 - o RERH
o %fig
15 i ema KK
3 0 A FATNAFERRUS)#
& N\ EATANAAERER (EU) B
5 -
N
O T T T 1
0.1 1 10 100 1000 (nM)
RARRE

Fc vy RIa(158V) EDFEEEM (TNFo FET)

(x10%)
14 5y FAT M AERR (EU) B
12 i ° KHFIB
10 o FATINAFEZESR (US) B
3 8 \
r 5
4 3y
2
0 T UL EALLL B AL, S|
0.1 1 10 100 1000 (nM)
RARE

Fcy RIIa(158F) ED#EEF M

(x10%)

~ 01 4 A BEHM

3 }g T 7S o %fEE

E 44 M s AR

[ }(2) ] \ FTNAAEER(US) B
S 8- \ FATNAFEERELH
> 6 ¢

Bt \,

< % 7 e

T — 1
10 100 1000 10000 (nM)

mikRRE

—_

FcYyRIaLDIEEEME

(x10%)

16 sz

14—, A AN

12 | TN o iR

10 4 \ o= ANFIFE
3 g FATNNAFEESR (US) B
xr g4 FATNAFEE SR (EU) B

4 .

2 4

0 T T T - T I

001 01 1 10 100 1000 (nM)

MikEE
Fcy RIla(158V) LD #EEE M (TNF o JEFET)

(x109),

=l FANMAEEREVE
%1 N e FEE
] . RATNAAEES(US) B
- 10
o ] \
5 ¢
0 T T T T T X}r m
0.1 1 10 100 1000 10000 (nM)
HikEE
FcRn&DFEEEMH
(x107)
= }[2) 7 4T/ \A A ESE R (EU) B
& 104 =g o KRFIR
o 81 :§§§\Q ° ST/ (A ELER (US) B
5 6 ‘
g 4 \
S 24 N\,
L 0 _\—m.
1 10 100 1000 10000 (nM)
HikEE

BT —2F TN TR DMK DONTIT>73E DR DMean+=SDERY

RLU: relative luminescence units
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6) FURKAAIEMINGE (ADCC) ROMRKAAFIEMILEEE (CDC)

(in vitro) 67

FIPEDARR, JAT A AEHEG (US) | AT AEHKSE (EU) LOEHERE E A v Fa -3 L
7= MT-3 R =7 = 7 # —#ifia (&~ FeRIITal158V] % %8l X & 7= NK-92M1 flif) % i L, ADCC
TEMEZRIE LTz, Eio. BREOARSF], Jel7 310 FEIES (US) | Tl AEHES (EU) K OREREM %
A ¥ a_— ]k Lz MT-3 ER9MIaIC s o itk Z ik L, CDC &4 MIE L7z, ADCC IHMER T}
CDC {&ME & BT 10 UL Lo v v 2 L7, &alBtofEHE R IZ3x4 % ADCC {EM: & O CDC &
PEOHIX, AEMISHBROFATHEOMREL, 4 XTA—F—a VAT 4 v 7 ET ML VER L, Tk
B KA AT A AEFES (US XOEU) @ ADCC {EHR O CDCIEHEIZLLTO &80 THH . KA L

FeAT A FERM (US KO EU)

(%)
160

140
120
100
80
60

miioou>

40
20

(%)
140

130
120
110
100

w3ifelwle]

90
80
70
60

& DB RSN,

(n=17)

ADCC &t
——————————————— 159.7(US)
————— .iium———————————————————————————-mwmw

mE

° .0:..

HgH
Sy l.l n® 4
]
| 'Y}
————— W T m s o s --------— == =-437(EV)
——————————————— 12.6(US)
T T T
FATINF AF FATINMF
EZ& (US) (n=13) EZE & (EV)
(n=17) (n=15)
CDC /&%
______________________________________ 114.4(EU)
- _- ____________ 112.0(US)
] :.. .&.
L L L °
l..l
_______________ 76.3(US)
______________________________________ 73.0(EU)
T T T
FATINAF AF| FATINAF
EZESH (US) (n=13) EZE & (EU)

(n=15)

FITOYMIZOVRDOTAMER. BIRIETH ) LTT (US) DHERICE (REHEAZRT
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7 FOMDAEYIEM (in vitro)

Z DDA TENEORBRTAH K O RO 2 LU TR LT,

BRI H

TR b= AEEESE (i)

AFNIIAT A A (BU, US) Pl Lz ffizf L, 5
1T3A FEHKE (BU) (356173 AR (US) SHFELh
izH9 22 &R SN,

E QI A N SIS o = Rl )
sTNFa f& & Bt B

AFNTIAT A FEFESE (US) MOETAA AEEG (EU) &
L L7z sTNFa #5EROGEREZH L, A7 A A EHEM (EU)
XIEAT A A RS (US) B L7z sTNFa & SEE & A
152 DR ENT,

HUVEC T® LTa (237 5 Frdit:

LTa \ZxF 28RS HON T, AANZEAT A FEEM (EU,
US) EFBLL ., AT A EZ N (BU) 13561751 A EZR A (US)
CHBILTWD Z LD ST,

WATHE S 7 sz

ARANTIAT A AESK S (US) "ROeAT A AL (EU) &
Bl Ui s 7 VRS2 A L SBAT 31 A =SS (BU)
TIAT S AEK S (US) LB L mifia ks 7 T nEistt =
BT 5 LRSI,

Clq & s e

AFNTIAT A AEHA (US) ROYEAT A A EHESE (EU) &
L U C Clg fEATETEIC O 72 22 50358 b L7223, CDC 15 1%
FEEULTWD Zenh, BRNARERIIRVEEZ N, £
7oL AT A IR (BU) 13561734 A EHRE (US) &l
L7z Clg &St EH 35 2 &L B3 R & iz,

Fc vy RIIb #&&7EME

ARANTIEAT A A ES S (US) "OeAT 3o A bL (EU) &
JAWL L7z Fey RIIb fE&9&EMEZ A L, SBT3 A3 (EU) 13
FAT A AEHE (US) LHEL L7z Fey RIIb #&&7EEE2 AT 5
LR ST,

Fec y RIIIb #& &A1&

AFNIIAT A A S (US) R OSEAT A A EHK S (EU) &
AL U7z Fey RIb #5GTEMEZ A L, Sef730 A EES (BU) 1%
AT A FEFEM (US) LFBI L7z Fey RIIb fEATEEEZH T 5
Z LR ST,

(I)ERFIRMERM - 1HiEER
PME R L
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VIl. EYEREICET 5EHE

1. MAREDHS

(1RELEMGILSRE

MU ER e L

QEGFRABRTHRE IN-OPRE

1) BEEE
OBRABERAZXRE LB E I HEREE (20120176 HER)
AARNBEREER AN 174 B2 3500, ARRISUTTAT A AEHRES (US) 40mg #HEE MG L7Z & &, Mg
RARA| & T3 AEHE (US) @ Cmax M OV AUCInf O %A SEHE D L D 90 %15 48 X [ 1 X AW -1 IR 4
PEDOFAEFPE (0.80~1.25) WTH D, AHI L IT 31 FEHEML (US) oFEp@hiE (PK) ORI/ FE
PERFER S T2 9,

FERVETNAAERER (US) omFEHREHYE (EWMRENEEH)

(pg/mL)
6.0
5.0 1
4.0 4
iir}
&
o 30
b
= 2.0
1.0 - -o- AHIE% (n=90)
’ S LAY
BEZ & (US) & (n=88)
0.0 4 Mean+SD
(I) 2(I)0 4(IJO 6(I)0 S(IJO 10I00 12I00 14I00 16I00 (B%)
B

REROETNAATEER (US) DEYEBE/NS A—% (PKETHREH)

Cmax AUCInf AUClast tie
e frT LI fiE e LY fiE e frT LI fiE S fiE
(GeoCV%) (GeoCV%) (GeoCV%) (SD)
n pg/mL n |pugh/mL| n | pgh/mL | n h
A 88 4.18 73 | 2519.0 | 8 | 21149 | 73 239.92
(31) (41) (72) (158.25)
FeAT A A EH 86 4.10 74 | 2476.7 | 82 | 23649 | 74 232.85
(US) (31 (42) (46) (159.44)

AFNBRUVETNAFEZES (US) D Cmax B AUCInf DLEE (PK fZHfixt&EM)
AT/ N —REHE (n)

Cmax (ug/mL) AUCint (pug - h/mL)
AKI B 4.115 (88) 2458.8 (73)
ATNA FEIET (US) B 4.158 (86) 2536.5 (74)
i/ N —FRIPIMEOLE [90% 15 HE X ]
\ P - \ 0.9897 0.9694
ARARE v SetT A AEHAR (US) B [0.9282~1.0553] [0.8737~1.0756]
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QNBEABERAZXNRE LIzESNE IR (20110217 HER)

