IVJULILETEA 25mg
[TARILET+ GEGEFHIBRZ) ]
BT 5 &H

FEHICRISIA-BRICEIENRVATOEER
T4 ABAESHICKRETSILOTHY ., 4ZFEHREBEEFER
UNADEFBMICFIAT A LEITEFEFEA,

VA4 AB%AR
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1.5 BERXFIEEOZERUVHEDRZE

WA, RADFERZEHIZHIT 722 O R, BEEiRICEET 242 0WENH S
DIZENTERZHRT, /£ ¥ —a A% 1 (IL-1) &ETNF-a2SRAD B IZRE 53 %
ZEDNHAL N EN T, BN+ (Tumor Necrosis Factor: TNF) (ZHilEEE M2 F
THAIEMEDE E L TRE SN, TOAROHEKIZR > TWDER, TO%ROHFIRIZE
WTIL-1 OFFE, WM EOERE S+ X OMHCY 7 A0 BLIETR, REE, GM-CSF
P, IFNy WS, JUiZEmIstE, Miasfb - #EOFE, 7R h—v 2 0FHE,
MG EER, RIS, RIEKISOFE 2 EMd CEERIERE/ET 204 NhA v
ThoHIENMONDICE -3,

IL-1, TNF-af& "% O mRNADS 1 I O FA A EE O SR WA I R RIS SN TE Y,
INBH A MIA U EETWIRIZinvitro CIEFIRE 2 ET 5, £72, 2 O IR
MR ENECH M E CH<CZ N TE, HIZ, Va v v ML-1 XITNF-ald,
invitro X iZin Vivo CIEHBCE 2T 2 L V09 Z ERHEI LTV EY, b DORIE
P A A OEMA Z Fr BAVICIRE T 2 EAI OB X, BHEH OV n Y o< F MR
BiR OIRBEIEIZ D A[EMENR B bV,

(TNF 22\ T)

TNF 7 7 2 U — (X TNF-a 2 0" TNF-BIZ 53 80 & 4L TNF-ald TNF O 78 € 3 SR THRERE &
BFE LT oWAE ULCHFET D, —J5, TNF-BIZ VU A FF > (LT) & bIEEh,
RS H & WA TR o 7oy kK E & D, BT TNF & W I 5A1E TNFad 2 & %
8L, TNF-B (LT) 1WA LT (LTal3) &SR LT (LTallTR2) # X33 5729,
TNEN LTa, LTBEMHEN D Z ENRE W,

TNF-alZEIC~27r 77 =Y bW ENS, LTad IZEMHEATY v Kb S S h
57, INF-a&LTald iFWFbF—oMiaZE A (TNFR) ICfEAT 5 2 ik v HEEl
DA FIENE 2 R A38, TNF-a & LTal (X PEE M 0 k&S L 0 BEAE O, PEAERE K O
PEARRENERZY, TRNZENOAEKRNICEIT 2RE N R D, TNF-ald HEH 5 A 72 il
BMIZH L C~vra 77y —UnbREICEAESH, EICRIEOER, HUIEEMILEE
EOBENEETHLOICx LT, LTad TPiEEFRARFFIC L CTMEZ2 DV
VORERING RFTHICEEA SN D T2, AR & L ToikFNmy, —F, KES
A OLTallLTR2 DOAFFEIX 1991 WD TH LM S, U U g/ f = VRO
R BB AREE A S TND D LRSS T30,

TNFZ &K (TNFR) (2135 & D H /2% 55 kDa?® TNFR-1 (p55 TNFR) & 75kDa®
TNFR-1I (p75 TNFR) 23 fF7E£3 %, TNFR-IEXTNF-a & "LTa3 (Zxf L TICBLFdE <,
TNFR-INE S B EZ R T, WTOZHERSTNF-o FLTa3 ITX T O GREEL R D,
RN IR AT 2 A%, LTalLTR2 (&3 2 fE & e 1L i 7= 7p 112

ARAFNE TNF O R[IEME L& 7 % — BN AKRN T TNF O/ER 2 8l 3 2 & E 2 K- LT
HZEICERL, TNERFEELELUSHT I ZEZHEBELEZLOTH D,

TNR-001 (Xt k 1gG1 @ Fc fHI 124y F & 75 kDa @ b b EEEE LK + 117 5% 25 4K (tumor
necrosis factor receptor-11 : TNFR-I1) DOfSL K A A 2 2 45+ % & s F M 2 5007 Cfb
HIHTEMAEX NI ETH DL, BBEERK T (TNF) SfMiaRmo TNF /B E O
MEERET LItV v~TFEHZRET LI EEEZLNATWVS,
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20X RTNR-00L OHLY v~ FEREMRT 5720, LXKy A4 (B, 74
Varh) ok v 19l SRR S, 1998 4R 11 AT K E £
RbH ) v~vFH# (KA) L LToiRBEmELE, £7-, 1JE»> 0714 227
AR (B, U A R BERINICE T 2 BRI Z B4 L, 2000 4 2 A I IZERNE A
HETHLRICSHY v~FHE (A & LTOERBEZT, 20094 2 A HTE, R 82
nETERBIR TS, AATHE, 20l LY BUHHERRR (105-JARER) =M
ML, KEE BARICBIT 2EMBIMEFLI T A= NFIEHEM L TWD EDORERE R,
0l A L0, KERBRTHOSAZAREE AW TR ARG Y 7 ~F (rheumatoid
arthritis, RA) & Zxf4 L L= EBIMBERRER (77U v v 7albk) (202-IARE%R) %
FEfi L7, FOfEE, TNR-001 10 X% 25 mgd i 2 [E1#¢ 51 & W RAJEIR O F B 72 il #
oL, WARBREFRBCHEVVIREZR L, £72, 20T 77 A AN T Y v
VKGR EBELL TWD Z LR I, NERBRT — 2 O HARAN~DH D AT EE
ThHoH LML, 2002 4 11 H IZRAD S CTAF ZARBFE L, &Y v~F (BEfF
IR CHRA T 072G AR D) ) ORhEE - 212 T 2005 4 1 A IZAFIZEB W T H AR
nic,

— 5, FAEMEREY v~ F (juvenile rheumatoid arthritis : JRA) (2B L Tlx, 1999 4
5 H 121X DMARD it PETE B 4 2 B i B JRA TR IR & L CKET, 2000 4F 2 A IZIX RN
ICBWTHERIN TR Y, 2009 4F 2 A8TE, R 73 W ETIRATBEIK L L TKER
nTWna,

JRADIFREIZE L T, lADRALH—THDHNEWI Z LTI ARG H 5 M,
Z B HEHIRIRATY 7~ b A KK+ (rheumatoid factor : RF) M EH1ED % A4 7122\ T,
RARALHBHRIIZEH —HTH5HLDOTHDHEDRETN K TH S, ZHEESHHOEHES,
RFBEMEZR 1T 20%~30%I1F & TR s ARADEMERD 80%IF L Th D DICH S LK
WS, R CBETEIRZ AR ETHRETH L Z Li3kETH 5, IRAEE O BEIIEIR P
CHEESEBEICB W TY, A EREEIZ, TNF-a, TNF-B (LT-o) M O'TNFZ AR % & 51
LA RO 5N TEY, JRAICBWTHTNFAREIZE G L TWDH Z ENRRBIN
TWB® Y ZpZ Lid, TNF-aDf R Z2FUEY 2 ITETNFZ AR (KA o5
WXV, JRADJERELENBOOND Z EDEMTERDI LD EEZLND,

UbEDZ b, U4 AKKESHIE, AFBRABRICE N THIRADIREIIR E L THH
ANz 9 5 %, 20l I (2 E SRR R bl R - T 20 4R L A R
(B, MSATBOE AN EREMERERB A, DIT TEE tuvwo) SEBIFHKE
TV, ZOMBEMEREEZZ T, ABICBWTHIRAZ MR L LI EBIHEE KRR (204 3K
BR) & 9Eh U7o, BUBRGHIENX SEHE R REME ) OVEAM ERR BB (16.0016 3ER) & o bhig Al
BEMEEZEL, MABKHETH D 04mglkge HWi-A—7 B L LTz,

ZDOFER, JRA HBEIZEBIT 5 TNR-001 0.4 mg/kg (25 mg/lEl % LR &4 5) % 2 A
FTFHEGLEEEZO 12 BM&E G IO T EKRRAR (16.0016 3ER) & FEER AR
PER @S WK RPN HER TE L IRABEZDO RN T O U T 7 0 A% RA BF I
LTI o 7223, FHImE T TNR-00L SR 1L, A RA B L RIEEREEZ R LIz, —
J7, AN RA BEZ L L L7 v 78 B (202-JA RER) 2B 588K
ZEMEICE L, KA RABFE LHKRABRE LOMICHEIZROONTE LT, #BIT
? IRAIZ L DGR AER (16.0016 #ABk) (2B WT, AT LT, A RA LHELEIL
TR ELNTWD, BRMEIZOWVWT S, BATEET & RIXFEKC/NNETHER
DENZ 72 205, /RIS T 2RI B EAITRO b TRy, £72, KEAKA &
KEANEOMPREIZIESSDZFALNDILOD, KEREIROLNTE LT,
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Nttt Lk LA X o ICRBOBERE LA TWVWD,

INLORERENS, KEANIRABET — X % HARANIRAREZIZHAMERGE L B %2, JRA
BEEZRE L CE L2 ENEIMEERRBR (204 38, 2R 22 #], 4+—7 &
Br) L UESNVIRARG IR BRFLE A2 b > T, JRADZIEEB M O HFE N FHE & K L, 204

HIZHERE & REERTFERR 21T o 7o, BRI

PN A R

LRI R 22T, BB E L CTIRA 24 L L2 I M B S REE
PBR (206-JA FABR), & I FIEKHER G A —7 Bk (208-JA #BR) KOE I fHEH
b4 — 7 R (207-0A BBk - fkReR) A%k L, Al 0.2 mg/kg 7» 5 0.4 mg/kg D
BHEITHANIRABEZICHL, WAt Za2EnififscEx 2 b0 L WL, 4,
JRA OZHREBM DO BFEIZE - 7,

AAGRHFEICE D 2 EN L MBI 5 FEREERRBR OB REELZ X 150—1
2R L7z,

B, HBATEAARY U~ FEERE (2003 4, HA) ICBWTHEEEEG ) v~F

(JRA) Z ZAEMER MR 24 (JIA : Juvenile Idiopathic Arthritis) &\ 9 FEFRZ W 5
TEDNEEIN, ARFEICBITL2HEMED [EEMEREREEESX] L LT, K
CTD H O R IFEFMEE Y v~F (JRA) ZHWTW5D,

Fio, HEMEBEEY v~F (JRA) OB, JRA TR O BLR K OBA 3 £ 0 5F 5/l 1
DOWTIE, 22T #HES KO 25.1H WEBHBEOBRMICEZHL -,

FERGIRFEPR R IL, EBWICB T 208 Y v~ FOE Y REWE T VBFELR
W EDDLREBTH D, iz, hEBME AW FERR T, A ToONEERE
U 7= i R A B BR A B L K [ TR BRI/ N R~ DR N Bt STz 2 & R O @Y
TORERBRTIIFICHBE LRI BRTAPGELA TRV ENLREMTH S,
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HEIEE

SE148

ECNIR |

sEI04A

it

TO~@ (AFBOME- S TRERY —  SOPRHELENTRT.

150—1 TNR-001(JRA) BIFFEK
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1.6 NEIZH T HFEAKRICET 2EH

1.6 HNEIZEFTS5FEHARKRFICEHT 2EH

2009 4= 2 HBE, =X x vt 7 FRLANL, BEIY v~F oW TIiX 82 » [H, #HAEME
BTSRRI R IO W TIZ 73 #n [ETHAR I TV S,

FTHEREIICBITA2HEE ) v~F L OEFEEBES Y v~TF ORERNZFE 160-1 (IR
‘a—o

% 160-1 FEEFHIZH1TH TNR-001 DA ZEBF KR

/| Hideg BAfi Y v~ HEMREE Y v~ T
T AU 1998/11/02 1999/05/27
A A A 2000/02/01 2000/02/01
EU* 2000/02/03 2000/02/03
F =2 7 VT 2000/09/08 2001/10/02
Vot 2000/12/01 2003/07/29
H A 2005/01/19 -

EU* : #— A FUT, ")VX—, For~—720, T40T7 K, 7T,
KAY, ¥Vvxy, TAVIUR, AZVT, vvovIANT, 5704,
RVEHNL, ALY, ATz—=FT 2, A FY R
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IR A

T 7 L

R

Immunex Corporationlmmune, Wyeth Pharmaceuticals

ARBEAR

1998 42 11 H 2 H

HH -8

NRATNMIP Y orof 22z e 7 b (B FHEHZ)  25mg

3 IS fE
ERA%

TUTVVIEPEENSEEOFHEME Y U~ FEE OB L OEROBER. ERBIKRMS O, Mz

PORIE, RUOHEBREOHXBICHNONS, TV T LAEA RN ML I —FEGFHLT, ITHMTHBT S 2
CLMTED,

P T VR 2 BL b PR I s & B E O I B 1 00 35 AR P R 6 25 o B A R OO 1 S OVIE R DRI ATV B
‘s,

DT UL R B % AR o0 T B M B £ o0 B R OVER O AR, KELARAEIE O BAE, K RERE O EICH W
ibhb,

CEUTUAE AR PLES— FEMTEFACEDLARAVEBEIC, A FLEF— R LTI LT B,
DT LOVIEIE B R R MR HE S R OB K OYEIR OREFIICH W B D,

I UT LR, BETHEENSEEOSTHHEEEA A L. RFRIEIERRIEOGEME TH 2R (18 52
k) BEOBEICHYOLNRG,

R&-A&

—BKEESE

50mg OAHEIX.50mg D LEIEH V7 0V REMNXIE LEFEH 7L 7 4L K SureClick B CEHEIE AW
1EOR FENE L THRET S, 50mg DML, 25mg D 1IEEH 7L 7 4L FER & T EREME B A1 7
ERAWVWT25mga 2RIE LT ITRET DL TEL, T LAERAIT/NRICTK L 2 HEE5 T 5561%.
FMALLLIFE3ARVWL A ABBE DI CRETHZ L (THREKRR 22H),

TS ERAL (RBRER, MEET. XUk BBEE) WEFRELSBE T2 L, KEAEEREZA, BEOHD LA, %
RXNZAE L TWDH EZA~DOEFITET D 2 &y MM ORBRSLCEGIEICHT 23MABFRIEHR I TV
Loy 7 L)L [HE MM £ (Patient Instructions for Use) | # &R0 = &,

MARNESE, SEZFRVEEMHASTLES

BV v~F @RS R S LIFMEETHERORANBEFICHT 20 7 LAV ORI EIZ S50/l Th 5.
AN H—F FraarFas b HUFUE@E, FEAT oA FEFRIEAl (NSAIDs) . S EIX, =
TULAOHEERFETLTLY, RABZFICD 7L 50 mg4 1EMIC2@#ESLEZRRICBWT, AEHRELD
HHBIEHSRDIN ACRKIGEFIFABE ChHoL I ERRBRINT NG, 50mg/EXIY bEmAEIFIED LA
W (TRIER) 250,

HRASECEERSE

MABREOT T L LOHEMGEIZ SO mg# 2 B3HAVWLABRMEEZHITT) O3 AMELETHY, %
D%, 50mgllE DOHMEFFRICHET 2 (THRIKER) 2231),

25 mg XX 50 my/HDBBELAEN THL I ENRENTND, BEHHFEOHAFTZ T LVLOHEBICHEEL TH
7= (TERKRRABR 22MH),

JIAB®E

2~1T W OTEBPE L BIEM JIA BFICHT 22 7 LA OHESE A RIL, 0.8 mg/kg/l TdH 5 (F& 50 mg/H £ T),
ki 31kg (68 R F) RIEO/NFERFIZH LT, 25mg DA L7 4 b FiEF RO FIZHEE TE 20,

RE 63 kg (138 > K) LU ED/NEEHFICK L CTiX, 50mg 7 L 7 ¢ /b RiESF 00X SureClick H & 2% 2 A
WTh i, ZraarFas K ERATaA REFRES (NSAIDs), BEHEHKIZ, =7 L Lo EHKITL
TEVW, AMFLIFH—FopEARP LIV bEREO T LT, NERBEEFETORRIZITOA TV AN,
IVITLILDEE

T ULAE, EMOBEROCEBRTCHEATIZLZ2BERL WD, BEX, BCENOEHARZY TH D &
BB A T, RERICEFNR 740 —T v 7 %% o288 1F,. BCERT LN T 5, BFIT.
FHEE R OVE LW BRI O W TCHEE R332 2 £ TIXBA ARG X ThRnwo &y

7 L)L TERFRMAMBAE (Patient Instructions for Use) | 121X, = 7 L)L O FRIEICE T2 X 0 572
HaGfianhTcnd,

1TEAERTLZ74 L EIHBERAVEI DT LILOEH

EHEC, T T VAEZRBICRDETHETS (915~3043), 7L 7 4L FIEFSMARRICR S £ TlE, &
HEOHDN—=ZF TSI RN &,

Behanc, BRICTHEFBICH FRESEANRN L 2R T 5, ABO/NSWEAERF SRR IR
DOENDIHEAEND LN, THIXEAEBRMRK CIIRE 22 Tixen,

ERENEALEZVIREBL TGS, IETREORTKMERNDLILAEEFERA L2V &, TV 7 00 RiEH
BOBEDPERBO 2RKOLEBORBEL_INA D —4 —BOBMICHDZ 2T 2y 795, HHBICELL
BOEFBENR A>T RWEAIE, TOENBIEIFEHA LRV &,

TEFERATL I K SureClick HEEEHRBZAVEI VT LILOEE

WA, = 7V L2 RIBICAD ETHET S (9 15~3043), SureClick H CLyES 8 ARIRIC /25 £ Tk, &
NEtORBEMEIT TSRV L,

BHETIC, BRIC TEHIBICR FIRYEREONRN I & 2HHRT 5, HEDO/NSWE B ER N RMEIE P IR
OOENDIHERND LN, THIETEAERMIE CIIRT R LTy, EHEREALZVEBL TWDLIHEA.
XIZREORFIRDERNHDEEFHER LA &,




HEHOEFERNAAITPLEZERVEI YT LILO#ER

T UL, RO 1 mL OBE - @ EN K USP (0.9% X2 VLT v a— b)) &AW CHEEERICHEM L.

Mg T VL EEGHT D L0MLOEIRE T D,

NATNT ETHE—DNRAECIEM R E BT H2BICERT 2720t ENn TS, LiL, TORLTAND

BEEIRSIT 52 LICR>TWDIEEIE, " TATE T HX—2HH LRI &, A T EEHEOHK G
AT 285813, BREZ T L ILOWBIZIE 257X =Y 0% RV, It NEAHI AT v h—% 34 7 LIZRE
L. ﬁ%btﬁﬁ%ﬂk?éoﬁﬁmBWH%mwtfm %25 7 — YO8 AW, RAF S R AR
EEDND, ZHIE 14 BUNICHEA LR TE S0,

NATNT ZTEZ—FERTHHEEIL, FREOEHBIZWY ST NS TAT X T EZ—%R D, XA T LT
BT R =% TVUVILDNA TN SE, XA TNVTETH =5 NRXAT VAN R—=IZAND, 7TV v —
EMLTFTFC, REEy T LA TVICHEAT S, WAL TIEER THD, FRKOEHBOMNEEZ Z D
FICHRDL, BRESEIMALATAONEMZD L0 il E £< o Cld, BECHENYTRVEY, LWy

WEIThET 52 &,

TUTVUVADEMBE RSN 25 =V O EFERTIHAR.FREEZEFICP-LK D ENLTILRNICEAT D

o, WARNTHER THD, BMSELIMATHEZD LI E E L HICHET, BECHIEZTRNE S,
WMLUWIRE ITHET D 2 &,
—MRIC, T VARERT S ETICET 2RI 10 9RETh D, BHENIC, BRICT, WRICK FIRDER

BORRN L 2RI S, ZAXERBLDHHE. XITKFHRUWERE-> T DHHEAIE \%ﬁéﬁﬁbﬁw:
L,

EHeR BORM LR EERZCEST D, AR LALTALICESTVTHLELZZ R, ER&GE ATV
THETE—=MOETTn, 25 ¥V E2EHBNSETT, =0T VL EERT IO 2T =Y 08t 23k
ET D,

DEDDOZ T VNEEDO AN TVONEDE, O T UVLVRKRONEMEREG LD, BLZY Liwnw:
Lo oK E T T LUAREGEENTVAIRIEICMZ RN &, EEMOFRIBE T T LVLERMR LW &,
TR R E R LN R LN &,

WRAF D BWFL & W2 i I 25 ¥ — Y o dt 2 v, BRE SN EERBE AR Z/H 228, 2hid 14 B NI H
LiaghiEResiwn, 14 BRBEIE, B LUAEFKRIIRERETZ 2L, B0 EE L OEREMEIX., 14 B #I%
FETE RV,

BERELGRBREEOURY
:/7vw&5¢@$%iiaﬁmmr®)zy#%kbfmfkw,AhxmmLa ERBH D, (1&&E)

EOXTRMER) 228K,) ThbDBEPIEEZRBELIZAZFEOLFTA MM LY — b, :/V%:XTiﬂ% K7z & o
S M A & R ST,

B 7R B E SUX UM AE AR BL L 72 H/ AL, = T v vadfib352 &,

UTZ2EGLRIMENRESNTND,

o  BEMMEOFIEMEIEZ E0IEEMERBZ, MEICERE L BEIXEEEBE S OIMA 22T 5 2 &
NEW, ZUT LAESHIEKOCES P IRBEREOREBTEETI 2L, = 7 LB ERNCEEERSZ OR
WMERBT S L,

o LANTSTAVIE, AV VIFATAIE, B IPHIE, TANXAXLRAFE, 7TA I BRAERRN= 2 —
FTVATAFEEZGHRBEEFHBEYE, £t N IAVIEREORBEHEEFHBYEICRBELEZBETE. R
PR CIE R BEEEREEETHI WD, WHHEERETERETIE, EX N T T ATEOHIEMRAE &
#%@Aw&¢f%é% Nhd, REMEEHBEICL > TEEOEGHRBEZRIET DIV A7 13D 5 EBHE

Tix, RBEMPIEREEELZBET L2 L,
o HFNRIEIEMRIC X D MBEIEGE . U A L REYLE 72 & O EYLE,

1B PG T EVERGE 280 D BEFE TIE, 2 T VBRSOV X7 b XX 7 ¢ v b & &5 AT FEE
WZEET D &

&5%%%®Efﬁﬁﬁm%@@ﬁﬁkif%ot%% BULSRBEORIAEED, =7 LGP X3 #H
G4 TR ISR IIE OB K CIEIR O B HRICHEBERSBET S L

W
of

EELURREDYRY

(TRh#EHEEL 28H.)