SRENBERRRC A 203 B 2256 R0, ARA AT AEFEE (US) 40mg XITEAT 1 A EHK A (EU) 40mg
ZHE G TG L7 &, PK 2357 A—% (Cmax, AUClast X" AUCinf) D%/ " FEE DD
0% IZHEXIENIL, AH & AT 31 AEIES (US) | AHNEEITAA AEHES (EU) | ROSEIT/31 AEHE
D US & EU OWFOkERTH, AW EiE St LGP (0.80~1.25) WTHY |, 3 KD PK DI
Sk RVEE SRR S Tz,

FE, FONAATEER (US) RUEFTNAFEER (EU) OMmFHREHER (PKETHRER

(ug/mL)
5.0
-o- KHKI# (n=67)
40 | FATINAAEZEF (EU) B (n=69)
' O AT/ AAEZEF (US) B (n=67)
Mean+SD
M 30
V=]
+
& 204
1.0 4
0.0 - T T T T T T T T T
1 7 14 21 28 35 42 49 56 63(8)
5

FE, FONAATEER (US) RUEFTNAFEER (EU) OEYFE/ NS A -4 (PKETHRER)

Cmax AUCinf AUClast t1e
A fn] S L) fiE T Y fiE e frT LI fiE SR E
(GeoCV%) (GeoCV%) (GeoCV%) (SD)
n pg/mL n |pugh/mL| n | puygh/mL | n h
Al 67 3.27 58 2150 67 2020 58 246
(30.2) (36.9) (38.6) (160)
FeAT /34 A EFM 69 3.14 61 1920 69 1890 61 215
(US) (32.7) (39.8) (41.8) (121)
FeAT /34 A EFM 67 3.28 57 2010 66 1980 57 233
(EU) (30.5) (41.7) (38.3) (151)

AE, RITNAFEESR

(US) RUEFTNAAERSR (EU) O PKNTA—2 DL

AR U= i I (n)

Cmax (ug/mL)

AUCinf (ug h/mL)

AUClast (ug h/mL)

AA 3.22 (67) 2140 (58) 2000 (67)
FeAT A A EIRS (US) 3.11 (69) 1920 (61) 1880 (69)
FeAT A A EIS (EU) 3.37 (67) 2050 (57) 2020 (66)
e LT ST N BB O [90% (5 #E X ]

AH vs. 1.04 1.11 1.07
AT A AEFERS (US) [0.964, 1.12] [1.00, 1.24] [0.964, 1.18]
A vs. 0.96 1.04 0.99
AT A AEFES (EU) [0.889, 1.03] [0.935, 1.17] [0.892, 1.10]
ja;w% AESRE (US) 0.92 0.94 0.93
Befi A AR (BU) [0.857, 0.994] [0.840, 1.04] [0.836, 1.03]




VIL_ EYEhielc B9 5 HH

) AENOABSNT-HEROCHEZUTO LB TH D,
(%wUWV?)

WH. RACETZY A~7 GETHfEz) [TF) a~7 %k 2] & LT 40mg % 28I 1B, B FERT 5,
B, BRAFSRGE, 118 80mg £ THETE 5,
<E“ﬁ$ﬁ iR k. BAEE)

W, RAZET XY A~T7 BETHEEZ) [TX U L~7#HE 2] & LTHIENC 80mg % 2 FiEH L, LAtk 2
I 1 [, 40mg # K THENT 5, 2B, RA R EEICE 1 [ 80mg £ THMETE 5,
<ﬁ TEEHE 2

WH., RACET XY A~T BEHiEz) [THY A~7#%E 2] £ LT 40mg & 2 BI2 18], & FEFT 5,
BB, WERAHLREGE. 118 80mg F THETE 5,

XIS EHE A ST UVMAE S HEBIET &)

WE L, RACETH Y AT (BEEE$Z) [TH ) A~T7#%Ei2] & LC40mg % 2 WIC 1 [E], X FENT S,
(BEMICERTEZE T 55 FHFREEE )

WE, 7HXY AT (BEFEBRR) [THX Y LvTH%E 2] L LT, (KE 15kg LI E 30kg RifiDH A1 20mg %,
K 30kg LA DAL 40mg % 23812 18], K FiEHT 5,

%”*”/\ Fv bR

WHE, RACIZT Z ) b~ (EFz) [72V <7 %p2] & LTHEIC 160mg %, FIEHES 2 BE#%IC
80mg % L FEST 2, WlERE 4 BRZLMREIL, 40mg & 2 BIZ 1B, K TFHENT 5,

(7 O—2¥%m)

WE, RACIET Z ) b~ (Efarz) [7FY s~7#%iE2] & LTHEIC 160mg %, FEHEE 2 HE#IC
80mg % & NN 5, RS 4 W% UML, 40mg % 23812 1B, K FENT S, 28, 2R/ LGS
(1% 1 [8] 80mg I ETX 5,

E%ﬁx%*>

WHE, RAIET XY A~7 (EEFHEZ) [THY A~T7%E 2] & LTHIENC 160mg %, #lEIES 2 BEE%IC
80mg % & FEH T2, #EEE 4 BRZLIEIL, 40mg 2 238 1[0, B FEHT D, 2B, MRES 4 #BE%L
Meid, HEOIRREIZIE U T 40mg 2 1 [H3% 80mg % 28I 1 [, B TFEHTILZELTE D,
<¥@%ﬁ®¢ﬁ% BEXIEARESEL)

@i RANTIETHA Y AT GEETHZ) [T Avf?‘ﬁﬁ 2] & LTHEIC 80mg %, #EFE 1 A%
40mg % 2 NIEST 5, PEk b 3 Mm% LIEIX, 40mg & 2|2 1[0, ZFHERT 2,
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1.1 REEEICKY ., %, ik, RLEZECEELCBRLEERVRBEREOFHLLRESL L JEELEN
WESINTHY . A EOBEESIFTHLNATIEGELD, BEHESORBRELRESINA TS, KFHER
ERASEDIERTHEVILELEED., ChOoDEREZBFICHAHAL, BELVERLI- L EHAL
LT, AELOBRENGREZ LEZ LHE SN DIBEICOAEETH L, . FFDEREIC
BT, EELGRERICLY., BGMLERBELEDZELENHDINDT, BEBORMGIN+HARELRER
BERUVEMOERIEEDL L THEAL. AFIRSRICEMEANRE LIGEICIE, EEREICERT S
FSBHITEEFEEZ ST L, [1.20 1.3, 21,22, 24, 81-83, 9.1.1, 9.1.2, 9.1.4, 11.1.1, 11.1.2,
11.1.4, 15.1.5 B8]

1.2 BREE

1.2.1 EELLRBREAE
BunfE, fik, EERLELZECHEMARLESORGHLBREENBESIATNSH. +5 4
RETOIBEBRPEDOREITTET S &, [1.1, 21, 8.1, 9.1.1, 11.1.1 BH]

1.2.2 #5#%

BREMEZ (BHER RUMMER (BIE. )2/ E%) 280HRBEIBEL. FLHLEROHLN
TW3, EROBBRLEETIHEROBELRUBILEOSETANH D120, AFIRE 25k > THZIS
B 32 +0LRZRUE X fREICMZ. A V2 —J O -y BHRBIEYRILY ) URIGKRE
ZATL, BEME CTREZETOLIC&Y . BRBEOEELHERT DL, £, BROBERE
FICIE, MEREOBREZLI-LET, RFERETEH L, YRNLY ) URIGEDRENREMEDOES
[ZHENWT, HERTFEEBEIBOONFILBES LTS, [1.1. 2.2, 83, 9.1.2, 11.1.2 &8]

1.3 BEESE (ZRMELES) OBRKER - BRZHLEOHARES LJEBEN. FAFEELH TNF
HETHONZEDRENH D, HiliEE (SRUBELES) RUTOBREEOHIESICIFRE LY
Wl e, RBRBELZRSBECREEZETHEBICHRET IHEICE. BEEGZHEORES
T EHHE. +ABBEETSIE, [1.1. 24, 914, 11.1.4 3]

1.4 RENZOVWTO+HLEHBEEBSREBEDARBOME - BBRE L OEMAERT S £,[5.1.5.2,54-5.9,
5.11 BH]

(BAET o< F %8 < DhRE)

1.5 REIDEBETSRIC. BEEREORFAREZTHMETSH L, [52. 54-59, 511 BE]

(BET) < F)

1.6 AFNIDBBETORNZ. PR EL1FOMY I FEEDFERZ+I/HET S L. [5138E]

(SEME. EEEmix. BEEEE)

1.7 ABIDOEIEANDORGICOVWTHA LB EET HEMEDEEDL LFERATH L, [6.28H]

(ERREMDHMEER, BEBITASNE SRR

1.8 RFNODVTHRLHEEZL ONREOEMEZHRVARICH L THRREEELYERT ST L,

[5.11 B8]
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1.1 ERNIMTEBNT, BT AEEL &2 G TeH TNF ®AIZHEH LT 5 ERCmEmsliisz ot L ng)

FRAE LTI CRRIME 2 5 T B 7R JRYYE . WAREIR R DB 7= 7a R A2 B OV L, WO T34 A BRI & DF
BRI ST WA, EEEGORENRE SN TWD, 7, AFNIFRREE T <, sHERE
ThHhHrZEHED, INOLOHEREBEICHOICHI L, B L & 2MR L, 18R EOA SIS ERE
Z LED LU SN DGO EEITH 2 L, EERERYMEDBEITITEE LnwZ &,
T, AFIOEEIC L BERBIERANERT I BZNARH Y, MR E - E 2580805, D7
D, HEREWER NI L1256 ORARFITE W TS 47kt e 23 TRe 7z R ek &k NERTO § & TR E-%
1192 &, Fio, RAOFEGZZRERNEE LI-HAICE, I EIREICHEKE T 5 X 5 BEFICHEYEY
5Tk,

121 RENIGREZEF DA b AA > TH5H TNFa FEFEERE 1 o) OIEMEEZIHIT 2 2 S0k 0 B2 38
T2, 2O, AROEGIZ L BEOGEHENET L, BUE, Mgk, BEEBYE 2804 A
FBYYES O ERERBYIE A FBL L, RITEMNREBRE - 28BN D D, AFNIE O
REAIE T SELHHNTHD Z L2 BB FDICHBN 72K L L Hio, BEOBIZRE 451047V, BYE
DIJEINCHDERT D Z &,

1.2.2 AT A AEHE M ZETeht TNF ®FIZB W T, SRR/ IMHI S D Z Ik, MR EELZLD
WEND D, £, MRG0 BE TIIREROBEL, BlboBZNARH D, ZOH, A#lEH
T 5 TEORTOREICKHLTH, RFIOEGITENLS, BUFOHESIC L0 GO 2 feid 5

5T &,
CAEEZIC BT D 4R (BEEIERSE O fERR)
- s X iR A

s A B —T -y R

D UG NN

- i CT ML

TREIMERERE & ST B ICIIAR 2 &5 L 2 &, R B R Ol BT K 0 R D e
MEEDOIL D BEIIL, PR OR 55217 o7 ECARIZ G L, MRS X SR i 2 3240 L, 4
BOREICH L, +OEETH L, £/, VL2 U U RIEORENEBETH > IZBFEICBE T,
B GBMBIIEEMERE A RIE L L ORE L H DD T, MEOBIEIITHIITEET D 2 L,

1.3 Ht TNF AN I TR B OBERIER - BRZE EoF7- 23 E S L IR HRE ST 5, it

WCBWTIIERAT A, TEEGBEEIC LV FTICESREMEMEZRBL LI ORERH D, £z, FHE

(Lenercept) (Z81F B Z3MEMLIERE & x4 & LT BRRE TId., ZRMEBLEEROBALN T Z BR

BERHZH LT Lenercept RERECHEIZE D ST DHREND D, MBEEABLOZDEFROH 2 BE
WIEAA Z &G L2 &, £, RS 25 ) BEXLHRGEE LA+ 288 k5T 258103 EWr 7
HRZWRESELFEwRT DR E, +oICBEE2T, HEREIERG T2 L,

1.4 KHFNZHOWT OHFEKL OISR B OIRIERER Z2 Fr S ERIMER 35 2 &,

(g o< F &< 3ER)
1.5 BEFEDOER TR0 E. ARE®RETHZ L,
(EAEiY) o< F)

1.6 B Y v~FREFICB VT, AFlo#EHIL, JFAlE UTBEFORE COHRA TS RGEICRES NS, B
HOMEREEGOERN W E PRIND BFE T AMOHY v~ FEIC L DERED WSS THIRET
LZENTED, ZOHEX, EHOTA RT7A EEZZRL, KA OB 2 EEIH B L EoiET
52 &,
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AANE, MRS SOS 2 5 TNFa OAEFEMEZ M3 2 0 T EWEIZ 63 5 i 5% 5UG 2K
TERDLZERD D, TDOTD  AFNOEGIZE W CI S FRYYE OB EICOW T HAERTH 2 &,
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KE K ORI A 2 3 e 70 LA o E ST CAGE A TS LT o,

(2024 4 8 A BIfE)
ERNETOEXITIE. HIELATVTHEIFZLLTO LB TH D,
HH FLAN A
K O FAT S 1 INDICATIONS AND USAGE
(AMJEVITA- 1.1 Rheumatoid Arthritis

adalimumab-atto
injection: Amgen
USA Inc,

2024 % 8 H)

AMJEVITA is indicated for reducing signs and symptoms, inducing major clinical
response, inhibiting the progression of structural damage, and improving
physical function in adult patients with moderately to severely active rheumatoid
arthritis. AMJEVITA can be used alone or in combination with methotrexate or
other non-biologic disease-modifying anti-rheumatic drugs (DMARDs).

1.2 Juvenile Idiopathic Arthritis

AMJEVITA is indicated for reducing signs and symptoms of moderately to
severely active polyarticular juvenile idiopathic arthritis in patients 2 years of
age and older. AMJEVITA can be used alone or in combination with
methotrexate.

1.3 Psoriatic Arthritis

AMJEVITA is indicated for reducing signs and symptoms, inhibiting the
progression of structural damage, and improving physical function in adult
patients with active psoriatic arthritis.

AMJEVITA can be used alone or in combination with non-biologic DMARDs.

1.4 Ankylosing Spondylitis

AMJEVITA is indicated for reducing signs and symptoms in adult patients with
active ankylosing spondylitis.

1.5 Crohn's Disease

AMJEVITA is indicated for the treatment of moderately to severely active
Crohn's disease in adults and pediatric patients 6 years of age and older.

1.6 Ulcerative Colitis
AMJEVITA is indicated for the treatment of moderately to severely active

ulcerative colitis in adult patients.
Limitations of Use
The effectiveness of adalimumab products has not been established in patients

who have lost response to or were intolerant to TNF-blockers [see Clinical Studies

(14.7)].
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1.7 Plaque Psoriasis

AMJEVITA is indicated for the treatment of adult patients with moderate to
severe chronic plaque psoriasis who are candidates for systemic therapy or
phototherapy, and when other systemic therapies are medically less appropriate.
AMJEVITA should only be administered to patients who will be closely monitored
and have regular follow-up visits with a physician /see Boxed Warning and
Warnings and Precautions (5)].

1.8 Hidradenitis Suppurativa

AMJEVITA is indicated for the treatment of moderate to severe hidradenitis
suppurativa in adult patients.

1.9 Uveitis

AMJEVITA is indicated for the treatment of non-infectious intermediate,
posterior, and panuveitis in adult patients.

2 DOSAGE AND ADMINISTRATION
2.1 Rheumatoid Arthritis, Psoriatic Arthritis, and Ankylosing Spondylitis

The recommended subcutaneous dosage of AMJEVITA for adult patients with
rheumatoid arthritis (RA), psoriatic arthritis (PsA), or ankylosing spondylitis
(AS) is 40 mg administered every other week. Methotrexate (MTX), other
non-biologic DMARDSs, glucocorticoids, nonsteroidal anti-inflammatory drugs
(NSAIDs), and/or analgesics may be continued during treatment with
AMJEVITA. In the treatment of RA, some patients not taking concomitant MTX
may derive additional benefit from increasing the dosage of AMJEVITA to 40 mg
every week or 80 mg every other week.

2.2 Juvenile Idiopathic Arthritis

The recommended subcutaneous dosage of AMJEVITA for patients 2 years of age
and older with polyarticular juvenile idiopathic arthritis (JIA) is based on weight
as shown below. MTX, glucocorticoids, NSAIDs, and/or analgesics may be
continued during treatment with AMJEVITA.

Pediatric Weight
(2 Years of Age and Recommended Dosage
Older)

10 kg (22 1bs) to less th
€ (1 5 kg%SoleS an 10 mg every other week

15k 1bs) to less th
kg (3?(:)3 kg%GoleSS an 20 mg every other week
30 kg (66 1bs) and greater 40 mg every other week

Adalimumab products have not been studied in patients with polyarticular JTA
less than 2 years of age or in patients with a weight below 10 kg.