TNF-JE W 7 & & G- th 0 838 T M RCGRE . BRI G E . IR MR R R U A L R RG22 o B R AR

PCRDRE T E S OEERBRENIREINTND, ROEHE SN AMBEREL, % e AT TR

IREL TANARARIE, WUV HIE, AT TTAATAIE, VAT U THE, RP=2—FVRAFRETH D,

PHFIRITRMEL Y b LABRBMERREZ 2T 52082, A ML FH— I NFarFazxras RE

P VT ULAEPFRALTWD 2 EBE N,

CEEMICEE RS REE ADEBEORIEE AT HBFITIE. T LLORGERB LAV L, BUTFO

PREFCBVLTIE, BEBRBATICIHEEOY A7 EX"XT7 4y FERFT LI L,

e IBMEEYME I RMEYYE R AT 5 BE,

o FEBICBBEINTLZENDDLBEE,

o MEBXIIEANTTIAVIE, a7 VVFATRAEXITT 7 A NI BRIER EOEFEEN B L L 72> T
% IS B LRAT L2 2 &3 b 2 B,

o HEFLEHDZWIE, 2 bPE—VRROERFAERL ., BYVEXZEZ LT WEMREL AT 28K,
(MEMEDERE) KO TRBIER ) OEEOEZZ]R),




SRS OXTEBER B OBRER 52 BE L EO T T L AR RO BEITE VTR O BIE M O H
CORBEERRO LN TWS, KRR LK OATERKRBROME RS, MEEBEREOHEROY 27 X TNF [HLE
/7 u—FAPRICHRT T LA TREVIERRERTWS, LrLAans, filkgHEicsnT 7
LA EGDTNFIREAICE ) MEOEESBRESNA WD, BEOMBEDO I A2 777 4 — %L, =v 7
LA OBEBRMBATNCHEEOBIEREICOWTHRAL, 5P EMNICRELITS Z &,

S TNF-HE W 3K AN K 2GR O RN ER BRI T 20K EITH) 2 & T, IWRTORBEOFIEE{LD U 2 7 K
CTTAZEBHLNIC RS TWDE, = T LD EEFBATICEBER S OBRENLENE» & 4 % 513 . BCG
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ENBREL®
(etanercept)

For Subcutaneous Injection

WARNING
RISK OF SERIOUS INFECTIONS

Patients treated with ENBREL® are at increased risk for developing serious infections that may lead
to hospitalization or death (see WARNINGS and ADVERSE REACTIONS).

Most patients who developed these infections were taking concomitant immunosuppressants such
as methotrexate or corticosteroids.

ENBREL® should be discontinued if a patient develops a serious infection or sepsis.

Reported infections include:

e Active tuberculosis, including reactivation of latent tuberculosis. Patients with tuberculosis
have frequently presented with disseminated or extrapulmonary disease. Patients should be
tested for latent tuberculosis before ENBREL® use and during therapy. Treatment for latent
infection should be initiated prior to ENBREL® use.

e Invasive fungal infections, including histoplasmosis, coccidioidomycosis, candidiasis,
aspergillosis, blastomycosis, and pneumocystosis. Patients with histoplasmosis or other
invasive fungal infections may present with disseminated, rather than localized, disease.
Antigen and antibody testing for histoplasmosis may be negative in some patients with
active infection. Empiric anti-fungal therapy should be considered in patients at risk for
invasive fungal infections who develop severe systemic illness.

e Bacterial, viral and other infections due to opportunistic pathogens.

The risks and benefits of treatment with ENBREL® should be carefully considered prior to
initiating therapy in patients with chronic or recurrent infection.

Patients should be closely monitored for the development of signs and symptoms of infection
during and after treatment with ENBREL®, including the possible development of tuberculosis in
patients who tested negative for latent tuberculosis infection prior to initiating therapy.

DESCRIPTION

ENBREL® (etanercept) is a dimeric fusion protein consisting of the extracellular ligand-binding
portion of the human 75 kilodalton (p75) tumor necrosis factor receptor (TNFR) linked to the Fc
portion of human IgG1. The Fc component of etanercept contains the Cu2 domain, the Cy3 domain
and hinge region, but not the Cy1 domain of IgG1. Etanercept is produced by recombinant DNA
technology in a Chinese hamster ovary (CHO) mammalian cell expression system. It consists of
934 amino acids and has an apparent molecular weight of approximately 150 kilodaltons.
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ENBREL® single-use prefilled syringes are available in 25 mg (0.51 mL of a 50 mg/mL solution
of etanercept) and 50 mg (0.98 mL of a 50 mg/mL solution of etanercept) dosage strengths.
ENBREL® single-use prefilled SureClick® autoinjectors are available in 50 mg (0.98 mL of a 50
mg/mL solution of etanercept).

The solution of ENBREL® is clear and colorless, sterile, preservative-free, and is formulated at pH
6.3+ 0.2. Each ENBREL® prefilled syringe and SureClick autoinjector contains a 50 mg/mL
solution of etanercept with 1% sucrose, 100 mM sodium chloride, 25mM L-arginine hydrochloride,
and 25mM sodium phosphate.

ENBREL® multiple-use vials are available containing 25 mg of etanercept. ENBREL® is
supplied in a multiple-use vial as a sterile, white, preservative-free, lyophilized powder.
Reconstitution with 1 mL of the supplied Sterile Bacteriostatic Water for Injection (BWFI), USP
(containing 0.9% benzyl alcohol) yields a multiple-use, clear, and colorless solution with a pH of
7.4 + 0.3 containing 25 mg etanercept, 40 mg mannitol, 10 mg sucrose, and 1.2 mg tromethamine.

Administration of one 50 mg ENBREL® prefilled syringe or one ENBREL® SureClick autoinjector
provides a dose equivalent to two 25 mg ENBREL® prefilled syringes or two multiple-use vials of
lyophilized ENBREL®, when vials are reconstituted and administered as recommended.

CLINICAL PHARMACOLOGY

General

Etanercept binds specifically to tumor necrosis factor (TNF) and blocks its interaction with cell
surface TNF receptors. TNF is a naturally occurring cytokine that is involved in normal
inflammatory and immune responses. It plays an important role in the inflammatory processes of
rheumatoid arthritis (RA), polyarticular-course juvenile idiopathic arthritis (JIA), and ankylosing
spondylitis and the resulting joint pathology. In addition, TNF plays a role in the inflammatory
process of plaque psoriasis. Elevated levels of TNF are found in involved tissues and fluids of
patients with RA, psoriatic arthritis, ankylosing spondylitis (AS), and plaque psoriasis.

Two distinct receptors for TNF (TNFRs), a 55 kilodalton protein (p55) and a 75 kilodalton protein
(p75), exist naturally as monomeric molecules on cell surfaces and in soluble forms. Biological
activity of TNF is dependent upon binding to either cell surface TNFR.

Etanercept is a dimeric soluble form of the p75 TNF receptor that can bind to two TNF molecules.
It inhibits the activity of TNF in vitro and has been shown to affect several animal models of
inflammation, including murine collagen-induced arthritis. Etanercept inhibits binding of both
TNFo and TNFB (lymphotoxin alpha [LTa]) to cell surface TNFRs, rendering TNF biologically
inactive. Cells expressing transmembrane TNF that bind ENBREL® are not lysed in vitro in the
presence or absence of complement.

Etanercept can also modulate biological responses that are induced or regulated by TNF, including
expression of adhesion molecules responsible for leukocyte migration (i.e., E-selectin and to a
lesser extent intercellular adhesion molecule-1 [ICAM-1]), serum levels of cytokines (e.g., IL-6),
and serum levels of matrix metalloproteinase-3 (MMP-3 or stromelysin).
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Pharmacokinetics

After administration of 25 mg of ENBREL® by a single subcutaneous (SC) injection to 25 patients
with RA, a mean + standard deviation half-life of 102 = 30 hours was observed with a clearance of
160 £ 80 mL/hr. A maximum serum concentration (Cmax) of 1.1 £ 0.6 mcg/mL and time to Cmax
of 69 + 34 hours was observed in these patients following a single 25 mg dose. After 6 months of
twice weekly 25 mg doses in these same RA patients, the mean Cmax was 2.4 = 1.0 mcg/mL (N =
23). Patients exhibited a two- to seven-fold increase in peak serum concentrations and
approximately four-fold increase in AUCy.72 1 (range 1 to 17 fold) with repeated dosing. Serum
concentrations in patients with RA have not been measured for periods of dosing that exceed 6
months. The pharmacokinetic parameters in patients with plaque psoriasis were similar to those
seen in patients with RA.

In another study, serum concentration profiles at steady state were comparable among patients with
RA treated with 50 mg ENBREL® once weekly and those treated with 25 mg ENBREL® twice
weekly. The mean (+ standard deviation) Cmax, Cmin, and partial AUC were 2.4 + 1.5 mg/L, 1.2
+ 0.7 mg/L, and 297 + 166 mgeh/L, respectively, for patients treated with 50 mg ENBREL® once
weekly (N =21); and 2.6 £ 1.2 mg/L, 1.4 + 0.7 mg/L, and 316 £ 135 mgeh/L for patients treated
with 25 mg ENBREL® twice weekly (N = 16).

Pharmacokinetic parameters were not different between men and women and did not vary with age
in adult patients. No formal pharmacokinetic studies have been conducted to examine the effects of
renal or hepatic impairment on ENBREL® disposition.

Patients with JIA (ages 4 to 17 years) were administered 0.4 mg/kg of ENBREL® twice weekly for
up to 18 weeks. The mean serum concentration after repeated SC dosing was 2.1 mcg/mL, with a
range of 0.7 to 4.3 mcg/mL. Limited data suggests that the clearance of ENBREL® is reduced
slightly in children ages 4 to 8 years. Population pharmacokinetic analyses predict that
administration of 0.8 mg/kg of ENBREL® once weekly will result in Cmax 11% higher, and Cmin
20% lower at steady state as compared to administration of 0.4 mg/kg of ENBREL® twice weekly.
The predicted pharmacokinetic differences between the regimens in JIA patients are of the same
magnitude as the differences observed between twice weekly and weekly regimens in adult RA
patients.

CLINICAL STUDIES
Adult Rheumatoid Arthritis

The safety and efficacy of ENBREL® were assessed in four randomized, double-blind, controlled
studies. The results of all four trials were expressed in percentage of patients with improvement in
RA using American College of Rheumatology (ACR) response criteria.

Study | evaluated 234 patients with active RA who were > 18 years old, had failed therapy with at
least one but no more than four disease-modifying antirheumatic drugs (DMARDs; e.g.,
hydroxychloroquine, oral or injectable gold, methotrexate [MTX], azathioprine, D-penicillamine,
sulfasalazine), and had > 12 tender joints, > 10 swollen joints, and either ESR > 28 mm/hr, CRP >
2.0 mg/dL, or morning stiffness for > 45 minutes. Doses of 10 mg or 25 mg ENBREL® or placebo
were administered SC twice a week for 6 consecutive months. Results from patients receiving 25
mg are presented in Table 1.
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Study Il evaluated 89 patients and had similar inclusion criteria to Study | except that subjects in
Study Il had additionally received MTX for at least 6 months with a stable dose (12.5 to 25
mg/week) for at least 4 weeks and they had at least 6 tender or painful joints. Subjects in Study 11
received a dose of 25 mg ENBREL® or placebo SC twice a week for 6 months in addition to their
stable MTX dose.

Study 111 compared the efficacy of ENBREL® to MTX in patients with active RA. This study
evaluated 632 patients who were > 18 years old with early (< 3 years disease duration) active RA;
had never received treatment with MTX; and had > 12 tender joints, > 10 swollen joints, and either
ESR > 28 mm/hr, CRP > 2.0 mg/dL, or morning stiffness for > 45 minutes. Doses of 10 mg or 25
mg ENBREL® were administered SC twice a week for 12 consecutive months. The study was
unblinded after all patients had completed at least 12 months (and a median of 17.3 months) of
therapy. The majority of patients remained in the study on the treatment to which they were
randomized through 2 years, after which they entered an extension study and received open-label
25 mg ENBREL®. Results from patients receiving 25 mg are presented in Table 1. MTX tablets
(escalated from 7.5 mg/week to a maximum of 20 mg/week over the first 8 weeks of the trial) or
placebo tablets were given once a week on the same day as the injection of placebo or ENBREL®
doses, respectively.

Study IV evaluated 682 adult patients with active RA of 6 months to 20 years duration (mean of

7 years) who had an inadequate response to at least one DMARD other than MTX. Forty-three
percent of patients had previously received MTX a mean of two years prior to the trial at a mean
dose of 12.9 mg. Patients were excluded from this study if MTX had been discontinued for lack of
efficacy or for safety considerations. The patient baseline characteristics were similar to those of
patients in Study | (Table 3). Patients were randomized to MTX alone (7.5 to 20 mg weekly, dose
escalated as described for Study I11; median dose 20 mg), ENBREL® alone (25 mg twice weekly),
or the combination of ENBREL® and MTX initiated concurrently (at the same doses as above).
The study evaluated ACR response, Sharp radiographic score and safety.

Clinical Response

A higher percentage of patients treated with ENBREL® and ENBREL® in combination with MTX
achieved ACR 20, ACR 50, and ACR 70 responses and Major Clinical Responses than in the
comparison groups. The results of Studies I, Il, and 11l are summarized in Table 1. The results of
Study IV are summarized in Table 2.
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Table 1:

ACR Responses in Placebo- and Active-Controlled Trials

Placebo Controlled

(Percent of Patients)

Active Controlled

Study | Study 11 Study 111
Placebo ENBREL®? MTX/ MTX/ MTX  ENBREL®?
Placebo ENBREL®?
Response  N=80 N=78 N =30 N =59 N=217 N=207
ACR 20
Month3  23% 62%" 33% 66%" 56% 62%
Month6  11% 59%" 27% 71%" 58% 65%
Month 12 NA NA NA NA 65% 72%
ACR 50
Month 3 8% 41%" 0% 420%° 24% 29%
Month 6 5% 40%" 3% 399" 32% 40%
Month 12 NA NA NA NA 43% 49%
ACR 70
Month 3 4% 15%° 0% 159%" 7% 13%°
Month 6 1% 15%° 0% 15%” 14% 21%°
Month 12 NA NA NA NA 22% 25%

2 25mg ENBREL® SC twice weekly.
®  p<0.01, ENBREL® vs. placebo.
¢ p<0.05 ENBREL® vs. MTX.
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Table 2:
Study IV Clinical Efficacy Results: Comparison of MTX vs ENBREL® vs ENBREL®
in Combination with MTX in Patients with RA
of 6 Months to 20 Years Duration
(Percent of Patients)

MTX ENBREL® ENBREL®/MTX

Endpoint (N = 228) (N = 223) (N = 231)
ACR N*°

Month 12 40 47 63°
ACR 20

Month 12 59% 66% 75%°
ACR 50

Month 12 36% 43% 63%°
ACR 70

Month 12 17% 22% 40%°
Major Clinical Response® 6% 10% 24%°

& Values are medians.

b ACR N is the percent improvement based on the same core variables used in defining ACR 20,
ACR 50, and ACR 70.

®  p<0.05for comparisons of ENBREL®/MTX vs ENBREL® alone or MTX alone.

¢ Major clinical response is achieving an ACR 70 response for a continuous 6-month period.

The time course for ACR 20 response rates for patients receiving placebo or 25 mg ENBREL® in
Studies | and 1 is summarized in Figure 1. The time course of responses to ENBREL® in Study 111
was similar.
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Figure 1:

Time Course of ACR 20 Responses
O-- Placebo, Study I (placebo alone) ~ —TF— 25 mg ENBRELZ®, Study | (ENBREL® alone)

@--- Placebo, Study Il (placebo + MTX) —#— 25 mg ENBREL®, Study Il (ENBREL® + MTX)

Percent Responding

Among patients receiving ENBREL®, the clinical responses generally appeared within 1 to 2 weeks
after initiation of therapy and nearly always occurred by 3 months. A dose response was seen in
Studies | and I11: 25 mg ENBREL® was more effective than 10 mg (10 mg was not evaluated in
Study I1). ENBREL® was significantly better than placebo in all components of the ACR criteria
as well as other measures of RA disease activity not included in the ACR response criteria, such as
morning stiffness.

In Study 111, ACR response rates and improvement in all the individual ACR response criteria were
maintained through 24 months of ENBREL® therapy. Over the 2-year study, 23% of ENBREL®
patients achieved a major clinical response, defined as maintenance of an ACR 70 response over a
6-month period.

The results of the components of the ACR response criteria for Study | are shown in Table 3.
Similar results were observed for ENBREL ®-treated patients in Studies 11 and I11.
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Table 3:
Components of ACR Response in Study |

Placebo ENBREL®

N =80 N=78
Parameter (median) Baseline 3 Months Baseline 3 Months”
Number of tender joints 34.0 29.5 31.2 10.0°
Number of swollen joints © 24.0 22.0 235 12.6"
Physician global assessment ° 7.0 6.5 7.0 3.0
Patient global assessment 7.0 7.0 7.0 3.0f
Pain ¢ 6.9 6.6 6.9 2.4
Disability index ® 1.7 1.8 1.6 1.0°
ESR (mm/hr) 31.0 32.0 28.0 15.5'
CRP (mg/dL) 2.8 3.9 35 0.9

Results at 6 months showed similar improvement.
2 25mg ENBREL® SC twice weekly.
®  Scale0-71.
¢ Scale 0-68.
Visual analog scale; 0 = best, 10 = worst.

Health Assessment Questionnaire®; 0 = best, 3 = worst; includes eight categories: dressing
and grooming, arising, eating, walking, hygiene, reach, grip, and activities.

p < 0.01, ENBREL® vs. placebo, based on mean percent change from baseline.

After discontinuation of ENBREL®, symptoms of arthritis generally returned within a month.
Reintroduction of treatment with ENBREL® after discontinuations of up to 18 months resulted in
the same magnitudes of response as patients who received ENBREL® without interruption of
therapy based on results of open-label studies.

Continued durable responses were seen for over 60 months in open-label extension treatment trials
when patients received ENBREL® without interruption. A substantial number of patients who
initially received concomitant MTX or corticosteroids were able to reduce their doses or
discontinue these concomitant therapies while maintaining their clinical responses.

A 24-week study was conducted in 242 patients with active RA on background methotrexate who
were randomized to receive either ENBREL® alone or the combination of ENBREL® and anakinra.
The ACR 50 response rate was 31% for patients treated with the combination of ENBREL® and
anakinra and 41% for patients treated with ENBREL® alone, indicating no added clinical benefit of
the combination over ENBREL® alone. Serious infections were increased with the combination
compared to ENBREL® alone (see WARNINGS).

Physical Function Response

In Studies I, 11, and 111, physical function and disability were assessed using the Health Assessment
Questionnaire (HAQ).> Additionally, in Study 111, patients were administered the SF-36° Health
Survey. In Studies | and |1, patients treated with 25 mg ENBREL® twice weekly showed greater
improvement from baseline in the HAQ score beginning in month 1 through month 6 in
comparison to placebo (p < 0.001) for the HAQ disability domain (where 0 = none and 3 = severe).
In Study I, the mean improvement in the HAQ score from baseline to month 6 was 0.6 (from 1.6 to
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1.0) for the 25 mg ENBREL® group and 0 (from 1.7 to 1.7) for the placebo group. In Study II, the
mean improvement from baseline to month 6 was 0.6 (from 1.5 to 0.9) for the ENBREL®/MTX
group and 0.2 (from 1.3 to 1.2) for the placebo/MTX group. In Study 11, the mean improvement in
the HAQ score from baseline to month 6 was 0.7 (from 1.5 to 0.7) for 25 mg ENBREL® twice
weekly. All subdomains of the HAQ in Studies I and I11 were improved in patients treated with
ENBREL®.

In Study 111, patients treated with 25 mg ENBREL® twice weekly showed greater improvement
from baseline in SF-36 physical component summary score compared to ENBREL® 10 mg twice
weekly and no worsening in the SF-36 mental component summary score. In open-label
ENBREL® studies, improvements in physical function and disability measures have been
maintained for up to 4 years.

In Study IV, median HAQ scores improved from baseline levels of 1.8, 1.8, and 1.8 to 1.1, 1.0, and
0.6 at 12 months in the MTX, ENBREL®, and ENBREL®/MTX combination treatment groups,
respectively (combination versus both MTX and ENBREL®, p < 0.01). Twenty-nine percent of
patients in the MTX alone treatment group had an improvement of HAQ of at least one unit versus
40% and 51% in the ENBREL® alone and the ENBREL®/MTX combination treatment groups,
respectively.

Radiographic Response

In Study 11, structural joint damage was assessed radiographically and expressed as change in total
Sharp score (TSS) and its components, the erosion score and joint space narrowing (JSN) score.
Radiographs of hands/wrists and forefeet were obtained at baseline, 6 months, 12 months, and 24
months and scored by readers who were unaware of treatment group. The results are shown in
Table 4. A significant difference for change in erosion score was observed at 6 months and
maintained at 12 months.

Table 4:
Mean Radiographic Change Over 6 and 12 Months in Study Il
25 mg MTX/ENBREL®

MTX  ENBREL® (95% Confidence Interval’) P-value

12 Months  Total Sharp score 1.59 1.00 0.59 (-0.12, 1.30) 0.1
Erosion score 1.03 0.47 0.56 (0.11, 1.00) 0.002

JSN score 0.56 0.52 0.04 (-0.39, 0.46) 0.5
6 Months  Total Sharp score 1.06 0.57 0.49 (0.06, 0.91) 0.001
Erosion score 0.68 0.30 0.38 (0.09, 0.66) 0.001

JSN score 0.38 0.27 0.11 (-0.14, 0.35) 0.6

95% confidence intervals for the differences in change scores between MTX and ENBREL®.

Patients continued on the therapy to which they were randomized for the second year of Study I11.
Seventy-two percent of patients had x-rays obtained at 24 months. Compared to the patients in the
MTX group, greater inhibition of progression in TSS and erosion score was seen in the 25 mg
ENBREL® group, and in addition, less progression was noted in the JSN score.

In the open-label extension of Study 111, 48% of the original patients treated with 25 mg ENBREL®
have been evaluated radiographically at 5 years. Patients had continued inhibition of structural
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damage, as measured by the TSS, and 55% of them had no progression of structural damage.
Patients originally treated with MTX had further reduction in radiographic progression once they
began treatment with ENBREL®.

In Study 1V, less radiographic progression (TSS) was observed with ENBREL® in combination
with MTX compared with ENBREL® alone or MTX alone at month 12 (Table 5). In the MTX
treatment group 55% of patients experienced no radiographic progression (TSS change < 0.0) at 12
months compared to 63% and 76% in the ENBREL® alone and the ENBREL®/MTX combination
treatment groups, respectively.

Table 5:
Mean Radiographic Change in Study IV at 12 Months
(95% Confidence Interval)

MTX ENBREL® ENBREL“/MTX
(N =212) (N =212)" (N =218)"
Total Sharp Scores (TSS) 2.80 0.52% -0.54"¢
(1.08, 4.51) (-0.10, 1.15) (-1.00, -0.07)
Erosion Score (ES) 1.68 0.21° -0.30°
(0.61, 2.74) (-0.20,0.61) (-0.65, 0.04)
Joint Space Narrowing Score (JSN) 1.12 0.32 -0.23°¢
(0.34, 1.90) (0.00, 0.63) (-0.45, -0.02)

“ Analyzed radiographic ITT population.