2.3 Crohn's Disease
Adults

The recommended subcutaneous dosage of AMJEVITA for adult patients with
Crohn's disease (CD) is 160 mg initially on Day 1 (given in one day or split over
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two consecutive days), followed by 80 mg two weeks later (Day 15). Two weeks
later (Day 29) begin a dosage of 40 mg every other week. Aminosalicylates and/or
corticosteroids may be continued during treatment with AMJEVITA.
Azathioprine, 6-mercaptopurine (6-MP) /see Warnings and Precautions (5.2)] or
MTX may be continued during treatment with AMJEVITA if necessary.

Pediatrics

The recommended subcutaneous dosage of AMJEVITA for pediatric patients 6
years of age and older with Crohn's disease (CD) is based on body weight as
shown below:

Pediatric Recommended Dosage
Weight Days 1 through 15 Starting on Day 29
17 kg (37 1bs) to
Day 1: 80 mg
less than 40 kg 20 mg every other week
Day 15: 40 mg
(88 1bs)

Day 1: 160 mg (single dose or
40 kg (88 1bs) and Y §eme

split over two consecutive days) | 40 mg every other week
greater

Day 15: 80 mg

2.4 Ulcerative Colitis
Adults

The recommended subcutaneous dosage of AMJEVITA for adult patients with UC
is 160 mg initially on Day 1 (given in one day or split over two consecutive days),
followed by 80 mg two weeks later (Day 15). Two weeks later (Day 29) continue
with a dosage of 40 mg every other week.

Discontinue AMJEVITA in adult patients without evidence of clinical remission
by eight weeks (Day 57) of therapy. Aminosalicylates and/or corticosteroids may
be continued during treatment with AMJEVITA. Azathioprine and
6-mercaptopurine (6-MP) /see Warnings and Precautions (5.2)] may be continued
during treatment with AMJEVITA if necessary.

2.5 Plaque Psoriasis or Adult Uveitis

The recommended subcutaneous dosage of AMJEVITA for adult patients with
plaque psoriasis (Ps) or Uveitis (UV) is an initial dose of 80 mg, followed by 40 mg
given every other week starting one week after the initial dose. The use of
adalimumab products in moderate to severe chronic Ps beyond one year has not
been evaluated in controlled clinical studies.

2.6 Hidradenitis Suppurativa
Adults

The recommended subcutaneous dosage of AMJEVITA for adult patients with
hidradenitis suppurativa (HS) is an initial dose of 160 mg (given in one day or
split over two consecutive days), followed by 80 mg two weeks later (Day 15).
Begin 40 mg weekly or 80 mg every other week dosing two weeks later (Day 29).
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2.7 Monitoring to Assess Safety

Prior to initiating AMJEVITA and periodically during therapy, evaluate patients
for active tuberculosis and test for latent infection [see Warnings and Precautions

(5.1)]

2.8 General Considerations for Administration

AMJEVITA is intended for use under the guidance and supervision of a
physician. A patient may self-inject AMJEVITA or a caregiver may inject
AMJEVITA using either the AMJEVITA prefilled SureClick autoinjector or
prefilled syringe if a physician determines that it is appropriate, and with
medical follow-up, as necessary, after proper training in subcutaneous injection
technique.

AMJEVITA can be taken out of the refrigerator for 15 to 30 minutes before
injecting to allow the liquid to come to room temperature. Do not remove the cap
or cover while allowing it to reach room temperature. Carefully inspect the
solution in the AMJEVITA prefilled SureClick autoinjector or prefilled syringe for
particulate matter and discoloration prior to subcutaneous administration. If
particulates and discolorations are noted, do not use the product. AMJEVITA
does not contain preservatives; therefore, discard unused portions of drug
remaining from the syringe.

Instruct patients using the AMJEVITA prefilled SureClick autoinjector or
prefilled syringe to inject the full amount in the syringe, according to the
directions provided in the Instructions for Use /see Instructions for Use].

Injections should occur at separate sites in the thigh or abdomen. Rotate injection

sites and do not give injections into areas where the skin is tender, bruised, red or
hard.

If a dose 1s missed, administer the dose as soon as possible. Thereafter, resume
dosing at the regular scheduled time.

%= SPC
(Amgevita 20 mg
solution for injection
in pre-filled syringe,
Amgen Ltd, 2024 4F
7H)

4. Clinical particulars
4.1 Therapeutic indications
Rheumatoid arthritis

AMGEVITA in combination with methotrexate, is indicated for:

* the treatment of moderate to severe, active rheumatoid arthritis in adult
patients when the response to disease-modifying anti-rheumatic drugs (DMARDs)
including methotrexate has been inadequate.

* the treatment of severe, active and progressive rheumatoid arthritis in adults
not previously treated with methotrexate.

AMGEVITA can be given as monotherapy in case of intolerance to methotrexate
or when continued treatment with methotrexate is inappropriate.

AMGEVITA reduces the rate of progression of joint damage as measured by x-ray
and improves physical function, when given in combination with methotrexate.
Juvenile idiopathic arthritis

Polyarticular juvenile idiopathic arthritis

AMGEVITA in combination with methotrexate is indicated for the treatment of
active polyarticular juvenile idiopathic arthritis, in patients from the age of 2

years who have had an inadequate response to one or more DMARDs.
AMGEVITA can be given as monotherapy in case of intolerance to methotrexate
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or when continued treatment with methotrexate is inappropriate (for the efficacy
in monotherapy see section 5.1). Adalimumab has not been studied in patients
aged less than 2 years.

Enthesitis-related arthritis

AMGEVITA is indicated for the treatment of active enthesitis-related arthritis in
patients, 6 years of age and older, who have had an inadequate response to, or
who are intolerant of, conventional therapy (see section 5.1).

Axial spondyloarthritis
Ankylosing spondylitis (AS)

AMGEVITA is indicated for the treatment of adults with severe active ankylosing
spondylitis who have had an inadequate response to conventional therapy.

Axial spondyloarthritis without radiographic evidence of AS

AMGEVITA is indicated for the treatment of adults with severe axial
spondyloarthritis without radiographic evidence of AS but with objective signs of
inflammation by elevated CRP and/or MRI, who have had an inadequate
response to, or are intolerant to non-steroidal anti-inflammatory drugs.

Psoriatic arthritis

AMGEVITA is indicated for the treatment of active and progressive psoriatic
arthritis in adults when the response to previous DMARD therapy has been
inadequate. AMGEVITA reduces the rate of progression of peripheral joint
damage as measured by x-ray in patients with polyarticular symmetrical
subtypes of the disease (see section 5.1) and improves physical function.

Psoriasis

AMGEVITA is indicated for the treatment of moderate to severe chronic plaque
psoriasis in adult patients who are candidates for systemic therapy.

Paediatric plaque psoriasis

AMGEVITA is indicated for the treatment of severe chronic plaque psoriasis in
children and adolescents from 4 years of age who have had an inadequate
response to or are inappropriate candidates for topical therapy and
phototherapies.

Hidradenitis suppurativa (HS)

AMGEVITA is indicated for the treatment of active moderate to severe
hidradenitis suppurativa (acne inversa) in adults and adolescents from 12 years
of age with an inadequate response to conventional systemic HS therapy (see
sections 5.1 and 5.2).

Crohn's disease

AMGEVITA is indicated for treatment of moderately to severely active Crohn's
disease, in adult patients who have not responded despite a full and adequate
course of therapy with a corticosteroid and/or an immunosuppressant; or who are
intolerant to or have medical contraindications for such therapies.

Paediatric Crohn's disease

AMGEVITA is indicated for the treatment of moderately to severely active
Crohn's disease in paediatric patients (from 6 years of age) who have had an
inadequate response to conventional therapy including primary nutrition therapy
and a corticosteroid and/or an immunomodulator, or who are intolerant to or have
contraindications for such therapies.
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Ulcerative colitis

AMGEVITA is indicated for treatment of moderately to severely active ulcerative
colitis in adult patients who have had an inadequate response to conventional
therapy including corticosteroids and 6-mercaptopurine (6-MP) or azathioprine
(AZA), or who are intolerant to or have medical contraindications for such
therapies.

Paediatric ulcerative colitis

AMGEVITA is indicated for the treatment of moderately to severely active
ulcerative colitis in paediatric patients (from 6 years of age) who have had an
inadequate response to conventional therapy including corticosteroids and/or
6-mercaptopurine (6-MP) or azathioprine (AZA), or who are intolerant to or have
medical contraindications for such therapies.

Uveitis
AMGEVITA is indicated for the treatment of non-infectious intermediate,
posterior and panuveitis in adult patients who have had an inadequate response

to corticosteroids, in patients in need of corticosteroid-sparing, or in whom
corticosteroid treatment is inappropriate.

Paediatric uveitis

AMGEVITA is indicated for the treatment of paediatric chronic non-infectious
anterior uveitis in patients from 2 years of age who have had an inadequate
response to or are intolerant to conventional therapy, or in whom conventional
therapy is inappropriate.

4.2 Posology and method of administration

AMGEVITA treatment should be initiated and supervised by specialist
physicians experienced in the diagnosis and treatment of conditions for which
AMGEVITA is indicated. Ophthalmologists are advised to consult with an
appropriate specialist before initiation of treatment with AMGEVITA (see section
4.4). Patients treated with AMGEVITA should be given the Patient Reminder
Card.

After proper training in injection technique, patients may self-inject with
AMGEVITA if their physician determines that it is appropriate and with medical
follow-up as necessary.

During treatment with AMGEVITA, other concomitant therapies (e.g.
corticosteroids and/or immunomodulatory agents) should be optimised.

Posology
Rheumatoid arthritis

The recommended dose of AMGEVITA for adult patients with rheumatoid
arthritis is 40 mg adalimumab administered every other week as a single dose via

subcutaneous injection. Methotrexate should be continued during treatment with
AMGEVITA.

Glucocorticoids, salicylates, non-steroidal anti-inflammatory drugs, or analgesics
can be continued during treatment with AMGEVITA. Regarding combination
with disease-modifying anti-rheumatic drugs other than methotrexate see
sections 4.4 and 5.1.

In monotherapy, some patients who experience a decrease in their response to
AMGEVITA 40 mg every other week may benefit from an increase in dose to 40




XIl. ZE&E&EE

mg adalimumab every week or 80 mg every other week.

Available adalimumab data suggest that the clinical response is usually achieved
within 12 weeks of treatment. Continued therapy should be reconsidered in a
patient not responding within this time period.

Dose interruption

There may be a need for dose interruption, for instance before surgery or if a
serious infection occurs.

Available data suggest that re-introduction of adalimumab after discontinuation
for 70 days or longer resulted in the same magnitudes of clinical response and
similar safety profile as before dose interruption.

Ankylosing spondylitis, axial spondyloarthritis without radiographic evidence of
AS and psoriatic arthritis

The recommended dose of AMGEVITA for patients with ankylosing spondylitis,
axial spondyloarthritis without radiographic evidence of AS and for patients with
psoriatic arthritis is 40 mg adalimumab administered every other week as a
single dose via subcutaneous injection.

Available data suggest that the clinical response is usually achieved within 12
weeks of treatment. Continued therapy should be reconsidered in a patient not
responding within this time period.

Psoriasis

The recommended dose of AMGEVITA for adult patients is an initial dose of 80
mg administered subcutaneously, followed by 40 mg subcutaneously given every
other week starting one week after the initial dose.

Continued therapy beyond 16 weeks should be carefully reconsidered in a patient
not responding within this time period.

Beyond 16 weeks, patients with inadequate response to AMGEVITA 40 mg every
other week may benefit from an increase in dose to 40 mg every week or 80 mg
every other week. The benefits and risks of continued 40 mg weekly or 80 mg
every other week therapy should be carefully reconsidered in a patient with an
inadequate response after the increase in dose (see section 5.1). If adequate
response is achieved with 40 mg every week or 80 mg every other week, the dose
may subsequently be reduced to 40 mg every other week.

Hidradenitis suppurativa

The recommended AMGEVITA dose regimen for adult patients with hidradenitis
suppurativa (HS) is 160 mg initially at day 1 (given as four 40 mg injections in
one day or as two 40 mg injections per day for two consecutive days), followed by
80 mg two weeks later at day 15 (given as two 40 mg injections in one day). Two
weeks later (day 29) continue with a dose of 40 mg every week or 80 mg every
other week (given as two 40 mg injections in one day). Antibiotics may be
continued during treatment with AMGEVITA if necessary. It is recommended
that the patient should use a topical antiseptic wash on their HS lesions on a
daily basis during treatment with AMGEVITA.

Continued therapy beyond 12 weeks should be carefully reconsidered in a patient
with no improvement within this time period.

Should treatment be interrupted, AMGEVITA 40 mg every week or 80 mg every
other week may be re-introduced (see section 5.1).

The benefit and risk of continued long-term treatment should be periodically
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evaluated (see section 5.1).
Crohn's disease

The recommended AMGEVITA induction dose regimen for adult patients with
moderately to severely active Crohn's disease is 80 mg at week 0 followed by 40
mg at week 2. In case there is a need for a more rapid response to therapy, the
regimen 160 mg at week 0 (given as four 40 mg injections in one day or as two 40
mg injections per day for two consecutive days), followed by 80 mg at week 2
(given as two 40 mg injections in one day), can be used with the awareness that
the risk for adverse events is higher during induction.

After induction treatment, the recommended dose is 40 mg every other week via
subcutaneous injection. Alternatively, if a patient has stopped AMGEVITA and
signs and symptoms of disease recur, AMGEVITA may be re-administered. There
is little experience from re-administration after more than 8 weeks since the
previous dose.

During maintenance treatment, corticosteroids may be tapered in accordance
with clinical practice guidelines.

Some patients who experience decrease in their response to AMGEVITA 40 mg
every other week may benefit from an increase in dose to 40 mg AMGEVITA
every week or 80 mg every other week.

Some patients who have not responded by week 4 may benefit from continued
maintenance therapy through week 12. Continued therapy should be carefully
reconsidered in a patient not responding within this time period.

Ulcerative colitis

The recommended AMGEVITA induction dose regimen for adult patients with
moderate to severe ulcerative colitis is 160 mg at week 0 (given as four 40 mg
injections in one day or as two 40 mg injections per day for two consecutive days)
and 80 mg at week 2 (given as two 40 mg injections in one day). After induction
treatment, the recommended dose 1s 40 mg every other week via subcutaneous
injection.

During maintenance treatment, corticosteroids may be tapered in accordance
with clinical practice guidelines.

Some patients who experience decrease in their response to AMGEVITA 40 mg
every other week may benefit from an increase in dose to 40 mg AMGEVITA
every week or 80 mg every other week.

Available data suggest that clinical response is usually achieved within 2-8 weeks
of treatment. AMGEVITA therapy should not be continued in patients failing to
respond within this time period.

Uveitis

The recommended dose of AMGEVITA for adult patients with uveitis is an initial
dose of 80 mg, followed by 40 mg given every other week starting one week after
the initial dose. There is limited experience in the initiation of treatment with
adalimumab alone. Treatment with AMGEVITA can be initiated in combination
with corticosteroids and/or with other non-biologic immunomodulatory agents.
Concomitant corticosteroids may be tapered in accordance with clinical practice
starting two weeks after initiating treatment with AMGEVITA.

It is recommended that the benefit and risk of continued long-term treatment
should be evaluated on a yearly basis (see section 5.1).
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Special populations

FElderly

No dose adjustment is required.
Renal and/or hepatic impairment

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

Paediatric population
Juvenile idiopathic arthritis
Polyarticular juvenile idiopathic arthritis from 2 years of age

The recommended dose of AMGEVITA for patients with polyarticular juvenile
idiopathic arthritis, from 2 years of age is based on body weight (table 1).
AMGEVITA is administered every other week via subcutaneous injection.

Table 1. AMGEVITA dose for patients with polyarticular juvenile idiopathic
arthritis

Patient weight Dosing regimen
10 kg to < 30 kg 20 mg every other week
> 30 kg 40 mg every other week

Available clinical data suggest that clinical response is usually achieved within
12 weeks of treatment. Continued therapy should be carefully reconsidered in a
patient not responding within this time period.

There is no relevant use of adalimumab in patients aged less than 2 years for this
indication.

Enthesitis-related arthritis

The recommended dose of AMGEVITA for patients with enthesitis-related

arthritis from 6 years of age is based on body weight (table 2). AMGEVITA is
administered every other week via subcutaneous injection.

Table 2. AMGEVITA dose for patients with enthesitis-related arthritis

Patient weight Dosing regimen
15 kg to <30 kg 20 mg every other week
> 30 kg 40 mg every other week

Adalimumab has not been studied in patients with enthesitis-related arthritis
aged less than 6 years.