? p<0.05 for comparison of ENBREL® vs MTX.

® p<0.05 for comparison of ENBREL® /MTX vs MTX.

¢ p<0.05 for comparison of ENBREL®/MTX vs ENBREL®.

Once Weekly Dosing

The safety and efficacy of 50 mg ENBREL® (two 25 mg SC injections) administered once weekly
were evaluated in a double-blind, placebo-controlled study of 420 patients with active RA.
Fifty-three patients received placebo, 214 patients received 50 mg ENBREL® once weekly, and
153 patients received 25 mg ENBREL® twice weekly. The safety and efficacy profiles of the two
ENBREL® treatment groups were similar.

Polyarticular-Course Juvenile Idiopathic Arthritis (JIA)

The safety and efficacy of ENBREL® were assessed in a two-part study in 69 children with
polyarticular-course JIA who had a variety of JIA onset types. Patients ages 4 to 17 years with
moderately to severely active polyarticular-course JIA refractory to or intolerant of methotrexate
were enrolled; patients remained on a stable dose of a single nonsteroidal anti-inflammatory drug
and/or prednisone (< 0.2 mg/kg/day or 10 mg maximum). In part 1, all patients received 0.4 mg/kg
(maximum 25 mg per dose) ENBREL® SC twice weekly. In part 2, patients with a clinical
response at day 90 were randomized to remain on ENBREL® or receive placebo for four months
and assessed for disease flare. Responses were measured using the JIA Definition of Improvement
(DOI),? defined as > 30% improvement in at least three of six and > 30% worsening in no more
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than one of the six JIA core set criteria, including active joint count, limitation of motion, physician
and patient/parent global assessments, functional assessment, and ESR. Disease flare was defined
as a > 30% worsening in three of the six JIA core set criteria and > 30% improvement in not more
than one of the six JIA core set criteria and a minimum of two active joints.

In part 1 of the study, 51 of 69 (74%) patients demonstrated a clinical response and entered part 2.
In part 2, 6 of 25 (24%) patients remaining on ENBREL® experienced a disease flare compared to
20 of 26 (77%) patients receiving placebo (p = 0.007). From the start of part 2, the median time to
flare was > 116 days for patients who received ENBREL® and 28 days for patients who received
placebo. Each component of the JIA core set criteria worsened in the arm that received placebo
and remained stable or improved in the arm that continued on ENBREL®. The data suggested the
possibility of a higher flare rate among those patients with a higher baseline ESR. Of patients who
demonstrated a clinical response at 90 days and entered part 2 of the study, some of the patients
remaining on ENBREL® continued to improve from month 3 through month 7, while those who
received placebo did not improve.

The majority of JIA patients who developed a disease flare in part 2 and reintroduced ENBREL®
treatment up to 4 months after discontinuation re-responded to ENBREL® therapy in open-label

studies. Most of the responding patients who continued ENBREL® therapy without interruption
have maintained responses for up to 48 months.

Studies have not been done in patients with polyarticular-course JIA to assess the effects of
continued ENBREL® therapy in patients who do not respond within 3 months of initiating
ENBREL® therapy, or to assess the combination of ENBREL® with methotrexate.

Psoriatic Arthritis

The safety and efficacy of ENBREL® were assessed in a randomized, double-blind,
placebo-controlled study in 205 patients with psoriatic arthritis. Patients were between 18 and 70
years of age and had active psoriatic arthritis (> 3 swollen joints and > 3 tender joints) in one or
more of the following forms: (1) distal interphalangeal (DIP) involvement (N = 104); (2)
polyarticular arthritis (absence of rheumatoid nodules and presence of psoriasis; N = 173); (3)
arthritis mutilans (N = 3); (4) asymmetric psoriatic arthritis (N = 81); or (5) ankylosing
spondylitis-like (N = 7). Patients also had plaque psoriasis with a qualifying target lesion > 2 cm in
diameter. Patients on MTX therapy at enroliment (stable for > 2 months) could continue at a stable
dose of < 25 mg/week MTX. Doses of 25 mg ENBREL® or placebo were administered SC twice a
week during the initial 6-month double-blind period of the study. Patients continued to receive
blinded therapy in an up to 6-month maintenance period until all patients had completed the
controlled period. Following this, patients received open-label 25 mg ENBREL® twice a week in a
12-month extension period.

Compared to placebo, treatment with ENBREL® resulted in significant improvements in measures
of disease activity (Table 6).

ENBREL® US PI 11



Table 6:
Components of Disease Activity in Psoriatic Arthritis

Placebo ENBREL®
N =104 N =101

Parameter (median) Baseline 6 Months Baseline 6 Months
Number of tender joints ° 17.0 13.0 18.0 5.0
Number of swollen joints © 125 9.5 13.0 5.0
Physician global assessment ° 3.0 3.0 3.0 1.0
Patient global assessment ¢ 3.0 3.0 3.0 1.0
Morning stiffness (minutes) 60 60 60 15
Pain ¢ 3.0 3.0 3.0 1.0
Disability index ° 1.0 0.9 1.1 0.3
CRP (mg/dL) f 1.1 1.1 1.6 0.2
®  p<0.001 for all comparisons between ENBREL® and placebo at 6 months.
®  Scale 0-78.
¢ Scale 0-76.

4 Likert scale; 0 = best, 5 = worst.

Health Assessment Questionnaire®; 0 = best, 3 = worst; includes eight categories: dressing
and grooming, arising, eating, walking, hygiene, reach, grip, and activities.

Normal range: 0 — 0.79 mg/dL.

e

Among patients with psoriatic arthritis who received ENBREL®, the clinical responses were
apparent at the time of the first visit (4 weeks) and were maintained through 6 months of therapy.
Responses were similar in patients who were or were not receiving concomitant methotrexate
therapy at baseline. At 6 months, the ACR 20/50/70 responses were achieved by 50%, 37%, and
9%, respectively, of patients receiving ENBREL®, compared to 13%, 4%, and 1%, respectively, of
patients receiving placebo. Similar responses were seen in patients with each of the subtypes of
psoriatic arthritis, although few patients were enrolled with the arthritis mutilans and ankylosing
spondylitis-like subtypes. The results of this study were similar to those seen in an earlier
single-center, randomized, placebo-controlled study of 60 patients with psoriatic arthritis.

The skin lesions of psoriasis were also improved with ENBREL®, relative to placebo, as measured
by percentages of patients achieving improvements in the Psoriasis Area and Severity Index
(PASI).* Responses increased over time, and at 6 months, the proportions of patients achieving a
50% or 75% improvement in the PASI were 47% and 23%, respectively, in the ENBREL® group
(N = 66), compared to 18% and 3%, respectively, in the placebo group (N = 62). Responses were
similar in patients who were or were not receiving concomitant methotrexate therapy at baseline.

Radiographic Response

Radiographic changes were also assessed in the psoriatic arthritis study. Radiographs of hands and
wrists were obtained at baseline and months 6, 12, and 24. A modified Total Sharp Score (TSS),
which included distal interphalangeal joints (i.e., not identical to the modified TSS used for
rheumatoid arthritis) was used by readers blinded to treatment group to assess the radiographs.
Some radiographic features specific to psoriatic arthritis (e.g., pencil-and-cup deformity, joint space
widening, gross osteolysis and ankylosis) were included in the scoring system, but others (e.g.,
phalangeal tuft resorption, juxta-articular and shaft periostitis) were not.
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Most patients showed little or no change in the modified TSS during this 24-month study (median
change of 0 in both patients who initially received ENBREL® or placebo). More placebo-treated
patients experienced larger magnitudes of radiographic worsening (increased TSS) compared to
ENBREL® treatment during the controlled period of the study. At 12 months, in an exploratory
analysis, 12% (12 of 104) of placebo patients compared to none of the 101 ENBREL®-treated
patients had increases of 3 points or more in TSS. Inhibition of radiographic progression was
maintained in patients who continued on ENBREL® during the second year. Of the patients with
one-year and two-year x-rays, 3% (2 of 71) had increases of 3 points or more in TSS at one and two
years.

Physical Function Response

In the psoriatic arthritis study, physical function and disability were assessed using the HAQ
Disability Index (HAQ-DI)" and the SF-36% Health Survey. Patients treated with 25 mg ENBREL®
twice weekly showed greater improvement from baseline in the HAQ-DI score (mean decreases of
54% at both months 3 and 6) in comparison to placebo (mean decreases of 6% at both months 3 and
6) (p < 0.001). At months 3 and 6, patients treated with ENBREL® showed greater improvement
from baseline in the SF-36 physical component summary score compared to patients treated with
placebo, and no worsening in the SF-36 mental component summary score. Improvements in
physical function and disability measures were maintained for up to 2 years through the open-label
portion of the study.

Ankylosing Spondylitis

The safety and efficacy of ENBREL® were assessed in a randomized, double-blind,
placebo-controlled study in 277 patients with active ankylosing spondylitis. Patients were between
18 and 70 years of age and had ankylosing spondylitis as defined by the modified New York
Criteria for Ankylosing Spondylitis.® Patients were to have evidence of active disease based on
values of > 30 on a 0 — 100 unit Visual Analog Scale (VAS) for the average of morning stiffness
duration and intensity, and 2 of the following 3 other parameters: a) patient global assessment, b)
average of nocturnal and total back pain, and c) the average score on the Bath Ankylosing
Spondylitis Functional Index (BASFI). Patients with complete ankylosis of the spine were
excluded from study participation. Patients taking hydroxychloroquine, sulfasalazine,
methotrexate, or prednisone (< 10 mg/day) could continue these drugs at stable doses for the
duration of the study. Doses of 25 mg ENBREL® or placebo were administered SC twice a week
for 6 months.

The primary measure of efficacy was a 20% improvement in the Assessment in Ankylosing
Spondylitis (ASAS) response criteria.’° Compared to placebo, treatment with ENBREL® resulted in
improvements in the ASAS and other measures of disease activity (Figure 2 and Table 7).
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At 12 weeks, the ASAS 20/50/70 responses were achieved by 60%, 45%, and 29%, respectively, of
patients receiving ENBREL®, compared to 27%, 13%, and 7%, respectively, of patients receiving
placebo (p < 0.0001, ENBREL® vs. placebo). Similar responses were seen at week 24. Responses
were similar between those patients receiving concomitant therapies at baseline and those who were
not. The results of this study were similar to those seen in a single-center, randomized,
placebo-controlled study of 40 patients and a multi-center, randomized, placebo-controlled study of
84 patients with ankylosing spondylitis.
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Table 7:
Components of Ankylosing Spondylitis Disease Activity

Placebo ENBREL®
N =139 N =138
Mean values at time points Baseline 6 Months Baseline 6 Months
ASAS response criteria
Patient global assessment ” 63 56 63 36
Back pain® 62 56 60 34
BASFI ¢ 56 55 52 36
Inflammation ° 64 57 61 33
Acute phase reactants
CRP (mg/dL) 2.0 1.9 1.9 0.6
Spinal mobility (cm):
Modified Schober’s test 3.0 2.9 3.1 3.3
Chest expansion 3.2 3.0 3.3 3.9
Occiput-to-wall measurement 5.3 6.0 5.6 4.5

2 p<0.0015 for all comparisons between ENBREL® and placebo at 6 months. P-values for continuous
endpoints were based on percent change from baseline.

Measured on a Visual Analog Scale (VAS) with 0 = “none” and 100 = “severe.”

¢ Average of total nocturnal and back pain scores, measured on a VAS with 0 = “no pain” and 100 =
“most severe pain.”

Bath Ankylosing Spondylitis Functional Index (BASFI), average of 10 questions.

¢ Inflammation represented by the average of the last 2 questions on the 6-question Bath Ankylosing
Spondylitis Disease Activity Index (BASDAL).

C-reactive protein (CRP) normal range: 0 — 1.0 mg/dL.

Plaque Psoriasis

The safety and efficacy of ENBREL® were assessed in two randomized, double-blind,
placebo-controlled studies in adults with chronic stable plaque psoriasis involving > 10% of the
body surface area, a minimum PASI of 10 and who had received or were candidates for systemic
anti-psoriatic therapy or phototherapy. Patients with guttate, erythrodermic, or pustular psoriasis
and patients with severe infections within 4 weeks of screening were excluded from study. No
concomitant major anti-psoriatic therapies were allowed during the study.

Study | evaluated 672 patients who received placebo or ENBREL® SC at doses of 25 mg once a
week, 25 mg twice a week or 50 mg twice a week for 3 months. After 3 months, patients continued
on blinded treatments for an additional 3 months during which time, patients originally randomized
to placebo began treatment with blinded ENBREL® at 25 mg twice weekly (designated as
placebo/ENBREL® in Table 8); patients originally randomized to ENBREL® continued on the
originally randomized dose (designated as ENBREL®/ENBREL® groups in Table 8).

Study 11 evaluated 611 patients who received placebo or ENBREL® SC at doses of 25 mg or 50 mg
twice a week for 3 months. After 3 months of randomized blinded treatment, patients in all three
arms began receiving open-label ENBREL® at 25 mg twice weekly for 9 additional months.
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Response to treatment in both studies was assessed after 3 months of therapy and was defined as the
proportion of patients who achieved a reduction in score of at least 75% from baseline by the
Psoriasis Area and Severity Index (PASI). The PASI is a composite score that takes into
consideration both the fraction of body surface area affected and the nature and severity of psoriatic
changes within the affected regions (induration, erythema, and scaling).

Other evaluated outcomes included the proportion of patients who achieved a score of “clear” or
“minimal” by the Static Physician Global Assessment (SPGA) and the proportion of patients with a
reduction of PASI of at least 50% from baseline. The sPGA is a 6 category scale ranging from “5 =
severe” to “0 = none” indicating the physician’s overall assessment of the psoriasis severity focusing
on induration, erythema, and scaling. Treatment success of “clear” or “minimal” consisted of none or
minimal elevation in plaque, up to faint red coloration in erythema, and none or minimal fine scale
over < 5% of the plaque.

Patients in all treatment groups and in both studies had a median baseline PASI score ranging from
15 to 17; and the percentage of patients with baseline SPGA classifications ranged from 54% to
66% for moderate, 17% to 26% for marked, and 1% to 5% for severe. Across all treatment groups,
the percentage of patients who previously received systemic therapy for psoriasis ranged from 61%
to 65% in Study I, and 71% to 75% in Study I1; and those who previously received phototherapy
ranged from 44% to 50% in Study I, and 72% to 73% in Study II.

More patients randomized to ENBREL® than placebo achieved at least a 75% reduction from
baseline PASI score (PASI 75) with a dose response relationship across doses of 25 mg once a
week, 25 mg twice a week and 50 mg twice a week (Tables 8 and 9). The individual components
of the PASI (induration, erythema, and scaling) contributed comparably to the overall treatment-
associated improvement in PASI.

Table 8: Study | Outcomes at 3 and 6 Months

ENBREL®/ENBREL®
Placebo/ENBREL® 25 mg QW 25 mg BIW 50 mg BIW
25 mg BIW
(N = 168) (N = 169) (N = 167) (N = 168)
3 Months
PASI 75 n (%) 6 (4%) 23 (14%)* 53 (32%)" 79 (47%)°
Difference (95% Cl) 10% (4, 16) 28% (21, 36) 43% (35, 52)
SPGA, “clear” or “minimal” n (%) 8 (5%) 36 (21%)° 53 (32%)° 79 (47%)"
Difference (95% ClI) 17% (10, 24) 27% (19, 35) 42% (34, 50)
PASI 50 n (%) 24 (14%) 62 (37%)° 90 (54%)° 119 (71%)°
Difference (95% ClI) 22% (13, 31) 40% (30, 49) 57% (48, 65)
6 Months
PASI 75 n (%) 55 (33%) 36 (21%) 68 (41%) 90 (54%)
% p=0.001 compared with placebo.
®  p<0.0001 compared with placebo.
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Table 9: Study Il Outcomes at 3 Months

ENBREL®

Placebo 25 mg BIW 50 mg BIW

(N = 204) (N =204) (N = 203)

PASI 75 n (%) 6 (3%) 66 (32%)* 94 (46%)*
Difference (95% ClI) 29% (23, 36) 43% (36, 51)
sPGA “clear” or “minimal” n (%) 7 (3%) 75 (37%)* 109 (54%)*
Difference (95% CI) 34% (26, 41) 50% (43, 58)
PASI 50 n (%) 18 (9%) 124 (61%)* 147 (72%)*
Difference (95% Cl) 52% (44, 60) 64% (56, 71)

a

p < 0.0001 compared with placebo.

Among PASI 75 achievers in both studies, the median time to PASI 50 and PASI 75 was
approximately 1 and approximately 2 months, respectively, after the start of therapy with either 25
or 50 mg twice a week.

In Study | patients who achieved PASI 75 at month 6 were entered into a study drug withdrawal
and retreatment period. Following withdrawal of study drug, these patients had a median duration
of PASI 75 of between 1 and 2 months.

In Study I, in patients who were PASI 75 responders at 3 months, retreatment with open-label
ENBREL® after discontinuation of up to 5 months resulted in a similar proportion of responders as
was seen during the initial double-blind portion of the study.

In Study Il, most patients initially randomized to 50 mg twice a week continued in the study after
month 3 and had their ENBREL® dose decreased to 25 mg twice a week. Of the 91 patients who
were PASI 75 responders at month 3, 70 (77%) maintained their PASI 75 response at month 6.

Efficacy and safety of ENBREL® treatment beyond 12 months has not been adequately evaluated
in patients with psoriasis.

INDICATIONS AND USAGE

ENBREL® is indicated for reducing signs and symptoms, inducing major clinical response,
inhibiting the progression of structural damage, and improving physical function in patients with
moderately to severely active rheumatoid arthritis. ENBREL® can be initiated in combination with
methotrexate (MTX) or used alone.

ENBREL® is indicated for reducing signs and symptoms of moderately to severely active
polyarticular juvenile idiopathic arthritis in patients ages 2 and older.
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ENBREL® is indicated for reducing signs and symptoms, inhibiting the progression of structural
damage of active arthritis, and improving physical function in patients with psoriatic arthritis.
ENBREL® can be used in combination with methotrexate in patients who do not respond
adequately to methotrexate alone.

ENBREL® is indicated for reducing signs and symptoms in patients with active ankylosing
spondylitis.

ENBREL® is indicated for the treatment of adult patients (18 years or older) with chronic moderate
to severe plaque psoriasis who are candidates for systemic therapy or phototherapy.

CONTRAINDICATIONS

ENBREL® should not be administered to patients with sepsis or with known hypersensitivity to
ENBREL® or any of its components.

WARNINGS

Risk of Serious Infections
(see also Boxed Warning)

Serious and sometimes fatal infections due to bacterial, mycobacterial, invasive fungal, viral, or
other opportunistic pathogens have been reported in patients receiving TNF-blocking agents.
Among opportunistic infections, tuberculosis, histoplasmosis, aspergillosis, candidiasis,
coccidioidomycosis, listeriosis, and pneumocystosis were the most commonly reported. Patients
have frequently presented with disseminated rather than localized disease, and are often taking
concomitant immunosuppressants such as methotrexate or corticosteroids with ENBREL®.

Treatment with ENBREL® should not be initiated in patients with an active infection, including
clinically important localized infections. The risks and benefits of treatment should be considered
prior to initiating therapy in patients:

e With chronic or recurrent infection;
e Who have been exposed to tuberculosis;

e Who have resided or traveled in areas of endemic tuberculosis or endemic mycoses, such as
histoplasmosis, coccidioidomycosis, or blastomycosis; or

e With underlying conditions that may predispose them to infection such as advanced or
poorly controlled diabetes (see PRECAUTIONS and ADVERSE REACTIONS:
Infections).

Cases of reactivation of tuberculosis or new tuberculosis infections have been observed in patients
receiving ENBREL®, including patients who have previously received treatment for latent or active
tuberculosis. Data from clinical trials and preclinical studies suggest that the risk of reactivation of
latent tuberculosis infection is lower with ENBREL® than with TNF-blocking monoclonal
antibodies. Nonetheless, post-marketing cases of tuberculosis reactivation have been reported for
TNF blockers, including ENBREL®. Patients should be evaluated for tuberculosis risk factors and
tested for latent infection prior to initiating ENBREL® and periodically during therapy.
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Treatment of latent tuberculosis infection prior to therapy with TNF-blocking agents has been
shown to reduce the risk of tuberculosis reactivation during therapy. Induration of 5mm or greater
with tuberculin skin testing should be considered a positive test result when assessing if treatment
for latent tuberculosis is needed prior to initiating ENBREL®, even for patients previously
vaccinated with Bacille Calmette-Guerin (BCG).

Anti-tuberculosis therapy should also be considered prior to initiation of ENBREL® in patients with
a past history of latent or active tuberculosis in whom an adequate course of treatment cannot be
confirmed, and for patients with a negative test for latent tuberculosis but having risk factors for
tuberculosis infection. Consultation with a physician with expertise in the treatment of tuberculosis
is recommended to aid in the decision whether initiating anti-tuberculosis therapy is appropriate for
an individual patient.

Tuberculosis should be strongly considered in patients who develop a new infection during
ENBREL treatment, especially in patients who have previously or recently traveled to
countries with a high prevalence of tuberculosis, or who have had close contact with a person
with active tuberculosis.

Patients should be closely monitored for the development of signs and symptoms of infection
during and after treatment with ENBREL®, including the development of tuberculosis in patients
who tested negative for latent tuberculosis infection prior to initiating therapy. Tests for latent
tuberculosis infection may be falsely negative while on therapy with ENBREL®.

ENBREL® should be discontinued if a patient develops a serious infection or sepsis. A patient who
develops a new infection during treatment with ENBREL® should be closely monitored, undergo a
prompt and complete diagnostic workup appropriate for an immunocompromised patient, and
appropriate antimicrobial therapy should be initiated.

In 38 ENBREL® clinical trials and 4 cohort studies in all approved indications representing 27,169
patient years of exposure (17,696 patients) from the United States and Canada, no histoplasmosis
infections were reported among patients treated with ENBREL®. Nonetheless, post marketing
cases of serious and sometimes fatal fungal infections, including histoplasmosis, have been
reported with TNF blockers, including ENBREL®. For patients who reside or travel in regions
where mycoses are endemic, invasive fungal infection should be suspected if they develop a serious
systemic illness. Appropriate empiric antifungal therapy should be considered while a diagnostic
workup is being performed. Antigen and antibody testing for histoplasmosis may be negative in
some patients with active infection. When feasible, the decision to administer empiric antifungal
therapy in these patients should be made in consultation with a physician with expertise in the
diagnosis and treatment of invasive fungal infections and should take into account both the risk for
severe fungal infection and the risks of antifungal therapy.