Psoriatic arthritis and axial spondyloarthritis including ankylosing spondylitis

There is no relevant use of adalimumab in the paediatric population for the
indications of ankylosing spondylitis and psoriatic arthritis.

Paediatric plaque psoriasis

The recommended AMGEVITA dose for patients with plaque psoriasis from 4 to
17 years of age is based on body weight (table 3). AMGEVITA is administered via
subcutaneous injection.

Table 3. AMGEVITA dose for paediatric patients with plaque psoriasis

Patient weight Dosing regimen

15 kg to < 30 kg Initial dose of 20 mg, followed by 20 mg

given every other week starting one week
after the initial dose

> 30 kg Initial dose of 40 mg, followed by 40 mg
given every other week starting one week
after the initial dose
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Continued therapy beyond 16 weeks should be carefully considered in a patient
not responding within this time period.

If retreatment with AMGEVITA is indicated, the above guidance on dose and
treatment duration should be followed.

The safety of adalimumab in paediatric patients with plaque psoriasis has been
assessed for a mean of 13 months.

There is no relevant use of adalimumab in children aged less than 4 years for this
indication.

Adolescent hidradenitis suppurativa (from 12 years of age, weighing at least 30 kg)

There are no clinical trials with adalimumab in adolescent patients with HS. The
posology of AMGEVITA in these patients has been determined from
pharmacokinetic modelling and simulation (see section 5.2).

The recommended AMGEVITA dose is 80 mg at week 0 followed by 40 mg every
other week starting at week 1 via subcutaneous injection.

In adolescent patients with inadequate response to AMGEVITA 40 mg every
other week, an increase in dose to 40 mg every week or 80 mg every other week
may be considered.

Antibiotics may be continued during treatment with AMGEVITA if necessary. It
is recommended that the patient should use a topical antiseptic wash on their HS
lesions on a daily basis during treatment with AMGEVITA.

Continued therapy beyond 12 weeks should be carefully reconsidered in a patient
with no improvement within this time period.

Should treatment be interrupted, AMGEVITA may be re-introduced as
appropriate.

The benefit and risk of continued long-term treatment should be periodically
evaluated (see adult data in section 5.1).

There is no relevant use of AMGEVITA in children aged less than 12 years in this
indication.

Paediatric Crohn's disease

The recommended dose of AMGEVITA for patients with Crohn's disease from 6 to
17 years of age is based on body weight (table 4). AMGEVITA is administered via
subcutaneous injection.

Table 4. AMGEVITA dose for paediatric patients with Crohn's disease

Patient |Induction dose Maintenance
weight dose
starting at
week 4
<40 kg |* 40 mg at week 0 and 20 mg at week 2 20 mg every
In case there is a need for a more rapid response to other week

therapy with the awareness that the risk for adverse
events may be higher with use of the higher induction
dose, the following dose may be used:

* 80 mg at week 0 and 40 mg at week 2

>40 kg |+ 80 mg at week 0 and 40 mg at week 2 40 mg every
In case there is a need for a more rapid response to other week
therapy with the awareness that the risk for adverse
events may be higher with use of the higher induction
dose, the following dose may be used:
* 160 mg at week 0 and 80 mg at week 2
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Patients who experience insufficient response may benefit from an increase in
dose:

* <40 kg: 20 mg every week
* > 40 kg: 40 mg every week or 80 mg every other week

Continued therapy should be carefully considered in a subject not responding by
week 12.

There is no relevant use of adalimumab in children aged less than 6 years for this
indication.

Paediatric ulcerative colitis

The recommended dose of AMGEVITA for patients from 6 to 17 years of age with

ulcerative colitis is based on body weight (table 5). AMGEVITA is administered
via subcutaneous injection.

Table 5. AMGEVITA dose for paediatric patients with ulcerative colitis

Patient |Induction dose Maintenance

weight dose
starting at
week 4*

<40 kg |+ 80 mg at week O (given as two 40 mg injections in one |40 mg every
day) and other week
* 40 mg at week 2 (given as one 40 mg injection)

>40 kg |+ 160 mg at week O (given as four 40 mg injections in |80 mg every
one day or two 40 mg injections per day for two other week
consecutive days) and
-+ 80 mg at week 2 (given as two 40 mg injections in one
day)

* Paediatric patients who turn 18 years of age while on AMGEVITA should
continue their prescribed maintenance dose.

Continued therapy beyond 8 weeks should be carefully considered in patients not
showing signs of response within this time period.

There is no relevant use of AMGEVITA in children aged less than 6 years in this
indication.

Paediatric uveitis

The recommended dose of AMGEVITA for paediatric patients with uveitis from 2

years of age is based on body weight (table 6). AMGEVITA is administered via
subcutaneous injection.

In paediatric uveitis, there is no experience in the treatment with AMGEVITA

without concomitant treatment with methotrexate.

Table 6. AMGEVITA dose for paediatric patients with uveitis

Patient weight Dosing regimen

<30 kg 20 mg every other week in combination
with methotrexate

> 30 kg 40 mg every other week in combination

with methotrexate

When AMGEVITA therapy is initiated, a loading dose of 40 mg for patients < 30
kg or 80 mg for patients > 30 kg may be administered one week prior to the start
of maintenance therapy. No clinical data are available on the use of a
AMGEVITA loading dose in children < 6 years of age (see section 5.2).
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There is no relevant use of AMGEVITA in children aged less than 2 years in this
indication.

It is recommended that the benefit and risk of continued long-term treatment
should be evaluated on a yearly basis (see section 5.1).

Method of administration

AMGEVITA is administered by subcutaneous injection. Full instructions for use
are provided in the package leaflet.
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F—ANZUTHE | C Drugs which, owing to their pharmacological
(AMGEVITA® effects, have caused or may be suspected of
(ADALIMUMAB) SOLUTION | causing, harmful effects on the human fetus or
FOR SUBCUTANEOUS neonate without causing malformations. These
INJECTION, Amgen Australia | effects may be reversible. Accompanying texts
Pty Ltd, 2022 4 8 H) should be consulted for further details.

bEIR. RELIGFICRET HECH

H i RLARNA
KIE DBAS FH 8 USE IN SPECIFIC POPULATIONS
(AMJEVITA- 8.1 Pregnancy

adalimumab-atto .
L. Risk Summary
injection: Amgen

USA Inc, Available studies with use of adalimumab during pregnancy do not reliably

2024 4 8 A) establish an association between adalimumab and major birth defects. Clinical
data are available from the Organization of Teratology Information Specialists
(OTIS)/MotherToBaby Pregnancy Registry in pregnant women with rheumatoid
arthritis (RA) or Crohn's disease (CD) treated with adalimumab. Registry results
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showed a rate of 10% for major birth defects with first trimester use of
adalimumab in pregnant women with RA or CD and a rate of 7.5% for major birth
defects in the disease-matched comparison cohort. The lack of pattern of major
birth defects is reassuring and differences between exposure groups may have
impacted the occurrence of birth defects (see Data).

Adalimumab is actively transferred across the placenta during the third
trimester of pregnancy and may affect immune response in the in utero exposed
infant (see Clinical Considerations). In an embryo-fetal perinatal development
study conducted in cynomolgus monkeys, no fetal harm or malformations were
observed with intravenous administration of adalimumab during organogenesis
and later in gestation, at doses that produced exposures up to approximately 373
times the maximum recommended human dose (MRHD) of 40 mg subcutaneous
without methotrexate (see Data).

The estimated background risk of major birth defects and miscarriage for the
indicated populations is 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 in clinically
recognized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations

Disease-associated maternal and embryo/fetal risk

Published data suggest that the risk of adverse pregnancy outcomes in women
with RA or inflammatory bowel disease (IBD) is associated with increased disease
activity. Adverse pregnancy outcomes include preterm delivery (before 37 weeks
of gestation), low birth weight (less than 2500 g) infants, and small for gestational
age at birth.

Fetal/Neonatal Adverse Reactions

Monoclonal antibodies are increasingly transported across the placenta as
pregnancy progresses, with the largest amount transferred during the third
trimester /see Data/. Risks and benefits should be considered prior to
administering live or live-attenuated vaccines to infants exposed to adalimumab
products in utero [see Use in Specific Populations (8.4)].

Data
Human Data

A prospective cohort pregnancy exposure registry conducted by
OTIS/MotherToBaby in the U.S. and Canada between 2004 and 2016 compared
the risk of major birth defects in live-born infants of 221 women (69 RA, 152 CD)
treated with adalimumab during the first trimester and 106 women (74 RA, 32
CD) not treated with adalimumab.