In a 24-week study of concurrent ENBREL® and anakinra therapy, the rate of serious infections in
the combination arm (7%) was higher than with ENBREL® alone (0%). The combination of
ENBREL® and anakinra did not result in higher ACR response rates compared to ENBREL® alone
(see CLINICAL STUDIES: Clinical Response and ADVERSE REACTIONS: Infections).
Concurrent therapy with ENBREL® and anakinra is not recommended.
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Neurologic Events

Treatment with ENBREL® and other agents that inhibit TNF have been associated with rare cases
of new onset or exacerbation of central nervous system demyelinating disorders, some presenting
with mental status changes and some associated with permanent disability. Cases of transverse
myelitis, optic neuritis, multiple sclerosis, and new onset or exacerbation of seizure disorders have
been observed in association with ENBREL® therapy. The causal relationship to ENBREL®
therapy remains unclear. While no clinical trials have been performed evaluating ENBREL®
therapy in patients with multiple sclerosis, other TNF antagonists administered to patients with
multiple sclerosis have been associated with increases in disease activity.”® Prescribers should
exercise caution in considering the use of ENBREL® in patients with preexisting or recent-onset
central nervous system demyelinating disorders (see ADVERSE REACTIONS).

Hematologic Events

Rare reports of pancytopenia including aplastic anemia, some with a fatal outcome, have been
reported in patients treated with ENBREL®. The causal relationship to ENBREL® therapy remains
unclear. Although no high risk group has been identified, caution should be exercised in patients
being treated with ENBREL® who have a previous history of significant hematologic
abnormalities. All patients should be advised to seek immediate medical attention if they develop
signs and symptoms suggestive of blood dyscrasias or infection (e.g., persistent fever, bruising,
bleeding, pallor) while on ENBREL®. Discontinuation of ENBREL® therapy should be considered
in patients with confirmed significant hematologic abnormalities.

Two percent of patients treated concurrently with ENBREL® and anakinra developed neutropenia
(ANC < 1 x 10%L). While neutropenic, one patient developed cellulitis which recovered with
antibiotic therapy.

Malignancies

In the controlled portions of clinical trials of all the TNF-blocking agents, more cases of lymphoma
have been observed among patients receiving the TNF blocker compared to control patients.
During the controlled portions of ENBREL® trials, 3 lymphomas were observed among 4509
ENBREL®-treated patients versus 0 among 2040 control patients (duration of controlled treatment
ranged from 3 to 24 months). In the controlled and open-label portions of clinical trials of
ENBREL®, 9 lymphomas were observed in 5723 patients over approximately 11201 patient-years
of therapy. This is 3-fold higher than that expected in the general population. While patients with
rheumatoid arthritis or psoriasis, particularly those with highly active disease, may be at a higher
risk (up to several fold) for the development of lymphoma, the potential role of TNF-blocking
therapy in the development of malignancies is not known (see ADVERSE REACTIONS:
Malignancies).** 2

In a randomized, placebo-controlled study of 180 patients with Wegener's granulomatosis where
ENBREL® was added to standard treatment (including cyclophosphamide, methotrexate, and
corticosteroids), patients receiving ENBREL® experienced more non-cutaneous solid malignancies
than patients receiving placebo (see ADVERSE REACTIONS: Malignancies). The addition of
ENBREL® to standard treatment was not associated with improved clinical outcomes when
compared with standard therapy alone. The use of ENBREL® in patients with Wegener’s
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granulomatosis receiving immunosuppressive agents is not recommended. The use of ENBREL®
in patients receiving concurrent cyclophosphamide therapy is not recommended.

Hepatitis B Virus Reactivation

Use of TNF blockers, including ENBREL®, has been associated with reactivation of hepatitis B
virus (HBV) in patients who are chronic carriers of this virus. In some instances, HBV reactivation
occurring in conjunction with TNF blocker therapy has been fatal. The majority of these reports
have occurred in patients concomitantly receiving other medications that suppress the immune
system, which may also contribute to HBV reactivation. Patients at risk for HBV infection should
be evaluated for prior evidence of HBV infection before initiating TNF blocker therapy.
Prescribers should exercise caution in prescribing TNF blockers for patients identified as carriers of
HBV. Adequate data are not available on the safety or efficacy of treating patients who are carriers
of HBV with anti-viral therapy in conjunction with TNF blocker therapy to prevent HBV
reactivation. Patients who are carriers of HBV and require treatment with ENBREL® should be
closely monitored for clinical and laboratory signs of active HBV infection throughout therapy and
for several months following termination of therapy. In patients who develop HBV reactivation,
consideration should be given to stopping ENBREL® and initiating anti-viral therapy with
appropriate supportive treatment. The safety of resuming ENBREL® therapy after HBV
reactivation is controlled is not known. Therefore, prescribers should weigh the risks and benefits
when considering resumption of therapy in this situation.

PRECAUTIONS
General

Allergic reactions associated with administration of ENBREL® during clinical trials have been
reported in < 2% of patients. If an anaphylactic reaction or other serious allergic reaction occurs,
administration of ENBREL® should be discontinued immediately and appropriate therapy initiated.

Caution: The needle cap on the prefilled syringe and on the SureClick autoinjector contains dry
natural rubber (a derivative of latex) which may cause allergic reactions in individuals sensitive to
latex.

Information for Patients

Patients or their caregivers should be provided the ENBREL® “Medication Guide” and provided an
opportunity to read it and ask questions prior to initiation of therapy. The health care provider
should ask the patient questions to determine any risk factors for treatment. Patients developing
signs and symptoms of infection should seek medical evaluation immediately.

Latex Sensitivity Allergies

ENBREL® is provided as a single-use prefilled syringe, a single-use prefilled SureClick
autoinjector, or a multiple-use vial. The patient or caregiver should be informed that the needle cap
on the prefilled syringe and on the SureClick autoinjector contains dry natural rubber (a derivative
of latex), which should not be handled by persons sensitive to latex.
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Administration of ENBREL®

If a patient or caregiver is to administer ENBREL®, the patient or caregiver should be instructed in
injection techniques and how to measure and administer the correct dose (see the ENBREL®
(etanercept) “Patient Instructions for Use” insert). The first injection should be performed under
the supervision of a qualified health care professional. The patient’s or caregiver’s ability to inject
subcutaneously should be assessed. Patients and caregivers should be instructed in the technique as
well as proper syringe and needle disposal, and be cautioned against reuse of needles and syringes.
A puncture-resistant container for disposal of needles, syringes, and autoinjectors should be used.

If the product is intended for multiple use, additional syringes, needles, and alcohol swabs will be
required.

Patients with Heart Failure

Two large clinical trials evaluating the use of ENBREL® in the treatment of heart failure were
terminated early due to lack of efficacy. Results of one study suggested higher mortality in patients
treated with ENBREL® compared to placebo. Results of the second study did not corroborate these
observations. Analyses did not identify specific factors associated with increased risk of adverse
outcomes in heart failure patients treated with ENBREL® (see ADVERSE REACTIONS:
Patients with Heart Failure). There have been post-marketing reports of worsening of congestive
heart failure (CHF), with and without identifiable precipitating factors, in patients taking
ENBREL®. There have also been rare reports of new onset CHF, including CHF in patients
without known preexisting cardiovascular disease. Some of these patients have been under 50
years of age. Physicians should exercise caution when using ENBREL® in patients who also have
heart failure, and monitor patients carefully.

Immunosuppression

Anti-TNF therapies, including ENBREL®, affect host defenses against infections and malignancies
since TNF mediates inflammation and modulates cellular immune responses. In a study of 49
patients with RA treated with ENBREL®, there was no evidence of depression of delayed-type
hypersensitivity, depression of immunoglobulin levels, or change in enumeration of effector cell
populations. The impact of treatment with ENBREL® on the development and course of
malignancies, as well as active and/or chronic infections, is not fully understood (see
WARNINGS: Malignancies, ADVERSE REACTIONS: Infections, and Malignancies). The
safety and efficacy of ENBREL® in patients with immunosuppression or chronic infections have
not been evaluated.

Immunizations

Most psoriatic arthritis patients receiving ENBREL® were able to mount effective B-cell immune
responses to pneumococcal polysaccharide vaccine, but titers in aggregate were moderately lower
and fewer patients had two-fold rises in titers compared to patients not receiving ENBREL®. The
clinical significance of this is unknown. Patients receiving ENBREL® may receive concurrent
vaccinations, except for live vaccines. No data are available on the secondary transmission of
infection by live vaccines in patients receiving ENBREL® (see PRECAUTIONS:
Immunosuppression).
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It is recommended that JIA patients, if possible, be brought up to date with all immunizations in
agreement with current immunization guidelines prior to initiating ENBREL® therapy. Patients
with a significant exposure to varicella virus should temporarily discontinue ENBREL® therapy
and be considered for prophylactic treatment with Varicella Zoster Immune Globulin.

Autoimmunity

Treatment with ENBREL® may result in the formation of autoantibodies (see ADVERSE
REACTIONS: Autoantibodies) and, rarely, in the development of a lupus-like syndrome or
autoimmune hepatitis (see ADVERSE REACTIONS: Adverse Reaction Information from
Spontaneous Reports), which may resolve following withdrawal of ENBREL®. If a patient
develops symptoms and findings suggestive of a lupus-like syndrome or autoimmune hepatitis
following treatment with ENBREL®, treatment should be discontinued and the patient should be
carefully evaluated.

Drug Interactions

Specific drug interaction studies have not been conducted with ENBREL®. However, it was
observed that the pharmacokinetics of ENBREL® was unaltered by concomitant methotrexate in
rheumatoid arthritis patients.

In a study in which patients with active RA were treated for up to 24 weeks with concurrent
ENBREL® and anakinra therapy, a 7% rate of serious infections was observed, which was higher
than that observed with ENBREL® alone (0%) (see also WARNINGS). Two percent of patients
treated concurrently with ENBREL® and anakinra developed neutropenia (ANC < 1 x 10%/L).

In a study of patients with Wegener’s granulomatosis, the addition of ENBREL® to standard
therapy (including cyclophosphamide) was associated with a higher incidence of non-cutaneous
solid malignancies. The use of ENBREL® in patients receiving concurrent cyclophosphamide
therapy is not recommended (see WARNINGS: Malignancies and ADVERSE REACTIONS:
Malignancies).

Patients in a clinical study who were on established therapy with sulfasalazine, to which ENBREL®
was added, were noted to develop a mild decrease in mean neutrophil counts in comparison to
groups treated with either ENBREL® or sulfasalazine alone. The clinical significance of this
observation is unknown.

Carcinogenesis, Mutagenesis, and Impairment of Fertility

Long-term animal studies have not been conducted to evaluate the carcinogenic potential of
ENBREL® or its effect on fertility. Mutagenesis studies were conducted in vitro and in vivo, and
no evidence of mutagenic activity was observed.

Pregnancy (Category B)

Developmental toxicity studies have been performed in rats and rabbits at doses ranging from 60-
to 100-fold higher than the human dose and have revealed no evidence of harm to the fetus due to
ENBREL®. There are, however, no studies in pregnant women. Because animal reproduction
studies are not always predictive of human response, this drug should be used during pregnancy
only if clearly needed.
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Pregnancy Registry: To monitor outcomes of pregnant women exposed to ENBREL®, a pregnancy
registry has been established. Physicians are encouraged to register patients by calling 1-877-311-
8972.

Nursing Mothers

It is not known whether ENBREL® is excreted in human milk or absorbed systemically after
ingestion. Because many drugs and immunoglobulins are excreted in human milk, and because of
the potential for serious adverse reactions in nursing infants from ENBREL®, a decision should be
made whether to discontinue nursing or to discontinue the drug.

Geriatric Use

A total of 480 RA patients and 89 plaque psoriasis patients ages 65 years or older have been studied
in clinical trials. No overall differences in safety or effectiveness were observed between these
patients and younger patients. Because there is a higher incidence of infections in the elderly
population in general, caution should be used in treating the elderly.

Pediatric Use

ENBREL® is indicated for treatment of polyarticular-course juvenile idiopathic arthritis in patients
ages 2 and older. For issues relevant to pediatric patients, in addition to other sections of the label,
see also WARNINGS; PRECAUTIONS: Immunizations; and ADVERSE REACTIONS:
Adverse Reactions in Patients with JIA. ENBREL® has not been studied in children < 2 years of
age.

The safety and efficacy of ENBREL® in pediatric patients with plaque psoriasis have not been
studied.

ADVERSE REACTIONS

Adverse Reactions in Adult Patients with RA, Psoriatic Arthritis, Ankylosing
Spondylitis, or Plague Psoriasis

ENBREL® has been studied in 1442 patients with RA, followed for up to 80 months, in 169
patients with psoriatic arthritis for up to 24 months, in 222 patients with ankylosing spondylitis for
up to 10 months, and 1261 patients with plaque psoriasis for up to 15 months. In controlled trials,
the proportion of ENBREL ®-treated patients who discontinued treatment due to adverse events was
approximately 4% in the indications studied. The vast majority of these patients were treated with
25 mg SC twice weekly. In plaque psoriasis studies, ENBREL® doses studied were 25 mg SC once
a week, 25 mg SC twice a week, and 50 mg SC twice a week.

Injection Site Reactions

In controlled trials in rheumatologic indications, approximately 37% of patients treated with
ENBREL® developed injection site reactions. In controlled trials in patients with plaque psoriasis,
14% of patients treated with ENBREL® developed injection site reactions during the first 3 months
of treatment. All injection site reactions were described as mild to moderate (erythema and/or
itching, pain, or swelling) and generally did not necessitate drug discontinuation. Injection site
reactions generally occurred in the first month and subsequently decreased in frequency. The mean
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duration of injection site reactions was 3 to 5 days. Seven percent of patients experienced redness
at a previous injection site when subsequent injections were given. In post-marketing experience,
injection site bleeding and bruising have also been observed in conjunction with ENBREL®
therapy.

Infections

In controlled trials, there were no differences in rates of infection among RA, psoriatic arthritis,
ankylosing spondylitis, and plaque psoriasis patients treated with ENBREL® and those treated with
placebo (or MTX for RA and psoriatic arthritis patients). The most common type of infection was
upper respiratory infection, which occurred at a rate of approximately 20% among both ENBREL®-
and placebo-treated patients in RA, psoriatic arthritis, and AS trials, and at a rate of approximately
12% among both ENBREL®- and placebo-treated patients in plaque psoriasis trials in the first 3
months of treatment.

In placebo-controlled trials in RA, psoriatic arthritis, ankylosing spondylitis, and plaque psoriasis
no increase in the incidence of serious infections was observed (approximately 1% in both placebo-
and ENBREL ®-treated groups). In all clinical trials in RA, serious infections experienced by
patients have included: pyelonephritis, bronchitis, septic arthritis, abdominal abscess, cellulitis,
osteomyelitis, wound infection, pneumonia, foot abscess, leg ulcer, diarrhea, sinusitis, and sepsis.
The rate of serious infections has not increased in open-label extension trials and is similar to that
observed in ENBREL®- and placebo-treated patients from controlled trials. Serious infections,
including sepsis and death, have also been reported during post-marketing use of ENBREL®. Some
have occurred within a few weeks after initiating treatment with ENBREL®. Many of the patients
had underlying conditions (e.g., diabetes, congestive heart failure, history of active or chronic
infections) in addition to their rheumatoid arthritis (see WARNINGS). Data from a sepsis clinical
trial not specifically in patients with RA suggest that ENBREL® treatment may increase mortality
in patients with established sepsis.”

In patients who received both ENBREL® and anakinra for up to 24 weeks, the incidence of serious
infections was 7%. The most common infections consisted of bacterial pneumonia (4 cases) and
cellulitis (4 cases). One patient with pulmonary fibrosis and pneumonia died due to respiratory
failure.

In post-marketing experience in rheumatologic indications, infections have been observed with
various pathogens including viral, bacterial, fungal, and protozoal organisms. Infections have been
noted in all organ systems and have been reported in patients receiving ENBREL® alone or in
combination with immunosuppressive agents.

In clinical trials in plaque psoriasis, serious infections experienced by ENBREL ®-treated patients
have included: cellulitis, gastroenteritis, pneumonia, abscess, and osteomyelitis.

In global clinical studies of 20,070 patients (28,308 patient-years of therapy), tuberculosis was
observed in approximately 0.01% of patients. In 15,438 patients (23,524 patient-years of therapy)
from clinical studies in the US and Canada, tuberculosis was observed in approximately 0.007% of
patients. These studies include reports of pulmonary and extra-pulmonary tuberculosis (see
WARNINGS).
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Malignancies

Patients have been observed in clinical trials with ENBREL® for over five years. Among 4462
rheumatoid arthritis patients treated with ENBREL® in clinical trials for a mean of 27 months
(approximately 10000 patient-years of therapy), 9 lymphomas were observed for a rate of 0.09
cases per 100 patient-years. This is 3-fold higher than the rate of lymphomas expected in the
general population based on the Surveillance, Epidemiology, and End Results Database.’® An
increased rate of lymphoma up to several fold has been reported in the rheumatoid arthritis patient
population, and may be further increased in patients with more severe disease activity™ *? (see
WARNINGS: Malignancies). Sixty-seven malignancies, other than lymphoma, were observed.
Of these, the most common malignancies were colon, breast, lung, and prostate, which were similar
in type and number to what would be expected in the general population.’® Analysis of the cancer
rates at 6 month intervals suggest constant rates over five years of observation.

In the placebo-controlled portions of the psoriasis studies, 8 of 933 patients who received
ENBREL® at any dose were diagnosed with a malignancy compared to 1 of 414 patients who
received placebo. Among the 1261 patients with psoriasis who received ENBREL® at any dose in
the controlled and uncontrolled portions of the psoriasis studies (1062 patient-years), a total of 22
patients were diagnosed with 23 malignancies; 9 patients with non-cutaneous solid tumors, 12
patients with 13 non-melanoma skin cancers (8 basal, 5 squamous), and 1 patient with non-
Hodgkin’s lymphoma. Among the placebo-treated patients (90 patient-years of observation) 1
patient was diagnosed with 2 squamous cell cancers. The size of the placebo group and limited
duration of the controlled portions of studies precludes the ability to draw firm conclusions.

Among 89 patients with Wegener’s granulomatosis receiving ENBREL® in a randomized, placebo-
controlled trial, 5 experienced a variety of non-cutaneous solid malignancies compared with none
receiving placebo (see WARNINGS: Malignancies).

Immunogenicity

Patients with RA, psoriatic arthritis, ankylosing spondylitis, or plaque psoriasis were tested at
multiple timepoints for antibodies to ENBREL®. Antibodies to the TNF receptor portion or other
protein components of the ENBREL® drug product were detected at least once in sera of
approximately 6% of adult patients with RA, psoriatic arthritis, ankylosing spondylitis, or plaque
psoriasis. These antibodies were all non-neutralizing. No apparent correlation of antibody
development to clinical response or adverse events was observed. Results from JIA patients were
similar to those seen in adult RA patients treated with ENBREL®. The long-term immunogenicity
of ENBREL® is unknown.

The data reflect the percentage of patients whose test results were considered positive for
antibodies to ENBREL® in an ELISA assay, and are highly dependent on the sensitivity and
specificity of the assay. Additionally, the observed incidence of any antibody positivity in an assay
is highly dependent on several factors including assay sensitivity and specificity, assay
methodology, sample handling, timing of sample collection, concomitant medications, and
underlying disease. For these reasons, comparison of the incidence of antibodies to ENBREL®
with the incidence of antibodies to other products may be misleading.
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Autoantibodies

Patients with RA had serum samples tested for autoantibodies at multiple timepoints. In RA
Studies | and 11, the percentage of patients evaluated for antinuclear antibodies (ANA) who
developed new positive ANA (titer > 1:40) was higher in patients treated with ENBREL® (11%)
than in placebo-treated patients (5%). The percentage of patients who developed new positive
anti-double-stranded DNA antibodies was also higher by radioimmunoassay (15% of patients
treated with ENBREL® compared to 4% of placebo-treated patients) and by Crithidia luciliae assay
(3% of patients treated with ENBREL® compared to none of placebo-treated patients). The
proportion of patients treated with ENBREL® who developed anticardiolipin antibodies was
similarly increased compared to placebo-treated patients. In Study 111, no pattern of increased
autoantibody development was seen in ENBREL® patients compared to MTX patients.

The impact of long-term treatment with ENBREL® on the development of autoimmune diseases is
unknown. Rare adverse event reports have described patients with rheumatoid factor positive
and/or erosive RA who have developed additional autoantibodies in conjunction with rash and
other features suggesting a lupus-like syndrome.

Other Adverse Reactions

Table 10 summarizes events reported in at least 3% of all patients with higher incidence in patients
treated with ENBREL® compared to controls in placebo-controlled RA trials (including the
combination methotrexate trial) and relevant events from Study Ill. In placebo-controlled plaque
psoriasis trials, the percentages of patients reporting injection site reactions were lower in the
placebo dose group (6.4%) than in the ENBREL® dose groups (15.5%) in Studies | and I1.
Otherwise, the percentages of patients reporting adverse events in the 50 mg twice a week dose
group were similar to those observed in the 25 mg twice a week dose group or placebo group. In
psoriasis Study I, there were no serious adverse events of worsening psoriasis following withdrawal
of study drug. However, adverse events of worsening psoriasis including three serious adverse
events were observed during the course of the clinical trials. Urticaria and non-infectious hepatitis
were observed in a small number of patients and angioedema was observed in one patient in
clinical studies. Urticaria and angioedema have also been reported in spontaneous post-marketing
reports. Adverse events in psoriatic arthritis, ankylosing spondylitis, and plaque psoriasis trials
were similar to those reported in RA clinical trials.
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Table 10:
Percent of RA Patients Reporting Adverse Events
in Controlled Clinical Trials’

Placebo Controlled Active Controlled
(Study I111)
Percent of patients Percent of patients
Placebo’ ENBREL® | MTX ENBREL®
Event (N=152) (N=349) | (N=217) (N=415)
Injection site reaction 10 37 7 34
Infection (total)™ 32 35 72 64
Non-upper respiratory infection (non-URI)™ 32 38 60 51
Upper respiratory infection (URI)™ 16 29 39 31
Headache 13 17 27 24
Nausea 10 9 29 15
Rhinitis 8 12 14 16
Dizziness 5 7 11 8
Pharyngitis 5 7 9 6
Cough 3 6 6 5
Asthenia 3 5 12 11
Abdominal pain 3 5 10 10
Rash 3 5 23 14
Peripheral edema 3 2 4 8
Respiratory disorder 1 5 NA NA
Dyspepsia 1 4 10 11
Sinusitis 2 3 3 5
Vomiting - 3 8 5
Mouth ulcer 1 2 14 6
Alopecia 1 1 12 6
Pneumonitis (“MTX lung™) - - 2 0

Includes data from the 6-month study in which patients received concurrent MTX therapy.

The duration of exposure for patients receiving placebo was less than the ENBREL ®-treated
patients.

Infection (total) includes data from all three placebo-controlled trials. Non-URI and URI include
data only from the two placebo-controlled trials where infections were collected separately from
adverse events (placebo N = 110, ENBREL® N = 213).