The proportion of major birth defects among live-born infants in the
adalimumab-treated and untreated cohorts was 10% (8.7% RA, 10.5% CD) and
7.5% (6.8% RA, 9.4% CD), respectively. The lack of pattern of major birth defects
is reassuring and differences between exposure groups may have impacted the
occurrence of birth defects. This study cannot reliably establish whether there is
an association between adalimumab and major birth defects because of
methodological limitations of the registry, including small sample size, the
voluntary nature of the study, and the non-randomized design.

In an independent clinical study conducted in ten pregnant women with IBD

treated with adalimumab, adalimumab concentrations were measured in
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maternal serum as well as in cord blood (n = 10) and infant serum (n = 8) on the
day of birth. The last dose of adalimumab was given between 1 and 56 days prior
to delivery. Adalimumab concentrations were 0.16-19.7 mcg/mL in cord blood,
4.28-17.7 mcg/mL in infant serum, and 0-16.1 mcg/mL in maternal serum. In all
but one case, the cord blood concentration of adalimumab was higher than the
maternal serum concentration, suggesting adalimumab actively crosses the
placenta. In addition, one infant had serum concentrations at each of the
following: 6 weeks (1.94 mcg/mL), 7 weeks (1.31 mcg/mL), 8 weeks (0.93 mcg/mL),
and 11 weeks (0.53 mcg/mL), suggesting adalimumab can be detected in the
serum of infants exposed in utero for at least 3 months from birth.

Animal Data

In an embryo-fetal perinatal development study, pregnant cynomolgus monkeys
received adalimumab from gestation days 20 to 97 at doses that produced
exposures up to 373 times that achieved with the MRHD without methotrexate
(on an AUC basis with maternal IV doses up to 100 mg/kg/week). Adalimumab
did not elicit harm to the fetuses or malformations.

8.2 Lactation

Risk Summary

Limited data from case reports in the published literature describe the presence
of adalimumab in human milk at infant doses of 0.1% to 1% of the maternal
serum concentration. Published data suggest that the systemic exposure to a
breastfed infant is expected to be low because adalimumab is a large molecule
and is degraded in the gastrointestinal tract. However, the effects of local
exposure in the gastrointestinal tract are unknown. There are no reports of
adverse effects of adalimumab products on the breastfed infant and no effects on
milk production. The developmental and health benefits of breastfeeding should
be considered along with the mother's clinical need for AMJEVITA and any
potential adverse effects on the breastfed child from AMJEVITA or from the
underlying maternal condition.

=0 SPC
(Amgevita 20 mg
solution for injection
in pre-filled syringe,
Amgen Ltd, 2024 4
7H)

4. Clinical particulars
4.6 Fertility, pregnancy and lactation
Women of childbearing potential

Women of childbearing potential should consider the use of adequate
contraception to prevent pregnancy and continue its use for at least five months
after the last AMGEVITA treatment.

Pregnancy

A large number (approximately 2100) of prospectively collected pregnancies
exposed to adalimumab resulting in live birth with known outcomes, including
more than 1500 exposed during the first trimester, does not indicate an increase
in the rate of malformation in the newborn.

In a prospective cohort registry, 257 women with rheumatoid arthritis (RA) or
Crohn's disease (CD) treated with adalimumab at least during the first trimester
and 120 women with RA or CD not treated with adalimumab were enrolled. The
primary endpoint was the birth prevalence of major birth defects. The rate of
pregnancies ending with at least one live born infant with a major birth defect
was 6/69 (8.7%) in the adalimumab-treated women with RA and 5/74 (6.8%) in
the untreated women with RA (unadjusted OR 1.31, 95% CI 0.38-4.52) and 16/152
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(10.5%) in the adalimumab-treated women with CD and 3/32 (9.4%) in the
untreated women with CD (unadjusted OR 1.14, 95% CI 0.31-4.16). The adjusted
OR (accounting for baseline differences) was 1.10 (95% CI 0.45-2.73) with RA and
CD combined. There were no distinct differences between adalimumab-treated
and untreated women for the secondary endpoints spontaneous abortions, minor
birth defects, preterm delivery, birth size and serious or opportunistic infections
and no stillbirths or malignancies were reported. The interpretation of data may
be impacted due to methodological limitations of the study, including small
sample size and non-randomised design.

In a developmental toxicity study conducted in monkeys, there was no indication
of maternal toxicity, embryotoxicity or teratogenicity. Preclinical data on
postnatal toxicity of adalimumab are not available (see section 5.3).

Due to its inhibition of TNFa, adalimumab administered during pregnancy could
affect normal immune responses in the new born. AMGEVITA should only be
used during pregnancy if clearly needed.

Adalimumab may cross the placenta into the serum of infants born to women
treated with adalimumab during pregnancy. Consequently, these infants may be
at increased risk for infection. Administration of live vaccines (e.g., BCG vaccine)
to infants exposed to adalimumab in utero is not recommended for 5 months
following the mother's last adalimumab injection during pregnancy.

Breast-feeding

Limited information from the published literature indicates that adalimumab is
excreted in breast milk at very low concentrations with the presence of
adalimumab in human milk at concentrations of 0.1% to 1% of the maternal
serum level. Given orally, immunoglobulin G proteins undergo intestinal
proteolysis and have poor bioavailability. No effects on the breast-fed
newborns/infants are anticipated. Consequently, AMGEVITA can be used during
breast-feeding.

Fertility

Preclinical data on fertility effects of adalimumab are not available.

AKINZB T HAFOMEA EoFEE 19.50FF) . (9.6 BEME OHEOKFIILL TOLEEY ThHD,
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5 WARNINGS AND PRECAUTIONS

5.2 Malignancies

Malignancies in Pediatric Patients and Young Adults

Malignancies, some fatal, have been reported among children, adolescents, and
young adults who received treatment with TNF-blockers (initiation of therapy
<18 years of age), of which AMJEVITA is a member. Approximately half the cases
were lymphomas, including Hodgkin's and non-Hodgkin's lymphoma. The other
cases represented a variety of different malignancies and included rare
malignancies usually associated with immunosuppression and malignancies that
are not usually observed in children and adolescents. The malignancies occurred
after a median of 30 months of therapy (range 1 to 84 months). Most of the
patients were receiving concomitant immunosuppressants. These cases were
reported post-marketing and are derived from a variety of sources including
registries and spontaneous post-marketing reports.

Post-marketing cases of hepatosplenic T-cell lymphoma (HSTCL), a rare type of
T-cell lymphoma, have been reported in patients treated with TNF-blockers
including adalimumab products. These cases have had a very aggressive disease
course and have been fatal. The majority of reported TNF-blocker cases have
occurred in patients with Crohn's disease or ulcerative colitis and the majority
were in adolescent and young adult males. Almost all of these patients had
received treatment with the immunosuppressants azathioprine or
6-mercaptopurine (6-MP) concomitantly with a TNF-blocker at or prior to
diagnosis. It is uncertain whether the occurrence of HSTCL is related to use of a
TNF-blocker or a TNF-blocker in combination with these other
immunosuppressants. The potential risk with the combination of azathioprine or
6-mercaptopurine and AMJEVITA should be carefully considered.

5.10 Immunizations

It is recommended that pediatric patients, if possible, be brought up to date with
all immunizations in agreement with current immunization guidelines prior to
initiating AMJEVITA therapy. Patients on AMJEVITA may receive concurrent
vaccinations, except for live vaccines.

8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use

The safety and effectiveness of AMJEVITA have been established for:
+ reducing signs and symptoms of moderately to severely active polyarticular JTA
in pediatric patients 2 years of age and older.
* the treatment of moderately to severely active Crohn's disease in pediatric
patients 6 years of age and older.

Pediatric assessments for AMJEVITA demonstrate that AMJEVITA is safe and
effective for pediatric patients in indications for which HUMIRA (adalimumab) is
approved. However, AMJEVITA is not approved for such indications due to
marketing exclusivity for HUMIRA (adalimumab).

Due to their inhibition of TNFa, adalimumab products administered during

pregnancy could affect immune response in the in utero -exposed newborn and
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infant. Data from eight infants exposed to adalimumab in utero suggest
adalimumab crosses the placenta /see Use in Specific Populations (8.1)]. The
clinical significance of elevated adalimumab concentrations in infants is
unknown. The safety of administering live or live-attenuated vaccines in exposed
infants is unknown. Risks and benefits should be considered prior to vaccinating
(live or live-attenuated) exposed infants.

Post-marketing cases of lymphoma, including hepatosplenic T-cell lymphoma and
other malignancies, some fatal, have been reported among children, adolescents,
and young adults who received treatment with TNF-blockers including
adalimumab products /see Warnings and Precautions (5.2)].

Juvenile Idiopathic Arthritis

In Study JIA-I, adalimumab was shown to reduce signs and symptoms of active
polyarticular JIA in patients 4 to 17 years of age [see Clinical Studies (14.2)/. In
Study JIA-II, the safety profile for patients 2 to <4 years of age was similar to the
safety profile for patients 4 to 17 years of age with polyarticular JIA [see Adverse
Reactions (6.1)]. Adalimumab products have not been studied in patients with
polyarticular JIA less than 2 years of age or in patients with a weight below 10 kg.

The safety of adalimumab in patients in the polyarticular JIA trials was
generally similar to that observed in adults with certain exceptions /see Adverse
Reactions (6.1)].

The safety and effectiveness of adalimumab products have not been established
in pediatric patients with JIA less than 2 years of age.

Pediatric Crohn's Disease

The safety and effectiveness of adalimumab products for the treatment of
moderately to severely active Crohn's disease have been established in pediatric
patients 6 years of age and older. Use of adalimumab products for this indication
is supported by evidence from adequate and well-controlled studies in adults with
additional data from a randomized, double-blind, 52-week clinical study of two
dose concentrations of adalimumab in 192 pediatric patients (6 years to 17 years
of age) [see Adverse Reactions (6.1), Clinical Pharmacology (12.2, 12.3), Clinical
Studies (14.6)]. The adverse reaction profile in patients 6 years to 17 years of age
was similar to adults.

The safety and effectiveness of adalimumab products have not been established
in pediatric patients with Crohn's disease less than 6 years of age.
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4. Clinical particulars

4.2 Posology and method of administration

Special populations

Paediatric population

Juvenile idiopathic arthritis

Polyarticular juvenile idiopathic arthritis from 2 years of age

The recommended dose of AMGEVITA for patients with polyarticular juvenile
idiopathic arthritis, from 2 years of age is based on body weight (table 1).
AMGEVITA is administered every other week via subcutaneous injection.
Table 1. AMGEVITA dose for patients with polyarticular juvenile idiopathic
arthritis

Patient weight Dosing regimen
10 kg to < 30 kg 20 mg every other week
> 30 kg 40 mg every other week

Available clinical data suggest that clinical response is usually achieved within
12 weeks of treatment. Continued therapy should be carefully reconsidered in a
patient not responding within this time period.

There 1s no relevant use of adalimumab in patients aged less than 2 years for this
indication.

Enthesitis-related arthritis

The recommended dose of AMGEVITA for patients with enthesitis-related
arthritis from 6 years of age is based on body weight (table 2). AMGEVITA is
administered every other week via subcutaneous injection.

Table 2. AMGEVITA dose for patients with enthesitis-related arthritis

Patient weight Dosing regimen
15 kg to < 30 kg 20 mg every other week
> 30 kg 40 mg every other week

Adalimumab has not been studied in patients with enthesitis-related arthritis
aged less than 6 years.

Psoriatic arthritis and axial spondyloarthritis including ankylosing spondylitis

There is no relevant use of adalimumab in the paediatric population for the
indications of ankylosing spondylitis and psoriatic arthritis.

Paediatric plaque psoriasis

The recommended AMGEVITA dose for patients with plaque psoriasis from 4 to
17 years of age is based on body weight (table 3). AMGEVITA is administered via
subcutaneous injection.

Table 3. AMGEVITA dose for paediatric patients with plaque psoriasis

Patient weight Dosing regimen

15 kg to < 30 kg Initial dose of 20 mg, followed by 20 mg
given every other week starting one week
after the initial dose

> 30 kg Initial dose of 40 mg, followed by 40 mg
given every other week starting one week
after the initial dose

Continued therapy beyond 16 weeks should be carefully considered in a patient
not responding within this time period.
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If retreatment with AMGEVITA is indicated, the above guidance on dose and
treatment duration should be followed.

The safety of adalimumab in paediatric patients with plaque psoriasis has been
assessed for a mean of 13 months.

There i1s no relevant use of adalimumab in children aged less than 4 years for this
indication.

Adolescent hidradenitis suppurativa (from 12 years of age, weighing at least
30 kg)

There are no clinical trials with adalimumab in adolescent patients with HS. The
posology of AMGEVITA in these patients has been determined from
pharmacokinetic modelling and simulation (see section 5.2).

The recommended AMGEVITA dose is 80 mg at week 0 followed by 40 mg every
other week starting at week 1 via subcutaneous injection.

In adolescent patients with inadequate response to AMGEVITA 40 mg every
other week, an increase in dose to 40 mg every week or 80 mg every other week
may be considered.

Antibiotics may be continued during treatment with AMGEVITA if necessary. It
is recommended that the patient should use a topical antiseptic wash on their HS
lesions on a daily basis during treatment with AMGEVITA.

Continued therapy beyond 12 weeks should be carefully reconsidered in a patient
with no improvement within this time period.

Should treatment be interrupted, AMGEVITA may be re-introduced as
appropriate.

The benefit and risk of continued long-term treatment should be periodically
evaluated (see adult data in section 5.1).

There is no relevant use of AMGEVITA in children aged less than 12 years in this
indication.

Paediatric Crohn's disease

The recommended dose of AMGEVITA for patients with Crohn's disease from 6 to

17 years of age is based on body weight (table 4). AMGEVITA is administered via
subcutaneous injection.

Table 4. AMGEVITA dose for paediatric patients with Crohn's disease

Patient Induction dose Maintenance
weight dose starting
at week 4
<40 kg '+ 40 mg at week 0 and 20 mg at week 2 20 mg every
In case there is a need for a more rapid response to other week

therapy with the awareness that the risk for adverse
events may be higher with use of the higher induction
dose, the following dose may be used:

* 80 mg at week 0 and 40 mg at week 2

> 40 kg |* 80 mg at week 0 and 40 mg at week 2 40 mg every
In case there is a need for a more rapid response to other week
therapy with the awareness that the risk for adverse
events may be higher with use of the higher induction
dose, the following dose may be used:
* 160 mg at week 0 and 80 mg at week 2
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Patients who experience insufficient response may benefit from an increase in
dose:

* <40 kg: 20 mg every week
* > 40 kg* 40 mg every week or 80 mg every other week

Continued therapy should be carefully considered in a subject not responding by
week 12.

There i1s no relevant use of adalimumab in children aged less than 6 years for this
indication.

Paediatric ulcerative colitis

The recommended dose of AMGEVITA for patients from 6 to 17 years of age with
ulcerative colitis is based on body weight (table 5). AMGEVITA is administered
via subcutaneous injection.

Table 5. AMGEVITA dose for paediatric patients with ulcerative colitis

Patient Induction dose Maintenance
weight dose starting
at week 4*

<40 kg - 80 mg at week O (given as two 40 mg injections in one |40 mg every
day) and other week
* 40 mg at week 2 (given as one 40 mg injection)

>40 kg |+ 160 mg at week 0 (given as four 40 mg injections in one |80 mg every
day or two 40 mg injections per day for two consecutive |other week
days) and
- 80 mg at week 2 (given as two 40 mg injections in one
day)

* Paediatric patients who turn 18 years of age while on AMGEVITA should

continue their prescribed maintenance dose.

Continued therapy beyond 8 weeks should be carefully considered in patients not
showing signs of response within this time period.

There is no relevant use of AMGEVITA in children aged less than 6 years in this
indication.
Paediatric uveitis

The recommended dose of AMGEVITA for paediatric patients with uveitis from 2
years of age is based on body weight (table 6). AMGEVITA is administered via
subcutaneous injection.

In paediatric uveitis, there is no experience in the treatment with AMGEVITA
without concomitant treatment with methotrexate.

Table 6. AMGEVITA dose for paediatric patients with uveitis

Patient weight Dosing regimen

< 30 kg 20 mg every other week in combination with
methotrexate

> 30 kg 40 mg every other week in combination with
methotrexate

When AMGEVITA therapy is initiated, a loading dose of 40 mg for patients < 30
kg or 80 mg for patients > 30 kg may be administered one week prior to the start
of maintenance therapy. No clinical data are available on the use of a
AMGEVITA loading dose in children < 6 years of age (see section 5.2).
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There is no relevant use of AMGEVITA in children aged less than 2 years in this
indication.

It is recommended that the benefit and risk of continued long-term treatment
should be evaluated on a yearly basis (see section 5.1).

4.4 Special warnings and precautions for use
Vaccinations

It is recommended that paediatric patients, if possible, be brought up to date with
all immunisations in agreement with current immunisation guidelines prior to
initiating AMGEVITA therapy.

Paediatric population

See Vaccinations above.
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