+

*k
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In controlled trials of RA and psoriatic arthritis, rates of serious adverse events were seen at a
frequency of approximately 5% among ENBREL®- and control-treated patients. In controlled trials
of plaque psoriasis, rates of serious adverse events were seen at a frequency of < 1.5% among
ENBREL®- and placebo-treated patients in the first 3 months of treatment. Among patients with
RA in placebo-controlled, active-controlled, and open-label trials of ENBREL®, malignancies (see
WARNINGS: Malignancies, ADVERSE REACTIONS: Malignancies) and infections (see
ADVERSE REACTIONS: Infections) were the most common serious adverse events observed.
Other infrequent serious adverse events observed in RA, psoriatic arthritis, ankylosing spondylitis,
or plaque psoriasis clinical trials are listed by body system below:

Cardiovascular: heart failure, myocardial infarction, myocardial ischemia,
hypertension, hypotension, deep vein thrombosis,
thrombophlebitis

Digestive: cholecystitis, pancreatitis, gastrointestinal hemorrhage,
appendicitis

Hematologic/Lymphatic: lymphadenopathy

Musculoskeletal: bursitis, polymyositis

Nervous: cerebral ischemia, depression, multiple sclerosis (see
WARNINGS: Neurologic Events)

Respiratory: dyspnea, pulmonary embolism, sarcoidosis

Skin: worsening psoriasis

Urogenital: membranous glomerulonephropathy, kidney calculus

In a randomized controlled trial in which 51 patients with RA received ENBREL® 50 mg twice
weekly and 25 patients received ENBREL® 25 mg twice weekly, the following serious adverse
events were observed in the 50 mg twice weekly arm: gastrointestinal bleeding, normal pressure
hydrocephalus, seizure, and stroke. No serious adverse events were observed in the 25 mg arm.

Adverse Reactions in Patients with JIA

In general, the adverse events in pediatric patients were similar in frequency and type as those seen
in adult patients (see WARNINGS and other sections under ADVERSE REACTIONS).
Differences from adults and other special considerations are discussed in the following paragraphs.

Severe adverse reactions reported in 69 JIA patients ages 4 to 17 years included varicella (see also
PRECAUTIONS: Immunizations), gastroenteritis, depression/personality disorder, cutaneous
ulcer, esophagitis/gastritis, group A streptococcal septic shock, Type 1 diabetes mellitus, and soft
tissue and post-operative wound infection.

Forty-three of 69 (62%) children with JIA experienced an infection while receiving ENBREL®
during three months of study (part 1 open-label), and the frequency and severity of infections was
similar in 58 patients completing 12 months of open-label extension therapy. The types of
infections reported in JIA patients were generally mild and consistent with those commonly seen in
outpatient pediatric populations. Two JIA patients developed varicella infection and signs and
symptoms of aseptic meningitis which resolved without sequelae.
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The following adverse events were reported more commonly in 69 JIA patients receiving 3 months
of ENBREL® compared to the 349 adult RA patients in placebo-controlled trials. These included
headache (19% of patients, 1.7 events per patient-year), nausea (9%, 1.0 events per patient-year),
abdominal pain (19%, 0.74 events per patient-year), and vomiting (13%, 0.74 events per
patient-year).

In open-label clinical studies of children with JIA, adverse events reported in those aged 2 to 4
years were similar to adverse events reported in older children.

In post-marketing experience, the following additional serious adverse events have been reported in
pediatric patients: abscess with bacteremia, optic neuritis, pancytopenia, seizures, tuberculous
arthritis, urinary tract infection (see WARNINGS), coagulopathy, cutaneous vasculitis, and
transaminase elevations. The frequency of these events and their causal relationship to ENBREL®
therapy are unknown.

Patients with Heart Failure

Two randomized placebo-controlled studies have been performed in patients with CHF. In one
study, patients received either ENBREL® 25 mg twice weekly, 25 mg three times weekly, or
placebo. In a second study, patients received either ENBREL® 25 mg once weekly, 25 mg twice
weekly, or placebo. Results of the first study suggested higher mortality in patients treated with
ENBREL® at either schedule compared to placebo. Results of the second study did not corroborate
these observations. Analyses did not identify specific factors associated with increased risk of
adverse outcomes in heart failure patients treated with ENBREL® (see PRECAUTIONS: Patients
with Heart Failure).

Adverse Reaction Information from Spontaneous Reports

Adverse events have been reported during post-approval use of ENBREL®. Because these events
are reported voluntarily from a population of uncertain size, it is not always possible to reliably
estimate their frequency or establish a causal relationship to ENBREL® exposure.

Additional adverse events are listed by body system below:

Body as a whole: angioedema, fatigue, fever, flu syndrome, generalized pain,
weight gain
Cardiovascular: chest pain, vasodilation (flushing), new-onset congestive heart

failure (see PRECAUTIONS: Patients with Heart Failure)

Digestive: altered sense of taste, anorexia, diarrhea, dry mouth, intestinal
perforation

Hematologic/Lymphatic: adenopathy, anemia, aplastic anemia, leukopenia,
neutropenia, pancytopenia, thrombocytopenia (see

WARNINGS)
Hepatobiliary: autoimmune hepatitis
Musculoskeletal: joint pain, lupus-like syndrome with manifestations including

rash consistent with subacute or discoid lupus

ENBREL® US PI 30



Nervous: paresthesias, stroke, seizures and central nervous system
events suggestive of multiple sclerosis or isolated
demyelinating conditions such as transverse myelitis or optic
neuritis (see WARNINGS)

Ocular: dry eyes, ocular inflammation

Respiratory: dyspnea, interstitial lung disease, pulmonary disease,
worsening of prior lung disorder

Skin: cutaneous vasculitis, erythema multiforme, Stevens-Johnson
syndrome, toxic epidermal necrolysis, pruritus, subcutaneous
nodules, urticaria

OVERDOSAGE

The maximum tolerated dose of ENBREL® has not been established in humans. Toxicology
studies have been performed in monkeys at doses up to 30 times the human dose with no evidence
of dose-limiting toxicities. No dose-limiting toxicities have been observed during clinical trials of
ENBREL®. Single IV doses up to 60 mg/m? have been administered to healthy volunteers in an
endotoxemia study without evidence of dose-limiting toxicities.

DOSAGE AND ADMINISTRATION
General

A 50 mg dose should be given as one subcutaneous (SC) injection using either a 50 mg single-use
prefilled syringe or a single-use prefilled SureClick autoinjector. A 50 mg dose can also be given
as two 25 mg SC injections using 25 mg single-use prefilled syringes or multiple-use vials.

When administering ENBREL® as two injections in adults or children, the injections should be
given either on the same day or 3 or 4 days apart (see CLINICAL STUDIES).

Sites for injection (thigh, abdomen, or upper arm) should be rotated. Never inject into areas where
the skin is tender, bruised, red, or hard. See the ENBREL® (etanercept) “Patient Instructions for
Use” insert for detailed information on injection site selection and dose administration.

Adult RA, AS, and Psoriatic Arthritis Patients

The recommended dose of ENBREL® for adult patients with rheumatoid arthritis, psoriatic
arthritis, or ankylosing spondylitis is 50 mg per week. Methotrexate, glucocorticoids, salicylates,
nonsteroidal anti-inflammatory drugs (NSAIDs), or analgesics may be continued during treatment
with ENBREL®. Based on a study of 50 mg ENBREL® twice weekly in patients with RA that
suggested higher incidence of adverse reactions but similar ACR response rates, doses higher than
50 mg per week are not recommended (see ADVERSE REACTIONS).

Adult Plaque Psoriasis Patients

The recommended starting dose of ENBREL® for adult patients is a 50 mg dose given twice
weekly (administered 3 or 4 days apart) for 3 months followed by a reduction to a maintenance
dose of 50 mg per week (see CLINICAL STUDIES).
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Starting doses of ENBREL® of 25 mg or 50 mg per week were also shown to be efficacious. The
proportion of responders were related to ENBREL® dosage (see CLINICAL STUDIES).

JIA Patients

The recommended dose of ENBREL® for pediatric patients ages 2 to 17 years with active
polyarticular-course JIA is 0.8 mg/kg per week (up to a maximum of 50 mg per week). The 25 mg
prefilled syringe is not recommended for pediatric patients weighing less than 31 kg (68 pounds).
The 50 mg prefilled syringe or SureClick autoinjector may be used for pediatric patients weighing
63 kg (138 pounds) or more. Glucocorticoids, nonsteroidal anti-inflammatory drugs (NSAIDs), or
analgesics may be continued during treatment with ENBREL®. Concurrent use with methotrexate
and higher doses of ENBREL® have not been studied in pediatric patients.

Preparation of ENBREL®

ENBREL® is intended for use under the guidance and supervision of a physician. Patients may
self-inject when deemed appropriate and if they receive medical follow-up, as necessary. Patients
should not self-administer until they receive proper training in how to prepare and administer the
correct dose.

The ENBREL® (etanercept) “Patient Instructions for Use” insert contains more detailed
instructions on the preparation of ENBREL®.

Preparation of ENBREL® Using the Single-use Prefilled Syringe:

Before injection, ENBREL® may be allowed to reach room temperature (approximately 15 to 30
minutes). DO NOT remove the needle cover while allowing the prefilled syringe to reach room
temperature.

Prior to administration, visually inspect the solution for particulate matter and discoloration. There
may be small white particles of protein in the solution. This is not unusual for proteinaceous
solutions. The solution should not be used if discolored or cloudy, or if foreign particulate matter is
present. Check to see if the amount of liquid in the prefilled syringe falls between the two purple
fill level indicator lines on the syringe. If the syringe does not have the right amount of liquid, DO
NOT USE THAT SYRINGE.

Preparation of ENBREL® Using the Single-use Prefilled SureClick Autoinjector:

Before injection, ENBREL® may be allowed to reach room temperature (approximately 15 to 30
minutes). DO NOT remove the needle shield while allowing the SureClick autoinjector to reach
room temperature.

Prior to administration, visually inspect the solution for particulate matter and discoloration. There
may be small white particles of protein in the solution. This is not unusual for proteinaceous
solutions. The solution should not be used if discolored or cloudy, or if foreign particulate matter is
present.
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Preparation of ENBREL® Using the Multiple-use Vial:

ENBREL® should be reconstituted aseptically with 1 mL of the supplied Sterile Bacteriostatic
Water for Injection, USP (0.9% benzyl alcohol) giving a solution of 1.0 mL containing 25 mg of
ENBREL.

A vial adapter is supplied for use when reconstituting the lyophilized powder. However, the vial
adapter should not be used if multiple doses are going to be withdrawn from the vial. If the vial
will be used for multiple doses, a 25-gauge needle should be used for reconstituting and
withdrawing ENBREL®, and the supplied “Mixing Date:” sticker should be attached to the vial and
the date of reconstitution entered. Reconstitution with the supplied BWFI, using a 25-gauge
needle, yields a preserved, multiple-use solution that must be used within 14 days.

If using the vial adapter, twist the vial adapter onto the diluent syringe. Then, place the vial adapter
over the ENBREL® vial and insert the vial adapter into the vial stopper. Push down on the plunger
to inject the diluent into the ENBREL® vial. It is normal for some foaming to occur. Keeping the
diluent syringe in place, gently swirl the contents of the ENBREL® vial during dissolution. To
avoid excessive foaming, do not shake or vigorously agitate.

If using a 25-gauge needle to reconstitute and withdraw ENBREL®, the diluent should be injected
very slowly into the ENBREL® vial. It is normal for some foaming to occur. The contents should
be swirled gently during dissolution. To avoid excessive foaming, do not shake or vigorously
agitate.

Generally, dissolution of ENBREL® takes less than 10 minutes. Visually inspect the solution for
particulate matter and discoloration prior to administration. The solution should not be used if
discolored or cloudy, or if particulate matter remains.

Withdraw the correct dose of reconstituted solution into the syringe. Some foam or bubbles may
remain in the vial. Remove the syringe from the vial adapter or remove the 25-gauge needle from
the syringe. Attach a 27-gauge needle to inject ENBREL®.

The contents of one vial of ENBREL® solution should not be mixed with, or transferred into, the
contents of another vial of ENBREL®. No other medications should be added to solutions
containing ENBREL®, and do not reconstitute ENBREL® with other diluents. Do not filter
reconstituted solution during preparation or administration.

Reconstitution with the supplied BWFI, using a 25-gauge needle, yields a preserved, multiple-use
solution that must be used within 14 days. Discard reconstituted solution after 14 days.
PRODUCT STABILITY AND STERILITY CANNOT BE ASSURED AFTER 14 DAYS.

Storage and Stability

ENBREL® Single-use Prefilled Syringe and ENBREL® Single-use Prefilled SureClick
Autoinjector: Do not use ENBREL® beyond the expiration date stamped on the carton or barrel
label. ENBREL® must be refrigerated at 2° to 8°C (36° to 46°F). DO NOT FREEZE. Keep the
product in the original carton to protect from light until the time of use. Do not shake.

ENBREL® Multiple-use Vial: Do not use a dose tray beyond the expiration date stamped on the
carton, dose tray label, vial label, or diluent syringe label. The dose tray containing ENBREL®
(sterile powder) must be refrigerated at 2° to 8°C (36° to 46°F). DO NOT FREEZE.
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Reconstituted solutions of ENBREL® prepared with the supplied Bacteriostatic Water for Injection,
USP (0.9% benzyl alcohol), using a 25-gauge needle, may be stored for up to 14 days if
refrigerated at 2° to 8°C (36° to 46°F). Discard reconstituted solution after 14 days. PRODUCT
STABILITY AND STERILITY CANNOT BE ASSURED AFTER 14 DAYS.

HOW SUPPLIED

Each ENBREL® single-use prefilled syringe and ENBREL® single-use prefilled SureClick
autoinjector contains 50 mg/mL of etanercept in a single-dose syringe with a 27-gauge, %2-inch
needle.

25 mg single-use prefilled syringe  Carton of 4  NDC 58406-455-04
50 mg single-use prefilled syringe  Cartonof4  NDC 58406-435-04

50 mg single-use prefilled Cartonof4  NDC 58406-445-04
SureClick autoinjector

ENBREL® multiple-use vial is supplied in a carton containing four dose trays. Each dose tray
contains one 25 mg vial of etanercept, one diluent syringe (1 mL Sterile Bacteriostatic Water for
Injection, USP, containing 0.9% benzyl alcohol), one 27-gauge

Y-inch needle, one vial adapter, one plunger, and two alcohol swabs. Each carton contains four
“Mixing Date:” stickers.

25 mg multiple-use vial Cartonof4  NDC 58406-425-34

Administration of one 50 mg ENBREL® prefilled syringe or one ENBREL® SureClick autoinjector
provides a dose equivalent to two 25 mg ENBREL® prefilled syringes or two multiple-use vials of
lyophilized ENBREL®, when vials are reconstituted and administered as recommended.

Rx Only
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ANNEX

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Enbrel 25 mg powder and solvent for solution for injection.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains 25 mg of etanercept.

Etanercept is a human tumour necrosis factor receptor p75 Fc fusion protein produced by recombinant
DNA technology in a Chinese hamster ovary (CHO) mammalian expression system. Etanercept is a dimer
of a chimeric protein genetically engineered by fusing the extracellular ligand binding domain of human
tumour necrosis factor receptor-2 (TNFR2/p75) to the Fc domain of human IgG1. This Fc component
contains the hinge, CH, and CH; regions but not the CH, region of IgG1. Etanercept contains 934 amino
acids and has an apparent molecular weight of approximately 150 kilodaltons. The potency is determined
by measuring the ability of etanercept to neutralise the TNFa-mediated growth inhibition of A375 cells.
The specific activity of etanercept is 1.7 x 10° units/mg.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder and solvent for solution for injection.

The powder is white. The solvent is a clear, colourless liquid.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Rheumatoid arthritis

Enbrel in combination with methotrexate is indicated for the treatment of moderate to severe active
rheumatoid arthritis in adults when the response to disease-modifying antirheumatic drugs, including

methotrexate (unless contraindicated), has been inadequate.

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

Enbrel is also indicated in the treatment of severe, active and progressive rheumatoid arthritis in adults
not previously treated with methotrexate.

Enbrel, alone or in combination with methotrexate, has been shown to reduce the rate of progression of
joint damage as measured by X-ray and to improve physical function.



Polyarticular juvenile idiopathic arthritis

Treatment of active polyarticular juvenile idiopathic arthritis in children and adolescents from the age of
4 years who have had an inadequate response to, or who have proved intolerant of, methotrexate. Enbrel
has not been studied in children aged less than 4 years.

Psoriatic arthritis

Treatment of active and progressive psoriatic arthritis in adults when the response to previous disease-
modifying antirheumatic drug therapy has been inadequate. Enbrel has been shown to improve physical
function in patients with psoriatic arthritis, and to reduce the rate of progression of peripheral joint
damage as measured by X-ray in patients with polyarticular symmetrical subtypes of the disease.

Ankylosing spondylitis

Treatment of adults with severe active ankylosing spondylitis who have had an inadequate response to
conventional therapy.

Plaque psoriasis

Treatment of adults with moderate to severe plaque psoriasis who failed to respond to, or who have a
contraindication to, or are intolerant to other systemic therapy including cyclosporine, methotrexate or
PUVA (see Section 5.1).

Paediatric plaque psoriasis

Treatment of chronic severe plaque psoriasis in children and adolescents from the age of 8 years who are
inadequately controlled by, or are intolerant to, other systemic therapies or phototherapies.

4.2 Posology and method of administration

Enbrel treatment should be initiated and supervised by specialist physicians experienced in the diagnosis
and treatment of rheumatoid arthritis, juvenile idiopathic arthritis, psoriatic arthritis, ankylosing
spondylitis, plaque psoriasis or paediatric plaque psoriasis. Patients treated with Enbrel should be given
the Patient Alert Card.

Enbrel is available in strengths of 25 and 50 mg.

Comprehensive instructions for the preparation and administration of the reconstituted Enbrel vial are
given in the package leaflet, section 7, "Instructions for preparation and giving an injection of Enbrel."

Adults (18-64 years)

Rheumatoid arthritis

25 mg Enbrel administered twice weekly is the recommended dose. Alternatively, 50 mg administered
once weekly has been shown to be safe and effective (see section 5.1).

Psoriatic arthritis and ankylosing spondylitis

The recommended dose is 25 mg Enbrel administered twice weekly, or 50 mg administered once weekly.
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Plaque psoriasis

The recommended dose of Enbrel is 25 mg administered twice weekly or 50 mg administered once
weekly. Alternatively, S0 mg given twice weekly may be used for up to 12 weeks followed, if necessary,
by a dose of 25 mg twice weekly or 50 mg once weekly. Treatment with Enbrel should continue until
remission is achieved, for up to 24 weeks. Treatment should be discontinued in patients who show no
response after 12 weeks.

If re-treatment with Enbrel is indicated, the above guidance on treatment duration should be followed.
The dose should be 25 mg twice weekly or 50 mg once weekly.

Elderly patients (= 65 years)
No dose adjustment is required. Posology and administration are the same as for adults 18-64 years of age.
Children and adolescents

Juvenile idiopathic arthritis (age 4 vears and above)

0.4 mg/kg (up to a maximum of 25 mg per dose) after reconstitution of 25 mg Enbrel in 1 ml of solvent,
given twice weekly as a subcutaneous injection with an interval of 3-4 days between doses.

Paediatric plaque psoriasis (age 8 years and above)

0.8 mg/kg (up to a maximum of 50 mg per dose) once weekly for up to 24 weeks. Treatment should be
discontinued in patients who show no response after 12 weeks.

If re-treatment with Enbrel is indicated, the above guidance on treatment duration should be followed.
The dose should be 0.8 mg/kg (up to a maximum of 50 mg per dose) once weekly.

Renal and hepatic impairment

No dose adjustment is required.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients.
Sepsis or risk of sepsis.

Treatment with Enbrel should not be initiated in patients with active infections including chronic or
localised infections.



4.4 Special warnings and precautions for use
Infections

Patients should be evaluated for infections before, during, and after treatment with Enbrel, taking into
consideration that the mean elimination half-life of etanercept is approximately 70 hours (range 7 to 300
hours).

Serious infections, sepsis, tuberculosis, and opportunistic infections, including invasive fungal infections,
have been reported with the use of Enbrel (see section 4.8). These infections were due to bacteria,
mycobacteria, fungi and viruses. In some cases, particular fungal and other opportunistic infections have
not been recognised, resulting in delay of appropriate treatment and sometimes death. In evaluating
patients for infections, the patient’s risk for relevant opportunistic infections (e.g., exposure to endemic
mycoses) should be considered.

Patients who develop a new infection while undergoing treatment with Enbrel should be monitored
closely. Administration of Enbrel should be discontinued if a patient develops a serious infection.
Physicians should exercise caution when considering the use of Enbrel in patients with a history of
recurring or chronic infections or with underlying conditions that may predispose patients to infections
such as advanced or poorly controlled diabetes.

Tuberculosis

Cases of active tuberculosis including miliary tuberculosis and tuberculosis with extra-pulmonary
location have been reported in patients treated with Enbrel.

Before starting treatment with Enbrel, all patients must be evaluated for both active and inactive (‘latent’)
tuberculosis. This evaluation should include a detailed medical history with personal history of
tuberculosis or possible previous contact with tuberculosis and previous and/or current
immunosuppressive therapy. Appropriate screening tests, i.e. tuberculin skin test and chest x-ray, should
be performed in all patients (local recommendations may apply). It is recommended that the conduct of
these tests should be recorded in the patient’s alert card. Prescribers are reminded of the risk of false
negative tuberculin skin test results, especially in patients who are severely ill or immunocompromised.

If active tuberculosis is diagnosed, Enbrel therapy must not be initiated. If inactive (‘latent”) tuberculosis
is diagnosed, treatment for latent tuberculosis must be started with anti-tuberculosis therapy before the
initiation of Enbrel, and in accordance with local recommendations. In this situation, the benefit/risk
balance of Enbrel therapy should be very carefully considered. '

All patients should be informed to seek medical advice if signs/symptoms suggestive of tuberculosis (e.g.,
persistent cough, wasting/weight loss, low-grade fever) appear during or after Enbrel treatment.

Hepatitis B virus reactivation

Reactivation of hepatitis B virus (HBV) in patients who are chronic carriers of this virus who are
receiving TNF-antagonists including Enbrel has been reported. Patients at risk for HBV infection should
be evaluated for prior evidence of HBV infection before initiating Enbrel therapy. Caution should be
exercised when administering Enbrel to patients identified as carriers of HBV. If Enbrel is used in carriers
of HBV, the patients should be monitored for signs and symptoms of active HBV infection and, if
necessary, appropriate treatment should be initiated.



Worsening of hepatitis C
There have been reports of worsening of hepatitis C in patients receiving Enbrel.
Concurrent Enbrel and anakinra treatment

Concurrent administration of Enbrel and anakinra has been associated with an increased risk of serious
infections and neutropenia compared to Enbrel alone. This combination has not demonstrated increased

clinical benefit. Thus the combined use of Enbrel and anakinra is not recommended (see sections 4.5 and
4.8).

Concurrent Enbrel and abatacept treatment

In clinical studies, concurrent administration of abatacept and Enbrel resulted in increased incidences of
serious adverse events. This combination has not demonstrated increased clinical benefit; such use is not
recommended (see section 4.5).

Allergic reactions

Allergic reactions associated with Enbrel administration have been reported commonly. Allergic reactions
have included angioedema and urticaria; serious reactions have occurred. If any serious allergic or
anaphylactic reaction occurs, Enbrel therapy should be discontinued immediately and appropriate therapy
initiated.

Immunosuppression

The possibility exists for TNF-antagonists, including Enbrel, to affect host defences against infections and
malignancies since TNF mediates inflammation and modulates cellular immune responses. In a study of
49 adult patients with rheumatoid arthritis treated with Enbrel, there was no evidence of depression of
delayed-type hypersensitivity, depression of immunoglobulin levels, or change in enumeration of effector
cell populations.

Two juvenile idiopathic arthritis patients developed varicella infection and signs and symptoms of aseptic
meningitis, which resolved without sequelae. Patients with a significant exposure to varicella virus should
temporarily discontinue Enbrel therapy and be considered for prophylactic treatment with Varicella
Zoster Immune Globulin.

The safety and efficacy of Enbrel in patients with immunosuppression or chronic infections have not been
evaluated.

Malignancies and lymphoproliferative disorders

Reports of various malignancies (including breast and lung carcinoma and lymphoma) have been received
in the postmarketing period (see section 4.8).



In the controlled portions of clinical trials of TNF-antagonists, more cases of lymphoma have been
observed among patients receiving a TNF-antagonist compared with control patients. However, the
occurrence was rare, and the follow-up period of placebo patients was shorter than for patients receiving
TNF-antagonist therapy. Furthermore, there is an increased background lymphoma risk in rheumatoid
arthritis patients with long-standing, highly active, inflammatory disease, which complicates the risk
estimation. With the current knowledge, a possible risk for the development of lymphomas or other
malignancies in patients treated with a TNF-antagonist cannot be excluded.

Vaccinations

Live vaccines should not be given concurrently with Enbrel. No data are available on the secondary
transmission of infection by live vaccines in patients receiving Enbrel. It is recommended that juvenile
idiopathic arthritis patients, if possible, be brought up to date with all immunisations in agreement with
current immunisation guidelines prior to initiating Enbrel therapy. In a double blind, placebo controlled,
randomised clinical study in adult patients with psoriatic arthritis 184 patients also received a multivalent
pneumococcal polysaccharide vaccine at week 4. In this study most psoriatic arthritis patients receiving
Enbrel were able to mount effective B-cell immune response to pneumococcal polysaccharide vaccine,
but titers in aggregate were moderately lower and few patients had two-fold rises in titers compared to
patients not receiving Enbrel. The clinical significance of this is unknown.

Autoantibody formation
Treatment with Enbrel may result in the formation of autoimmune antibodies (see section 4.8).
Haematologic reactions

Rare cases of pancytopenia and very rare cases of aplastic anaemia, some with fatal outcome, have been
reported in patients treated with Enbrel. Caution should be exercised in patients being treated with Enbrel
who have a previous history of blood dyscrasias. All patients and parents/caregivers should be advised
that if the patient develops signs and symptoms suggestive of blood dyscrasias or infections (e.g.,
persistent fever, sore throat, bruising, bleeding, paleness) whilst on Enbrel, they should seek immediate
medical advice. Such patients should be investigated urgently, including full blood count; if blood
dyscrasias are confirmed, Enbrel should be discontinued.

CNS disorders

There have been rare reports of CNS demyelinating disorders in patients treated with Enbrel (see section
4.8). Although no clinical trials have been performed evaluating Enbrel therapy in patients with multiple
sclerosis, clinical trials of other TNF antagonists in patients with multiple sclerosis have shown increases
in disease activity. A careful risk/benefit evaluation, including a neurological assessment, is
recommended when prescribing Enbrel to patients with pre-existing or recent onset of CNS demyelinating
disease, or to those who are considered to have an increased risk of developing demyelinating disease.

Combination therapy

In a controlled clinical trial of two years duration in rheumatoid arthritis patients, the combination of
Enbrel and methotrexate did not result in unexpected safety findings, and the safety profile of Enbrel
when given in combination with methotrexate was similar to the profiles reported in studies of Enbrel and
methotrexate alone. Long-term studies to assess the safety of the combination are ongoing. The long-term
safety of Enbrel in combination with other disease-modifying antirheumatic drugs (DMARD) has not
been established.



The use of Enbrel in combination with other systemic therapies or phototherapy for the treatment of
psoriasis has not been studied.

Renal and hepatic impairment

Based on pharmacokinetic data (see section 5.2), no dosage adjustment is needed in patients with renal or
hepatic impairment; clinical experience in such patients is limited.

Congestive heart failure

Physicians should use caution when using Enbrel in patients who have congestive heart failure (CHF).
There have been postmarketing reports of worsening of CHF, with and without identifiable precipitating
factors, in patients taking Enbrel. Two large clinical trials evaluating the use of Enbrel in the treatment of
CHF were terminated early due to lack of efficacy. Although not conclusive, data from one of these trials
suggest a possible tendency toward worsening CHF in those patients assigned to Enbrel treatment.

Wegener's granulomatosis

A placebo-controlled trial, in which 89 adult patients were treated with Enbrel in addition to standard
therapy (including cyclophosphamide or methotrexate, and glucocorticoids) for a median duration of 25
months, has not shown Enbrel to be an effective treatment for Wegener’s granulomatosis. The incidence
of non-cutaneous malignancies of various types was significantly higher in patients treated with Enbrel
than in the control group. Enbrel is not recommended for the treatment of Wegener’s granulomatosis.

4.5 Interaction with other medicinal products and other forms of interaction
Concurrent Enbrel and anakinra treatment

Adult patients treated with Enbrel and anakinra were observed to have a higher rate of serious infection
when compared with patients treated with either Enbrel or anakinra alone (historical data).

In addition, in a double-blind placebo-controlled trial in adult patients receiving background methotrexate,
patients treated with Enbrel and anakinra were observed to have a higher rate of serious infections (7%)
and neutropenia than patients treated with Enbrel (see sections 4.4 and 4.8). The combination Enbrel and
anakinra has not demonstrated increased clinical benefit and is therefore not recommended.

Concurrent Enbrel and abatacept treatment

In clinical studies, concurrent administration of abatacept and Enbrel resulted in increased incidences of
serious adverse events. This combination has not demonstrated increased clinical benefit; such use is not
recommended (see section 4.4).

Concurrent Enbrel and sulfasalazine treatment

In a clinical study of adult patients who were receiving established doses of sulfasalazine, to which Enbrel
was added, patients in the combination group experienced a statistically significant decrease in mean
white blood cell counts in comparison to groups treated with Enbrel or sulfasalazine alone. The clinical
significance of this interaction is unknown.



Non-interactions

In clinical trials, no interactions have been observed when Enbrel was administered with glucocorticoids,
salicylates (except sulfasalazine), nonsteroidal anti-inflammatory drugs (NSAIDs), analgesics, or
methotrexate. See section 4.4 for vaccination advice.

No clinically significant pharmacokinetic drug-drug interactions were observed in studies with digoxin or
warfarin.

4.6 Pregnancy and lactation

There are no studies of Enbrel in pregnant women. Developmental toxicity studies performed in rats and
rabbits have revealed no evidence of harm to the foetus or neonatal rat due to etanercept. Preclinical data
about peri- and postnatal toxicity of etanercept and of effects of etanercept on fertility and general
reproductive performance are not available. Thus, the use of Enbrel in pregnant women is not
recommended, and women of child-bearing potential should be advised not to get pregnant during Enbrel
therapy.

Use during lactation

It is not known whether etanercept is excreted in human milk. Following subcutaneous administration to
lactacting rats, etanercept was excreted in the milk and detected in the serum of pups. Because
immunoglobulins, in common with many medicinal products, can be excreted in human milk, a decision
should be made whether to discontinue breast-feeding or to discontinue Enbrel while breast-feeding.

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.
4.8 Undesirable effects

Undesirable effects in adults

Enbrel has been studied in 2,680 patients with rheumatoid arthritis in double-blind and open-label trials.
This experience includes 2 placebo-controlled studies (349 Enbrel patients and 152 placebo patients) and
2 active-controlled trials, one active-controlled trial comparing Enbrel to methotrexate (415 Enbrel
patients and 217 methotrexate patients) and another active-controlled trial comparing Enbrel (223
patients), methotrexate (228 patients) and Enbrel in combination with methotrexate (231 patients). The
proportion of patients who discontinued treatment due to adverse events was the same in both the Enbrel
and placebo treatment groups; in the first active-controlled trial, the dropout rate was significantly higher
for methotrexate (10%) than for Enbrel (5%). In the second active-controlled trial, the rate of
discontinuation for adverse events after 2 years of treatment was similar among all three treatment groups,
Enbrel (16%), methotrexate (21%) and Enbrel in combination with methotrexate (17%). Additionally,
Enbrel has been studied in240 psoriatic arthritis patients who participated in 2 double-blind
placebo-controlled studies and an open-label extension study. Five hundred and eight (508) ankylosing
spondylitis patients were treated with Enbrel in 4 double-blind placebo-controlied studies. Enbrel has also
been studied in 1,180 patients with plaque psoriasis for up to 6 months in 4 double-blind placebo-
controlled studies.

In double-blind clinical trials comparing Enbrel to placebo, injection site reactions were the most frequent
adverse events among Enbrel-treated patients. Among patients with rheumatoid arthritis treated in
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placebo-controlled trials, serious adverse events occurred at a frequency of 4% in 349 patients treated
with Enbrel compared with 5% of 152 placebo-treated patients. In the first active-controlled trial, serious
adverse events occurred at a frequency of 6% in 415 patients treated with Enbrel compared with 8% of
217 methotrexate-treated patients. In the second active-controlled trial the rate of serious adverse events
after 2 years of treatment was similar among the three treatment groups (Enbrel 16%, methotrexate 15%
and Enbrel in combination with methotrexate 17%). Among patients with plaque psoriasis treated in
placebo-controlled trials, the frequency of serious adverse events was about 1.2% of 1,029 patients treated
with Enbrel compared with 1.5% of 460 placebo-treated patients.

The following list of adverse reactions is based on experience from clinical trials in adults and on
postmarketing experience.

Within the organ system classes, adverse reactions are listed under headings of frequency (number of
patients expected to experience the reaction), using the following categories: very common (>1/10);
common (>1/100, <1/10); uncommon (>1/1000, <1/100); rare (>1/10,000, <1/1000); very rare
(<1/10,000); not known (could not be accurately estimated through clinical studies).

Infections and infestations:

Very common: Infections (including upper respiratory tract infections, bronchitis, cystitis, skin

infections)*
Uncommon:  Serious infections (including pneumonia, cellulitis, septic arthritis, sepsis)*
Rare: Tuberculosis, opportunistic infections (including invasive fungal, protozoal, bacterial and

atypical mycobacterial infections)*
Blood and lymphatic system disorders:
Uncommon:  Thrombocytopenia
Rare: Anaemia, leukopenia, neutropenia, pancytopenia*

Very rare: Aplastic anaemia*

Immune system disorders:

Common: Allergic reactions (see Skin and subcutaneous tissue disorders), autoantibody formation*
Rare: Serious allergic/anaphylactic reactions (including angioedema, bronchospasm)
Not known: Macrophage activation syndrome*, anti-neutrophilic cytoplasmic antibody positive vasculitis

Nervous system disorders:
Rare: Seizures
CNS demyelinating events suggestive of multiple sclerosis or localised demyelinating
conditions such as optic neuritis and transverse myelitis (see section 4.4)
Respiratory, thoracic and mediastinal disorders:
Uncommon: Interstitial lung disease (including pneumonitis and pulmonary fibrosis)*

Hepatobiliary disorders:

Rare: Elevated liver enzymes
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Skin and subcutaneous tissue disorders:

Common: Pruritus
Uncommon:  Angioedema, urticaria, rash, psoriasiform rash, psoriasis (including new onset and
pustular, primarily palms & soles)

Rare: Cutaneous vasculitis (including leukocytoclastic vasculitis), Stevens-Johnson syndrome,
erythema multiforme
Very rare: Toxic epidermal necrolysis

Musculoskeletal, connective tissue and bone disorders:

Rare: Subacute cutaneous lupus erythematosus, discoid lupus erythematosus, lupus-like
syndrome

General disorders and administration site conditions:

Very common: Injection site reactions (including bleeding, bruising, erythema, itching, pain, swelling)*
Common: Fever

Cardiac disorders:

There have been reports of worsening of congestive heart failure (see section 4.4).
*see Additional information, below.

Additional information

Serious adverse events reported in clinical trials

Among rheumatoid arthritis, psoriatic arthritis, ankylosing spondylitis and plaque psoriasis patients in
placebo-controlled, active-controlled, and open-label trials of Enbrel, serious adverse events reported
included malignancies (see below), asthma, infections (see below), heart failure, myocardial infarction,
myocardial ischaemia, chest pain, syncope, cerebral ischaemia, hypertension, hypotension, cholecystitis,
pancreatitis, gastrointestinal haemorrhage, bursitis, confusion, depression, dyspnoea, abnormal healing,
renal insufficiency, kidney calculus, deep vein thrombosis, pulmonary embolism, membranous
glomerulonephropathy, polymyositis, thrombophlebitis, liver damage, leucopenia, paresis, paresthesia,
vertigo, allergic alveolitis, angioedema, scleritis, bone fracture, lymphadenopathy, ulcerative colitis,
intestinal obstruction, eosinophilia, haematuria, and sarcoidosis.

Malignancies

One hundred and twenty-nine new malignancies of various types were observed in 4,114 rheumatoid
arthritis patients treated in clinical trials with Enbrel for up to approximately 6 years, including 231
patients treated with Enbrel in combination with methotrexate in the 2-year active-controlled study. The
observed rates and incidences in these clinical trials were similar to those expected for the population
studied. A total of 2 malignancies were reported in clinical studies of approximately 2 years duration
involving 240 Enbrel-treated psoriatic arthritis patients. In clinical studies conducted for more than 2
years with 351 ankylosing spondylitis patients, 6 malignancies were reported in Enbrel-treated patients.
Twenty-three malignancies were reported in plaque psoriasis patients treated with Enbrel in double-blind
and open-label studies of up to 15 months involving 1,261 Enbrel-treated patients.
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There were a total of 15 lymphomas reported in 5,966 patients treated with Enbrel in rheumatoid arthritis,
psoriatic arthritis, ankylosing spondylitis and psoriasis clinical trials.

Reports of various malignancies (including breast and lung carcinoma and lymphoma) have also been
received in the postmarketing period (see section 4.4).

Injection site reactions

Compared to placebo, patients with rheumatic diseases treated with Enbrel had a significantly higher
incidence of injection site reactions (36% vs. 9%). Injection site reactions usually occurred in the first
month. Mean duration was approximately 3 to 5 days. No treatment was given for the majority of
injection site reactions in the Enbrel treatment groups, and the majority of patients who were given
treatment received topical preparations such as corticosteroids, or oral antihistamines. Additionally, some
patients developed recall injection site reactions characterised by a skin reaction at the most recent site of
injection along with the simultaneous appearance of injection site reactions at previous injection sites.
These reactions were generally transient and did not recur with treatment.

In controlled trials in patients with plaque psoriasis, approximately 14.5% of patients treated with Enbrel
developed injection site reactions compared with 5.2% of placebo-treated patients during the first 12

weeks of treatment.

Serious infections

In placebo-controlled trials, no increase in the incidence of serious infections (fatal, life threatening, or
requiring hospitalisation or intravenous antibiotics) was observed. Serious infections occurred in 6.3% of
rheumatoid arthritis patients treated with Enbrel for up to 48 months. These included abscess (at various
sites), bacteraemia, bronchitis, bursitis, cellulitis, cholecystitis, diarrhoea, diverticulitis, endocarditis
(suspected), gastroenteritis, hepatitis B, herpes zoster, leg ulcer, mouth infection, osteomyelitis, otitis,
peritonitis, pneumonia, pyelonephritis, sepsis, septic arthritis, sinusitis, skin infection, skin ulcer, urinary
tract infection, vasculitis, and wound infection. In the 2-year active-controlled study where patients were
treated with either Enbrel alone, methotrexate alone or Enbrel in combination with methotrexate, the rates
of serious infections were similar among the treatment groups. However, it cannot be excluded that the
combination of Enbrel with methotrexate could be associated with an increase in the rate of infections.

There were no differences in rates of infection among patients treated with Enbrel and those treated with
placebo for plaque psoriasis in placebo controlled trials of up to 24 weeks duration. Serious infections
experienced by Enbrel-treated patients included cellulitis, gastroenteritis, pneumonia, cholecystitis,
osteomyelitis, gastritis, appendicitis, Streptococcal fasciitis, myositis, septic shock, diverticulitis and
abscess. In the double-blind and open-label psoriatic arthritis trials, 1 patient reported a serious infection
(pneumonia).

Serious and fatal infections have been reported during use of Enbrel; reported pathogens include bacteria,
mycobacteria (including tuberculosis), viruses and fungi. Some have occurred within a few weeks after
initiating treatment with Enbrel in patients who have underlying conditions (e.g. diabetes, congestive
heart failure, history of active or chronic infections) in addition to their rheumatoid arthritis (see

section 4.4). Enbrel treatment may increase mortality in patients with established sepsis.

Opportunistic infections have been reported in association with Enbrel including invasive fungal,
protozoal, bacterial (including Listeria and Legionella), and atypical mycobacterial infections. In a pooled
data set of clinical trials, the overall incidence of opportunistic infections was 0.09% for the

15,402 subjects who received Enbrel. The exposure-adjusted rate was 0.06 events per 100 patient-years.
In postmarketing experience, approximately half of all of the case reports of opportunistic infections
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worldwide were invasive fungal infections. The most commonly reported invasive fungal infections were
Pneumocystis and Aspergillus. Invasive fungal infections accounted for more than half of the fatalities
amongst patient who developed opportunistic infections. The majority of the reports with a fatal outcome
were in patients with Preumocystis pneumonia, unspecified systemic fungal infections, and aspergillosis
(see section 4.4). '

Autoantibodies

Adult patients had serum samples tested for autoantibodies at multiple timepoints. Of the rheumatoid
arthritis patients evaluated for antinuclear antibodies (ANA), the percentage of patients who developed
new positive ANA (=1:40) was higher in patients treated with Enbrel (11%) than in placebo-treated
patients (5%). The percentage of patients who developed new positive anti-double-stranded DNA
antibodies was also higher by radioimmunoassay (15% of patients treated with Enbrel compared to 4% of
placebo-treated patients) and by Crithidia luciliae assay (3% of patients treated with Enbrel compared to
none of placebo-treated patients). The proportion of patients treated with Enbrel who developed
anticardiolipin antibodies was similarly increased compared to placebo-treated patients. The impact of
long-term treatment with Enbrel on the development of autoimmune diseases is unknown.

There have been rare reports of patients, including rheumatoid factor positive patients, who have
developed other autoantibodies in conjunction with a lupus-like syndrome or rashes that are compatible

with subacute cutaneous lupus or discoid lupus by clinical presentation and biopsy.

Pancytopenia and aplastic anaemia

There have been postmarketing reports of pancytopenia and aplastic anaemia, some of which had fatal
outcomes (see section 4.4).

Interstitial lung disease

There have been postmarketing reports of interstitial lung disease (including pneumonitis and pulmonary
fibrosis), some of which had fatal outcomes.

Laboratory evaluations

Based on the results of clinical studies, normally no special laboratory evaluations are necessary in
addition to careful medical management and supervision of patients.

Concurrent Enbrel and anakinra treatment

In studies when adult patients received concurrent treatment with Enbrel plus anakinra, a higher rate of
serious infections compared to Enbrel alone was observed and 2% of patients (3/139) developed
neutropenia (absolute neutrophil count < 1000 / mm®). While neutropenic, one patient developed cellulitis
that resolved after hospitalisation (see sections 4.4 and 4.5).

Undesirable effects in paediatric patients with polyarticular juvenile idiopathic arthritis

In general, the adverse events in paediatric patients with juvenile idiopathic arthritis were similar in
frequency and type to those seen in adult patients. Differences from adults and other special
considerations are discussed in the following paragraphs.
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The types of infections seen in clinical trials in juvenile idiopathic arthritis patients aged 2 to 18 years
were generally mild to moderate and consistent with those commonly seen in outpatient paediatric
populations. Severe adverse events reported included varicella with signs and symptoms of aseptic
meningitis, which resolved without sequelae (see also section 4.4), appendicitis, gastroenteritis,
depression/personality disorder, cutaneous ulcer, oesophagitis/gastritis, group A streptococcal septic
shock, type I diabetes mellitus, and soft tissue and post-operative wound infection.

In one study in children with juvenile idiopathic arthritis aged 4 to 17 years, 43 of 69 (62%) children
experienced an infection while receiving Enbrel during 3 months of the study (part 1 open-label), and the
frequency and severity of infections was similar in 58 patients completing 12 months of open-label
extension therapy. The types and proportion of adverse events in juvenile idiopathic arthritis patients
were similar to those seen in trials of Enbrel in adult patients with rheumatoid arthritis, and the majority
were mild. Several adverse events were reported more commonly in 69 juvenile idiopathic arthritis
patients receiving 3 months of Enbrel compared to the 349 adult rheumatoid arthritis patients. These
included headache (19% of patients, 1.7 events per patient year), nausea (9%, 1.0 event per patient year),
abdominal pain (19%, 0.74 events per patient year), and vomiting (13%, 0.74 events per patient year).

There were 4 reports of macrophage activation syndrome in juvenile idiopathic arthritis clinical trials.

Undesirable effects in paediatric patients with plaque psoriasis

In a 48-week study in 211 children aged 4 to 17 years with paediatric plaque psoriasis, the adverse events
reported were similar to those seen in previous studies in adults with plaque psoriasis.

4.9 Overdose

No dose-limiting toxicities were observed during clinical trials of rheumatoid arthritis patients. The
highest dose level evaluated has been an intravenous loading dose of 32 mg/m? followed by subcutaneous
doses of 16 mg/m* administered twice weekly. One rheumatoid arthritis patient mistakenly
self-administered 62 mg Enbrel subcutaneously twice weekly for 3 weeks without experiencing
undesirable effects. There is no known antidote to Enbrel.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Tumor Necrosis Factor alpha (TNF-a) inhibitors.
ATC code: 1.04ABO1

Tumour necrosis factor (TNF) is a dominant cytokine in the inflammatory process of rheumatoid arthritis.
Elevated levels of TNF are also found in the synovium and psoriatic plaques of patients with psoriatic
arthritis and in serum and synovial tissue of patients with ankylosing spondylitis. In plaque psoriasis,
infiltration by inflammatory cells including T-cells leads to increased TNF levels in psoriatic lesions
compared with levels in uninvolved skin. Etanercept is a competitive inhibitor of TNF-binding to its cell
surface receptors and thereby inhibits the biological activity of TNF. TNF and lymphotoxin are pro-
inflammatory cytokines that bind to two distinct cell surface receptors: the 55-kilodalton (p55) and
75-kilodalton (p75) tumour necrosis factor receptors (TNFRs). Both TNFRs exist naturally in membrane-
bound and soluble forms. Soluble TNFRs are thought to regulate TNF biological activity.
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TNF and lymphotoxin exist predominantly as homotrimers, with their biological activity dependent on
cross-linking of cell surface TNFRs. Dimeric soluble receptors such as etanercept possess a higher
affinity for TNF than monomeric receptors and are considerably more potent competitive inhibitors of
TNF binding to its cellular receptors. In addition, use of an immunoglobulin Fc region as a fusion element
in the construction of a dimeric receptor imparts a longer serum half-life.

Mechanism of action

Much of the joint pathology in rheumatoid arthritis and ankylosing spondylitis and skin pathology in
plaque psoriasis is mediated by pro-inflammatory molecules that are linked in a network controlled by
TNF. The mechanism of action of etanercept is thought to be its competitive inhibition of TNF binding to
cell surface TNFR, preventing TNF-mediated cellular responses by rendering TNF biologically inactive.
Etanercept may also modulate biologic responses controlled by additional downstream molecules (e.g.,
cytokines, adhesion molecules, or proteinases) that are induced or regulated by TNF.

Clinical trials

This section presents data from four randomised controlled trials in adults with rheumatoid arthritis, one
study in polyarticular juvenile idiopathic arthritis, one study in adults with psoriatic arthritis, one study in
adults with ankylosing spondylitis, one study in paediatric patients with plaque psoriasis, and four studies

in adults with plaque psoriasis.

Adult patients with rheumatoid arthritis

The efficacy of Enbrel was assessed in a randomised, double-blind, placebo-controlled study. The study
evaluated 234 adult patients with active rheumatoid arthritis who had failed therapy with at least one but
no more than four disease-modifying antirheumatic drugs (DMARD:s). Doses of 10 mg or 25 mg Enbrel
or placebo were administered subcutaneously twice a week for 6 consecutive months. The results of this
controlled trial were expressed in percentage improvement in rheumatoid arthritis using American
College of Rheumatology (ACR) response criteria.

ACR 20 and 50 responses were higher in patients treated with Enbrel at 3 and 6 months than in patients
treated with placebo (ACR 20: Enbrel 62% and 59%, placebo 23% and 11% at 3 and 6 months
respectively; ACR 50: Enbrel 41% and 40%, placebo 8% and 5% at months 3 and 6 respectively; p<0.01
Enbrel vs Placebo at all time points for both ACR 20 and ACR 50 responses).

Approximately 15% of subjects who received Enbrel achieved an ACR 70 response at month 3 and month
6 compared to fewer than 5% of subjects in the placebo arm. Among patients receiving Enbrel, the
clinical responses generally appeared within 1 to 2 weeks after initiation of therapy and nearly always
occurred by 3 months. A dose response was seen; results with 10 mg were intermediate between placebo
and 25 mg. Enbrel was significantly better than placebo in all components of the ACR criteria as well as
other measures of rheumatoid arthritis disease activity not included in the ACR response criteria, such as
morning stiffness. A Health Assessment Questionnaire (HAQ), which included disability, vitality, mental
health, general health status, and arthritis-associated health status subdomains, was administered every 3
months during the trial. All subdomains of the HAQ were improved in patients treated with Enbrel
compared to controls at 3 and 6 months.

After discontinuation of Enbrel, symptoms of arthritis generally returned within a month. Re-introduction
of treatment with Enbrel after discontinuations of up to 24 months resulted in the same magnitudes of
responses as patients who received Enbrel without interruption of therapy based on results of open-label
studies. Continued durable responses have been seen for up to 48 months in open-label extension
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treatment trials when patients received Enbrel without interruption; longer-term experience is not
available.

The efficacy of Enbrel was compared to methotrexate in a third randomised, active-controlled study with
blinded radiographic evaluations as a primary endpoint in 632 adult patients with active rheumatoid
arthritis (<3 years duration) who had never received treatment with methotrexate. Doses of 10 mg or

25 mg Enbrel were administered SC twice a week for up to 24 months. Methotrexate doses were escalated
from 7.5 mg/week to a maximum of 20 mg/week over the first 8 weeks of the trial and continued for up to
24 months. Clinical improvement including onset of action within 2 weeks with Enbrel 25 mg was similar
to that seen in the previous trials, and was maintained for up to 24 months. At baseline, patients had a
moderate degree of disability, with mean HAQ scores of 1.4 to 1.5. Treatment with Enbrel 25 mg resulted
in substantial improvement at 12 months, with about 44% of patients achieving a normal HAQ score (less
than 0.5). This benefit was maintained in Year 2 of this study.

In this study, structural joint damage was assessed radiographically and expressed as change in Total
Sharp Score (TSS) and its components, the erosion score and joint space narrowing score (JSN).
Radiographs of hands/wrists and feet were read at baseline and 6, 12, and 24 months. The 10 mg Enbrel
dose had consistently less effect on structural damage than the 25 mg dose. Enbrel 25 mg was
significantly superior to methotrexate for erosion scores at both 12 and 24 months. The differences in TSS
and JSN were not statistically significant between methotrexate and Enbrel 25 mg. The results are shown
in the figure below.

RADIOGRAPHIC PROGRESSION: COMPARISON OF ENBREL vs METHOTREXATE IN
PATIENTS WITH RA OF <3 YEARS DURATION

2.5 12 Months 2. 24 Months
o ’ 2.2
=
T 20 2.0
3]
g 1.5
5 1.5]
E 1.3 1.2 13
o 1.0 0.8 0.9 1.0} 0.9
5 0.6* 0.6
S o5 0.4* 0404 05
TSS Erosions JSN TSS Erosions JSN
CJ MTX
BE Enbrel 25 mg
*p < 0.05

In another active-controlled, double-blind, randomised study, clinical efficacy, safety, and radiographic
progression in RA patients treated with Enbrel alone (25 mg twice weekly), methotrexate alone (7.5 to

20 mg weekly, median dose 20 mg), and of the combination of Enbrel and methotrexate initiated
concurrently were compared in 682 adult patients with active rheumatoid arthritis of 6 months to 20 years
duration (median 5 years) who had a less than satisfactory response to at least 1 disease-modifying
antirheumatic drug (DMARD) other than methotrexate.
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Patients in the Enbrel in combination with methotrexate therapy group had significantly higher ACR 20,
ACR 50, ACR 70 responses and improvement for DAS and HAQ scores at both 24 and 52 weeks than
patients in either of the single therapy groups (results shown in table below). Significant advantages for
Enbrel in combination with methotrexate compared with Enbrel monotherapy and methotrexate
monotherapy were also observed after 24 months.

CLINICAL EFFICACY RESULTS AT 12 MONTHS: COMPARISON OF ENBREL vs
METHOTREXATE vs ENBREL IN COMBINATION WITH METHOTREXATE IN
PATIENTS WITH RA OF 6 MONTHS TO 20 YEARS DURATION

Enbrel +
Endpoint Methotrexate Enbrel Methotrexate
(n =228) (n=223) (n=231)
ACR Responses”
ACR 20 58.8% 65.5% 74.5% H*
ACR 50 36.4% 43.0% 63.2% M
ACR 70 16.7% 22.0% 39.8% M
DAS
Baseline score® 5.5 5.7 5.5
Week 52 score” 3.0 3.0 2.3M
Remission® 14% 18% 37%"M
HAQ
Baseline 1.7 1.7 1.8
Week 52 1.1 1.0 0.8M

a: Patients who did not complete 12 months in the study were considered to be non-responders.
b: Values for Disease Activity Score (DAS) are means.

c: Remission is defined as DAS <1.6

Pairwise comparison p-values: T = p < 0.05 for comparisons of Enbrel + methotrexate vs
methotrexate and ¢ = p < 0.05 for comparisons of Enbrel + methotrexate vs Enbrel

Radiographic progression at 12 months was significantly less in the Enbrel group than in the methotrexate
group, while the combination was significantly better than either monotherapy at slowing radiographic
progression (see figure below).
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RADIOGRAPHIC PROGRESSION: COMPARISON OF ENBREL vs METHOTREXATE vs ENBREL
IN COMBINATION WITH METHOTREXATE IN PATIENTS WITH RA
OF 6 MONTHS TO 20 YEARS DURATION (12 MONTH RESULTS)
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Pairwise comparison p-values: * = p < 0.05 for comparisons of Enbrel vs
methotrexate, ¥ = p < 0.05 for comparisons of Enbrel + methotrexate vs
methotrexate and ¢ = p < 0.05 for comparisons of Enbrel + methotrexate
vs Enbrel

Significant advantages for Enbrel in combination with methotrexate compared with Enbrel monotherapy
and methotrexate monotherapy were also observed after 24 months. Similarly, the significant advantages
for Enbrel monotherapy compared with methotrexate monotherapy were also observed after 24 months.

In an analysis in which all patients who dropped out of the study for any reason were considered to have
progressed, the percentage of patients without progression (TSS change < 0.5) at 24 months was higher in
the Enbrel in combination with methotrexate group compared with the Enbrel alone and methotrexate
alone groups (62%, 50%, and 36%, respectively; p<0.05). The difference between Enbrel alone and
methotrexate alone was also significant (p<0.05). Among patients who completed a full 24 months of
therapy in the study, the non-progression rates were 78%, 70%, and 61%, respectively.

The safety and efficacy of 50 mg Enbrel (two 25 mg SC injections) administered once weekly were
evaluated in a double-blind, placebo-controlled study of 420 patients with active RA. In this study, 53
patients received placebo, 214 patients received 50 mg Enbrel once weekly and 153 patients received
25 mg Enbrel twice weekly. The safety and efficacy profiles of the two Enbrel treatment regimens were
comparable at week 8 in their effect on signs and symptoms of RA; data at week 16 did not show
comparability (non-inferiority) between the two regimens.

Paediatric patients with polyarticular juvenile idiopathic arthritis

The safety and efficacy of Enbrel were assessed in a two-part study in 69 children with polyarticular
juvenile idiopathic arthritis who had a variety of juvenile idiopathic arthritis onset types. Patients aged 4
to 17 years with moderately to severely active polyarticular juvenile idiopathic arthritis refractory to or
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intolerant of methotrexate were enrolled; patients remained on a stable dose of a single nonsteroidal anti-
inflammatory drug and/or prednisone (< 0.2 mg/kg/day or 10 mg maximum). In part 1, all patients
received 0.4 mg/kg (maximum 25 mg per dose) Enbrel subcutaneously twice weekly. In part 2, patients
with a clinical response at day 90 were randomised to remain on Enbrel or receive placebo for four
months and assessed for disease flare. Responses were measured using the JRA Definition of
Improvement (DOI), defined as > 30% improvement in at least three of six and > 30% worsening in no
more than one of six JRA core set criteria, including active joint count, limitation of motion, physician
and patient/parent global assessments, functional assessment, and erythrocyte sedimentation rate (ESR).
Disease flare was defined as a > 30% worsening in three of six JRA core set criteria and > 30%
improvement in not more than one of the six JRA core set criteria and a minimum of two active joints.

In part 1 of the study, 51 of 69 (74%) patients demonstrated a clinical response and entered part 2. In part
2, 6 of 25 (24%) patients remaining on Enbrel experienced a disease flare compared to 20 of 26 (77%)
patients receiving placebo (p=0.007). From the start of part 2, the median time to flare was > 116 days for
patients who received Enbrel and 28 days for patients who received placebo. Of patients who
demonstrated a clinical response at 90 days and entered part 2 of the study, some of the patients remaining
on Enbrel continued to improve from month 3 through month 7, while those who received placebo did not
improve.

Studies have not been done in patients with polyarticular juvenile idiopathic arthritis to assess the effects
of continued Enbrel therapy in patients who do not respond within 3 months of initiating Enbrel therapy
or to assess the combination of Enbrel with methotrexate.

Adult patients with psoriatic arthritis

The efficacy of Enbrel was assessed in a randomised, double-blind, placebo-controlled study in 205
patients with psoriatic arthritis. Patients were between 18 and 70 years of age and had active psoriatic
arthritis (= 3 swollen joints and > 3 tender joints) in at least one of the following forms: (1) distal
interphalangeal (DIP) involvement; (2) polyarticular arthritis (absence of rheumatoid nodules and
presence of psoriasis); (3) arthritis mutilans; (4) asymmetric psoriatic arthritis; or (5) spondylitis-like
ankylosis. Patients also had plaque psoriasis with a qualifying target lesion > 2 cm in diameter. Patients
had previously been treated with NSAIDs (86%), DMARDs (80%), and corticosteroids (24%). Patients
currently on methotrexate therapy (stable for > 2 months) could continue at a stable dose of <25 mg/week
methotrexate. Doses of 25 mg Enbrel (based on dose-finding studies in patients with rheumatoid arthritis)
or placebo were administered SC twice a week for 6 months. At the end of the double-blind study,
patients could enter a long-term open-label extension study for a total duration of up to 2 years.

Clinical responses were expressed as percentages of patients achieving the ACR 20, 50, and 70 response

and percentages with improvement in Psoriatic Arthritis Response Criteria (PSARC). Results are
summarised in the Table below.
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RESPONSES OF PATIENTS WITH PSORIATIC ARTHRITIS
IN PLACEBO-CONTROLLED TRIAL
Percent of Patients

Placebo Enbrel?
Psoriatic Arthritis Response n=104 n=101
ACR 20
Month 3 15 59°
Month 6 13 50°
ACR 50
Month 3 4 38°
Month 6 4 37°
ACR 70
Month 3 0 11°
Month 6 1 9°
PsARC
Month 3 31 72°
Month 6 23 70°

a: 25 mg Enbrel SC twice weekly
b: p<0.001, Enbrel vs. placebo
c: p<0.01, Enbrel vs. placebo

Among patients with psoriatic arthritis who received Enbrel, the clinical responses were apparent at the
time of the first visit (4 weeks) and were maintained through 6 months of therapy. Enbrel was
significantly better than placebo in all measures of disease activity (p < 0.001), and responses were
similar with and without concomitant methotrexate therapy. Quality of life in psoriatic arthritis patients
was assessed at every timepoint using the disability index of the HAQ. The disability index score was
significantly improved at all timepoints in psoriatic arthritis patients treated with Enbrel, relative to
placebo (p < 0.001).

Radiographic changes were assessed in the psoriatic arthritis study. Radiographs of hands and wrists
were obtained at baseline and months 6, 12, and 24. The modified TSS at 12 months is presented in the
Table below. In an analysis in which all patients who dropped out of the study for any reason were
considered to have progressed, the percentage of patients without progression (TSS change < 0.5) at 12
months was higher in the Enbrel group compared with the placebo group (73% vs. 47%, respectively,
p<0.001). The effect of Enbrel on radiographic progression was maintained in patients who continued
on treatment during the second year. The slowing of peripheral joint damage was observed in patients
with polyarticular symmetrical joint involvement.

MEAN (SE) ANNUALIZED CHANGE FROM BASELINE IN TOTAL SHARP SCORE

Placebo Etanercept
Time (n=104) (n=101)
Month 12 1.00 (0.29) -0.03 (0.09)*
SE = standard error.
a. p=0.0001.
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Enbrel treatment resulted in improvement in physical function during the double-blind period, and this
benefit was maintained during the longer-term exposure of up to 2 years.

There is insufficient evidence of the efficacy of Enbrel in patients with ankylosing spondylitis-like and
arthritis mutilans psoriatic arthropathies due to the small number of patients studied.

No study has been performed in patients with psoriatic arthritis using the 50mg once weekly dosing
regimen. Evidence of efficacy for the once weekly dosing regimen in this patient population has been

based on data from the study in patients with ankylosing spondylitis.

Adult patients with ankylosing spondylitis

The efficacy of Enbrel in ankylosing spondylitis was assessed in 3 randomised, double-blind studies
comparing twice weekly administration of 25 mg Enbrel with placebo. A total of 401 patients were
enrolled from which 203 were treated with Enbrel. The largest of these trials (n= 277) enrolled patients
who were between 18 and 70 years of age and had active ankylosing spondylitis defined as visual analog
scale (VAS) scores of > 30 for average of duration and intensity of morning stiffness plus VAS scores of
> 30 for at least 2 of the following 3 parameters: patient global assessment; average of VAS values for
nocturnal back pain and total back pain; average of 10 questions on the Bath Ankylosing Spondylitis
Functional Index (BASFTI). Patients receiving DMARDs, NSAIDS, or corticosteroids could continue them
on stable doses. Patients with complete ankylosis of the spine were not included in the study. Doses of 25
mg of Enbrel (based on dose-finding studies in patients with rheumatoid arthritis) or placebo were
administered subcutaneously twice a week for 6 months in 138 patients.

The primary measure of efficacy (ASAS 20) was a 220% improvement in at least 3 of the 4 Assessment
in Ankylosing Spondylitis (ASAS) domains (patient global assessments, back pain, BASFI, and
inflammation) and absence of deterioration in the remaining domain. ASAS 50 and 70 responses used the
same criteria with a 50% improvement or a 70% improvement, respectively.

Compared to placebo, treatment with Enbrel resulted in significant improvements in the ASAS 20, ASAS
50 and ASAS 70 as early as 2 weeks after the initiation of therapy.
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RESPONSES OF PATIENTS WITH ANKYLOSING
SPONDYLITIS IN A PLACEBO-CONTROLLED TRIAL
Percent of Patients
Placebo Enbrel

Ankylosing Spondylitis N=139 N=138
Response
ASAS 20

2 weeks 22 46°

3 months 27 60?

6 months 23 587
ASAS 50

2 weeks 7 24°

3 months 13 45°

6 months 10 42
ASAS 70:

2 weeks 2 12°

3 months 7 29°

6 months 5 28°
a: p<0.001, Enbrel vs. Placebo
b: p =0.002, Enbrel vs. placebo

Among patients with ankylosing spondylitis who received Enbrel, the clinical responses were apparent at
the time of the first visit (2 weeks) and were maintained through 6 months of therapy. Responses were
similar in patients who were or were not receiving concomitant therapies at baseline.

Similar results were obtained in the 2 smaller ankylosing spondylitis trials.

In a fourth study, the safety and efficacy of 50 mg Enbrel (two 25 mg SC injections) administered once
weekly vs 25 mg Enbrel administered twice weekly were evaluated in a double-blind, placebo-controlled
study of 356 patients with active ankylosing spondylitis. The safety and efficacy profiles of the 50 mg

once weekly and 25 mg twice weekly regimens were similar.

Adult patients with plague psoriasis

Enbrel is recommended for use in patients as defined in section 4.1. Patients who “failed to respond to” in
the target population is defined by insufficient response (PASI<50 or PGA less than good), or worsening
of the disease while on treatment, and who were adequately dosed for a sufficiently long duration to
assess response with at least each of the three major systemic therapies as available.

The efficacy of Enbrel versus other systemic therapies in patients with moderate to severe psoriasis
(responsive to other systemic therapies) has not been evaluated in studies directly comparing Enbrel with
other systemic therapies. Instead, the safety and efficacy of Enbrel were assessed in four randomised,
double-blind, placebo-controlled studies. The primary efficacy endpoint in all four studies was the
proportion of patients in each treatment group who achieved the PASI 75 (i.e. at least a 75% improvement
in the Psoriasis Area and Severity Index score from baseline) at 12 weeks.
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Study 1 was a Phase 2 study in patients with active but clinically stable plaque psoriasis involving > 10%
of the body surface area that were > 18 years old. One hundred and twelve (112) patients were
randomised to receive a dose of 25 mg of Enbrel (n=57) or placebo (n=55) twice a week for 24 weeks.

Study 2 evaluated 652 patients with chronic plaque psoriasis using the same inclusion criteria as study 1
with the addition of a minimum psoriasis area and severity index (PASI) of 10 at screening. Enbrel was
administered at doses of 25 mg once a week, 25 mg twice a week or 50 mg twice a week for 6 consecutive
months. During the first 12 weeks of the double-blind treatment period, patients received placebo or one
of the above three Enbrel doses. After 12 weeks of treatment, patients in the placebo group began
treatment with blinded Enbrel (25 mg twice a week); patients in the active treatment groups continued to
week 24 on the dose to which they were originally randomised.

Study 3 evaluated 583 patients and had the same inclusion criteria as study 2. Patients in this study
received a dose of 25 mg or 50 mg Enbrel, or placebo twice a week for 12 weeks and then all patients
received open-label 25 mg Enbrel twice weekly for an additional 24 weeks.

Study 4 evaluated 142 patients and had similar inclusion criteria to studies 2 and 3. Patients in this study
received a dose of 50 mg Enbrel or placebo once weekly for 12 weeks and then all patients received open-
label 50 mg Enbrel once weekly for an additional 12 weeks.

In study 1, the Enbrel-treated group had a significantly higher proportion of patients with a PASI 75
response at week 12 (30%) compared to the placebo-treated group (2%) (p<0.0001). At 24 weeks, 56% of
patients in the Enbrel-treated group had achieved the PASI 75 compared to 5% of placebo-treated patients.
Key results of studies 2, 3 and 4 are shown below.

RESPONSES OF PATIENTS WITH PSORIASIS IN STUDIES 2, 3 AND 4

Study 2 Study 3 Study 4
Enbrel Enbrel ——Enbrel-—--
25mg 50 mg 25mg  50mg 50mg  50mg
Placebo BIW BIwW Placebo | BIW BIW | Placebo Qw QW

n=166 | n= n= n= n=|n=193 [ n=196 n=196 | n=46 n=96 n=90
wk12 | 162 162 164 164 | wk12 wk 12 wk 12 wk 12 wk12  wk24*

Response wk  wk wk wk
(%) 12 24 12 24
PASI 50 14 58 70 74* 77 9 64* 77* 9 69%* 83
PASI 75 4 34* 44 49*% 59 3 34* 49* 2 38 71
DSGA®,
clear or
almost
clear 5 34* 39 49* 55 4 30 57* 4 39* 64

*p <0.0001 compared with placebo

a. No statistical comparisons to placebo were made at week 24 in studies 2 and 4 because the original
placebo group began receiving Enbrel 25 mg BIW or 50 mg once weekly from week 13 to week 24.

b. Dermatologist Static Global Assessment. Clear or almost clear defined as 0 or 1 on a 0 to 5 scale.

Among patients with plaque psoriasis who received Enbrel, significant responses relative to placebo were
apparent at the time of the first visit (2 weeks) and were maintained through 24 weeks of therapy.
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Study 2 also had a drug withdrawal period during which patients who achieved a PASI improvement of at
least 50% at week 24 had treatment stopped. Patients were observed off treatment for the occurrence of
rebound (PASI >150% of baseline) and for the time to relapse (defined as a loss of at least half of the
improvement achieved between baseline and week 24). During the withdrawal period, symptoms of
psoriasis gradually returned with a median time to disease relapse of 3 months. No rebound flare of
disease and no psoriasis-related serious adverse events were observed. There was some evidence to
support a benefit of re-treatment with Enbrel in patients initially responding to treatment.

In study 3, the majority of patients (77%) who were initially randomised to 50 mg twice weekly and had
their Enbrel dose decreased at week 12 to 25 mg twice weekly maintained their PASI 75 response through
week 36. For patients who received 25 mg twice weekly throughout the study, the PASI 75 response
continued to improve between weeks 12 and 36.

In study 4, the Enbrel-treated group had a higher proportion of patients with PASI 75 at week 12 (38%)

compared to the placebo-treated group (2%) (p<0.0001). For patients who received 50 mg once weekly

throughout the study, the efficacy responses continued to improve with 71% achieving PASI 75 at week
24,

Paediatric patients with plaque psoriasis

The efficacy of Enbrel was assessed in a randomised, double-blind, placebo-controlled study in 211
paediatric patients aged 4 to 17 years with moderate to severe plaque psoriasis (as defined by a sSPGA
score > 3, involving > 10% of the BSA, and PASI > 12). Eligible patients had a history of receiving
phototherapy or systemic therapy, or were inadequately controlled on topical therapy.

Patients received Enbrel 0.8 mg/kg (up to 50 mg) or placebo once weekly for 12 weeks. At week 12, more

patients randomised to Enbrel had positive efficacy responses (e.g., PASI 75) than those randomised to
placebo.

Paediatric Plaque Psoriasis Outcomes at 12 Weeks

Enbrel
0.8 mg/kg Once
Weekly Placebo
(N =106) (N =105)
PASI 75, n (%) 60 (57%)* 12 (11%)
PASI 50, n (%) 79 (75%)* 24 (23%)
sPGA “clear” or “minimal”, n (%) 56 (53%)* 14 (13%)

Abbreviation: sPGA-static Physician Global Assessment.
a. p<0.0001 compared with placebo.

After the 12-week double-blind treatment period, all patients received Enbrel 0.8 mg/kg (up to 50 mg)
once weekly for additional 24 weeks. Responses observed during the open-label period were similar to
those observed in the double-blind period.

During a randomised withdrawal period, significantly more patients re-randomised to placebo

experienced disease relapse (loss of PASI 75 response) compared with patients re-randomised to Enbrel.
With continued therapy, responses were maintained up to 48 weeks.
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Antibodies to Enbrel

Antibodies to etanercept have been detected in the sera of some subjects treated with etanercept. These
antibodies have all been non-neutralising and are generally transient. There appears to be no correlation
between antibody development and clinical response or adverse events.

In subjects treated with approved doses of etanercept in clinical trials for up to

12 months, cumulative rates of anti-etanercept antibodies were approximately 6% of subjects with
rheumatoid arthritis, 7.5% of subjects with psoriatic arthritis, 2% of subjects with ankylosing spondylitis,
7% of subjects with psoriasis, 9.7% of subjects with paediatric psoriasis, and 3% of subjects with
juvenile idiopathic arthritis.

The proportion of subjects who developed antibodies to etanercept in longer-term trials (of up to 3.5
years) increases over time, as expected. However, due to their transient nature, the incidence of
antibodies detected at each assessment point was typically less than 7% in rheumatoid arthritis subjects
and psoriasis subjects.

In a long-term psoriasis study in which patients received 50 mg twice weekly for
96 weeks, the incidence of antibodies observed at each assessment point was up to approximately 9%.

5.2 Pharmacokinetic properties

Etanercept serum values were determined by an ELISA method, which may detect ELISA-reactive
degradation products as well as the parent compound.

Etanercept is slowly absorbed from the site of subcutaneous injection, reaching maximum concentration
approximately 48 hours after a single dose. The absolute bioavailability is 76%. With twice weekly doses,
it is anticipated that steady-state concentrations are approximately twice as high as those observed after
single doses. After a single subcutaneous dose of 25 mg Enbrel, the average maximum serum
concentration observed in healthy volunteers was 1.65 + 0.66 pg/ml, and the area under the curve was
235 £ 96.6 pgehr/ml. Dose proportionality has not been formally evaluated, but there is no apparent
saturation of clearance across the dosing range.

A biexponential curve is required to describe the concentration time curve of etanercept. The central
volume of distribution of etanercept is 7.6 1, while the volume of distribution at steady-state is 10.4 1.
Etanercept is cleared slowly from the body. The half-life is long, approximately 70 hours. Clearance is
approximately 0.066 I/hr in patients with rheumatoid arthritis, somewhat lower than the value of 0.11 I/hr
observed in healthy volunteers. Additionally, the pharmacokinetics of Enbrel in rheumatoid arthritis
patients, ankylosing spondylitis and plaque psoriasis patients are similar.

Mean serum concentration profiles at steady state in treated RA patients were Cmax of 2.4 mg/1 vs

2.6 mg/l, Cmin of 1.2 mg/l vs 1.4 mg/l and partial AUC of 297 mgh/1 vs 316 mgh/1 for 50 mg Enbrel once
weekly (n=21) vs 25 mg Enbrel twice weekly (n=16), respectively. In an open-label, single-dose, two-
treatment, crossover study in healthy volunteers, etanercept administered as a single 50 mg/ml injection
was found to be bioequivalent to two simultaneous injections of 25 mg/ml.

In a population pharmacokinetics analysis in ankylosing spondylitis patients the etanercept steady state

AUCs were 466 pgehr/ml and 474 pgehr/ml for 50 mg Enbrel once weekly (N= 154) and 25 mg twice
weekly (N = 148), respectively.
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Although there is elimination of radioactivity in urine after administration of radiolabelled etanercept to
patients and volunteers, increased etanercept concentrations were not observed in patients with acute
renal or hepatic failure. The presence of renal and hepatic impairment should not require a change in
dosage. There is no apparent pharmacokinetic difference between males and females.

Methotrexate has no effect on the pharmacokinetics of etanercept. The effect of Enbrel on the human
pharmacokinetics of methotrexate has not been investigated.

Elderly patients

The impact of advanced age was studied in the population pharmacokinetic analysis of etanercept serum
concentrations. Clearance and volume estimates in patients aged 65 to 87 years were similar to estimates
in patients less than 65 years of age.

Paediatric patients with polyarticular juvenile idiopathic arthritis

In a polyarticular juvenile idiopathic arthritis trial with Enbrel, 69 patients (aged 4 to 17 years) were
administered 0.4 mg Enbrel/kg twice weekly for three months. Serum concentration profiles were similar
to those seen in adult rheumatoid arthritis patients. The youngest children (4 years of age) had reduced
clearance (increased clearance when normalised by weight) compared with older children (12 years of
age) and adults. Simulation of dosing suggests that while older children (10-17 years of age) will have
serum levels close to those seen in adults, younger children will have appreciably lower levels.

Paediatric patients with plaque psoriasis

Patients with paediatric plaque psoriasis (aged 4 to 17 years) were administered 0.8 mg/kg (upto a
maximum dose of 50 mg per week) of etanercept once weekly for up to 48 weeks. The mean serum
steady state trough concentrations ranged from 1.6 to 2.1 mcg/ml at weeks 12, 24, and 48. These mean
concentrations in patients with paediatric plaque psoriasis were similar to the concentrations observed in
patients with juvenile idiopathic arthritis (treated with 0.4 mg/kg etanercept twice weekly, up to maximum
dose of 50 mg per week). These mean concentrations were similar to those seen in adult patients with
plaque psoriasis treated with 25 mg etanercept twice weekly.

5.3 Preclinical safety data

In the toxicological studies with Enbrel, no dose-limiting or target organ toxicity was evident. Enbrel was
considered to be non-genotoxic from a battery of in vitro and in vivo studies. Carcinogenicity studies, and
standard assessments of fertility and postnatal toxicity, were not performed with Enbrel due to the
development of neutralising antibodies in rodents.

Enbrel did not induce lethality or notable signs of toxicity in mice or rats following a single subcutaneous
dose of 2000 mg/kg or a single intravenous dose of 1000 mg/kg. Enbrel did not elicit dose-limiting or
target organ toxicity in cynomolgus monkeys following twice weekly subcutaneous administration for 4
or 26 consecutive weeks at a dose (15 mg/kg) that resulted in AUC-based serum drug concentrations that
were over 27-fold higher than that obtained in humans at the recommended dose of 25 mg.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder:

Mannitol

Sucrose

Trometamol.

Solvent:
Water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life

3 years.

After reconstitution, immediate use is recommended. Chemical and physical stability has been
demonstrated for 48 hours at 2° — 8°C. From a microbiological point of view, the product should be used
immediately. If not used immediately, storage times are the responsibility of the user and should
normally not be longer than 6 hours at 2° — 8°C, unless reconstitution has taken place in controlled and
validated aseptic conditions.

6.4 Special precautions for storage

Store in a refrigerator (2°C — 8°C). Do not freeze.

For storage conditions of the reconstituted medicinal product see section 6.3.

6.5 Nature and contents of container

Clear glass vial (4 ml, type I glass) with rubber stoppers, aluminium seals, and flip-off plastic caps. Enbrel
is supplied with pre-filled syringes containing water for injections. The syringes are type I glass.

Cartons contain 4, 8 or 24 vials of Enbrel with 4, 8 or 24 pre-filled solvent syringes, 4, 8 or 24 needles, 4,
8 or 24 vial adaptors and 8, 16 or 48 alcohol swabs. Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

Any unused product or waste material should be disposed of in accordance with local requirements.
Instructions for use and handling

Enbrel is reconstituted with 1 ml water for injections before use, and administered by subcutaneous
injection. Enbrel contains no antibacterial preservative, and therefore, solutions prepared with water for

injections should be administered as soon as possible and within 6 hours following reconstitution. The
solution should be clear and colourless to pale yellow with no lumps, flakes or particles. Some white
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foam may remain in the vial — this is normal. Enbrel should not be used if all the powder in the vial is not
dissolved within 10 minutes. Start again with another vial.

Comprehensive instructions for the preparation and administration of the reconstituted Enbrel vial are
given in the package leaflet, section 7, "Instructions for preparation and giving an injection of Enbrel."
7. MARKETING AUTHORISATION HOLDER

Wyeth Europa Ltd.

Huntercombe Lane South

Taplow, Maidenhead

Berkshire, SL6 OPH

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/99/126/003

EU/1/99/126/004

EU/1/99/126/005

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 3 February 2000

Date of last renewal: 3 February 2005

10. DATE OF REVISION OF THE TEXT

Detailed information on this product is available on the website of the European Medicines Agency
(EMEA) http://www.emea.europa.eu
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Hed B 7= DICAKRDHEE L RO T A H VALEFTH 2 & o KA
taAdaR) ANy AOFRERBEREWVEE, nA =
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ERETASEAER TRV L1230, CALDIERE 1 3o 7 L) 25mg
BECHABOAL, BENBBLICLERBLELT, P, Do 20mg
BELEDERENBREE LEh D LUK SN B5E(1C : e
o)ﬁ*gfq—_?—é‘:to (1 A T/VEP) %%Eﬁ lomg
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Li-Balcit. TAECERT 5L 5 BEISIBESA5 EMESN RGOS R
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AR OB D EET D 2 &, TEEREANER)

DHZ]
Q) BEGAMEORIEIH 2 BEKBIELFRT 2B L0 H

% ]
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TEIE (RIPTPE|—v BR | & B . B IR (5L 2)
ZEde) ., M|, B (K. B
I8 5. PR,
TIT v
Wb, DA
PR, oA
B.oOE, #®
ESEIN
[N Ny 54

D HHR

(F£10) HEWE H D VIXHES D B ORE

(FE 11) BEREACSOSIE, #E5BEN S 10 A ORI S HEE TR
BLL, Z20%ED LTWD, HFEAAISIE. LR E
HLZZEMLIC S B Db b aletnH 5,

(£ 12) ZofhoEEIZROZ L&,

5. BHE~NDRSE
—RICEEn S CIRAERRE (EIKRES) MET LTV O
T, BYYEFORIEHOREBUCHE L, TORBEREZIT 2
L.

6. 1%, EiR. BARE~DES

Q) FFI SUTIEIRE LTV D ATREME D & 20 NITIE, 18R LB
MEnfaittEz LE b SN2 H ARG T DT
L, BRI T 2 L2 T LT e, ]

Q) AT OBANCEET D Z L ERT, ROEETRET DS
AL E RIS, [BHER (T v~ TAFIO
HHBATRRD BN TN D, ]

7. NREADHZS
4 R DS VK (TR 5 R AATEITRES. LTV 2w (R
BRas7avy,)

8. BEHRE

b MIB T DABNO R KDREIIMS STV, N#EHR
MEFRBRIZ I T, (ISR #E1C 60 mg/m2 % T % HilaFHIRMN
B LizEZ A, AREHIRAREEZA DN o7, B
VU~ FREICBIT D REmES L, FR&%SE 32 mg/m2d
RN S (£ O%ITE FH S5 16 mg/m? (~25 mg) % 1@
M 2 m#s) Thot,

AR O BIITIN AL TN,

9. BALDIFE

1) BEZE
KT orFEETDHZ L,

(2) FAErE

1) AREFHAK ImL 2@->< 0 &0 TIVNIZIEAT D, N
FENT TEERVEIICERL, ©520nclmaE < &
HCEILe N BRI D28, WMLLIEE I Lz e, K
FNTSe RIS 2 E T, K900 10 DREEORM %2 9
Do

2) IR TN T 5 2 & (k. MBI E 2 TR
17+ %A%, 2~8CTHRIF L, 6 BERILINICHEA 35 2 &),

(3 &5

1) TESTERAL A RBRER, BB, EREEsEIC RO EF R BB L,
AN R — L ~O KA FEFHIAT DR 2 & FHERERAL
1. BIEIOVEREAL D72 < &b 3em BT Z &,

2) RIBNERR L Z A, WEDHD L2 A, FKFR TR LT
WD EZADIEFIIRET S Z &

10. ZDMHDFE

Q) AFIOEGERRABRE, EN T 52 MR (EHRBRoOK% 5 SR 3
H~112 WOHFRAE) F£T, WS TIE 5 SR E TOWMTE
ESHTEBY ., 2D O Z B - AF ORI G8O%R
EPEIIMEST LTV,

(2) LEREERRBRIC BT, PUEHUABME L (ANA) (=1:40) |

BT dsDNA HLIEEBIEAL K OB LA U E o HURBR AL 2 3R
O BN ARAGBEDOEIEIL, 7T v ARREL el LT
L7z,
F7o. VU~ A FRTBEOBE ) v~FBRELED T,
FEARERFE B L OVERIC L v |, SRR SV — 7 2 T MR
RN —T 2N B BN D FIB I O — 7 AEIEGERE & £ 5 8
TR E PR BRI L BERNRE Sh TV 5,

(3) MM T, AFIE G- ORI ET R BE T, MigkER
HEPHED 7 F 2k L TRV BilasuE o g 2556 2 &
MTEIZLOWENRDH D, L LAAIZESL LT\ iniaE
LT B & BRI A THBMAOCME L . Friiffizs 2
fRICE LT B3 iinoTz, ZOBKNERIIRHTH S,

@) BEZ~T A Ty VEOITF WIS T 25 & FRFLRE
AL & SEB ARG DO RO b, +HeBRBEE’EH
N, Zokd, BAFMERBRIZIER STV,

B) RIIZB T, AF o) v~FH L DHHIZONT,
B R O R IS STV AR,

(6) ¥EACRUMIEMES 5 v 7 OEE 141 Bl xtic, 77 BRX
IIAHA] 0.15, 045, 1.5mg/kg#s HAIFFIRNE G327 7 4R
RTRIEVES “HERRBRAER SNz, ThICL D &, KA
OG- TIIRBOMETEIGT 5 Z N TE, AHFERET
HAEOHIMIEVE TR ERRA LN, FEFEEE T
b7 28 AT HRIL., 7T BREET 30% (10/33 fil) . AH
0.15mg/kg#tT 30 % (9/30 #l) . 0.45 mglkght T 48% (14/29
#il) . 1.5mg/kght T 53% (26/49 ffil) Th-o7=1,

(7) #5LT O it LARERE (NYHADBEEE S FE T ~IV) &%)
Gl L 2 DOF 7 B A RS B EMRER I X
NI, WL EIPERTED SN2 &b Bl Ik
Eniz GEBEMEIRh o Pyt h 2, 127 A, 5.7 7
ATHo70), BADORER T, AHK| 25mgi 2 [FI#£ (308 41)
K OAFH| 25mgi 3 [AFE (308 i) OWThb, 7T wREE

(309 ) & bk L COARE DAL K OFE T 2R3 &\ ME A
BT, W% 24 WO LREOEIL, AH] 25mgiH 2 A5
73 89 111(29%), 25mgif 3 [EIFEAS 83 B (27%). 77 B AREE
M 62 Bil(20%) Th -7, FImmAKILTHIEIL, 4K 25mgi
2 [AIFES 55 f511(18%). 25mgil 3 [HIRE 61 5] (20%), 77 &R
BEAS 44 B1(14%) Th o 72, 2 & H ORBR T, 1123 Fl3AHl
25mgifl 1 [I#E, AK| 25mgifl 2 [, LT T B REFE GO
WP NZE O T Bz, DAREOEL L DT IZE N
TOARAIBRGREE 7T B ARABEOR CET RSN -T2,
B MOFTNFEIEICB W T, DARSIER OB K OBE
T, I ERBELY S ERICED LN EOHENRH DY)

(8) FHTHER DAKDOEEITHONT, BRI STV,



(FEmEhEE
1. mAiReE
(1) HE#ES
1) BARAICHT B A"
84 D A AR NEFERRAF 12, =& 3 1& 7 | 10mg K U¥25mg
ZHEIR TG Uiz & & oMl P 3R B HER K OSSR B e
WNTA—=HxK 1 KRR LITRT,

2500

2000
—— 10mg

L —0— 25mg

) AZEER =8
1000 (EHLRERE) (n=8)

MERIZRILETNRE (ng/ml)

3
500

| > .
200 300
B 5 &EEE (hr)

1 =230k b RGO mE PRy R R

1
100 400

&1 EYEHENRT A —4% (n=8)

#3 THFNET NEEGICB T AMEY v~ T RER
OEFEFE RS RBEOMEF =& L7
B (b7 7{H)

YA M & 37 N (b F 71if) (ng/ml)
(54 25MEHEH | 4 EFI A 8 3 FF Al A 12 58 3F4f A
202-JA i 950+476 10174572 982415
MY v~F (10mgq) = (48) (45) (45)
B 202-JA i 222121124 2447993 2590+1000
(25mg) - (48) (47) (47)
208-JA 1299+449 1005+723 1057+481 1183+442
FHEMERREYE | (0.2mg/kg) (13) (12) (12) (11)
[ e s 204 29414875 2217+1169 2871+1052 3269+1265
(0.4mg/kg) 3] (21) (20) (21)

AUC.480 AUC,.., Cmax Tmax CL/F ti
(ug=hr/mL) | (ug=hr/mL)| (ng/mL) (hr) (mL/hr) (hr)
76.5 78.6 474 435 153.1 87.6
10mgs.C. +33.4 +33.7 +230 +19.2 +735 +18.1
25maS.C 2223 227.3 1415 52.5 1345 86.3
955 +91.9 +91.9 +761 +16.9 +78.1 +22.5
P fE + R VE R
Z 8 &4 DR A S 112,50 mg # HER FHE Lz L&

@%%mb T XL T N OB BRI E R
L7,

2) SMEAIZ BT D Y
KEOREERAIC, =& KL 7 b 10mg XiE 25mg % Hila] 7
NG LTz & & O3RENE /T A — R 133K 2 OEY T, AR
MNEERR A OE L IZIFERETH - 72,

K2 HYBRENT A—F

AUC 450 AUC,.., Cmax Tmax CL/F ti
n (ng-hr (ug-hr | (ng/mL) (hr) (mL/hr) | (hr)

/mL) /mL)
790 817 425 66 132 92
10mgS.C. 161 144 246 | w005 | 2 | +a1 +8
2417 2452 | 1650 49 138 | 721
26mgS.C. | B 1760 £766 | +660 | 17 | =42 | +136
S fE AR 2

Q) XiE#E

1D BV v~FHBECBIT D
AARANBAH Y v~ F 38994 1210mg X 1E25mgD = ¥ 3Lt
7 N & LEMIC2E 12 L TG L& 2o miFhe & 3%
N NRE (bT 7)) 3 B5EE 1HABIITER IR
REICEL URZIZFE—EORELAMERFL TR, KEESIC
KD RO BE~DOEEII L LN o T _(EY)

2) FHEMERRRE BRI B IS B D kAR
H A A PR R 58 1 B i 8 AR K 1344 12 0.2mglkg . 2144 1T
0.4mg/kgD T ¥ x)L 7 b & 1LIAMIC2[E12A 7 F#& 5 L
12 & X oiiE qﬂi&*zvtf MEE (M7 7fE) 13, &5
B2 RIS E BN BB IS 7 U DB — TE DR BE % HEFT
LTEBY . EEGIZEDEYEE~DOF BT L b h o
7= (&3,
0.2mg/kg X 1%0.4me/ked% 512 F51F 5 H AR A EENEEE R R
BiRBHEOMBEDTZ V7 MNEED b T 7 EOFPHIZ.
FNENEE Y v~ FHBEDI0me K& 25mek 5 & 1ZIFIAF
BRThotz, 02mgkgill2mI 5128102 b7 7R EX
0.4mg/kgifl2[0#% 5 DIFIFU2 TH > 1=,

CF) + (R ()

2. gt gt
XN T A TNFICREAET D L, BEKRIET I/ BOH
PEBR TR B R~ DPEE D N F I K o TRTF Rk
BREOT I R AE D TR#SN D LS n5,
B, =H N T NEEEIR FRE LGS, =2 x0T
k @ml‘[‘“\@ﬁﬁﬁﬂf&i IFEA LR )] B o 710

(ERPR Af&]

1. ENEEREER
(1) B ) v~F G TR IGRER)
DMARDEZ ORI Y v~FBEEMR L Lo 7 7 BRI R
:E ERLRERER (DR R S B Sk 147 1) 2B B
WAFME O TACRICEHEMEIC L 5 A 4% (ACR20) (£13))
7& i‘%A 2R, RFIFEGFECBITHACR20 X, 477
I LA EICE o T,

# 4 12 8FHii B © ACR20

58 (X248) 77K 10mg 25mg
ACR204E 1 6.3% 64.0% 65.3%
[ChEFLEIC R LT i [3/48] [32/50] [32/49]
BRI

(£ 13) ACR =7ty b5 b FRBEEIE & O ITARE
g3 & BT 20%LL kEgkE L, 20D o 5 A
BTEHAN 20% LA B LIIEFIOFIE

(2) FAEMERrFEMERIEI R B E
AN brF— MO EZ R T UIAREAR TH DG
Btk > % BRI A A ’M%“f“ PERASI R B (B~17 %) & X5
L LA =7V RBRICEB T 5 12 85l H © TACRS I HE
Y ERES (JRABO%DOI) @14 % REITRT,

# 5 12 JFE¥i H ©IJRA30%DOI
o . 208-JARE 204-JA & B

B (<2/H) 0.2 mq/kcfﬁ 0.4ma/kg .
JRA30%DOI-E 1) 92.3% 90.9%[20/22]
[t B YE 5 L 7 S 4] [12/13]
BliaE p K]
(7 14) JRA30%DOIZ % L 7= L FIlrd 2 i2id. UL FD 2 T8

HETEMAETHERDD -

1. RAZT7y b6 HETIHALUETR—ZT AN
30%LL LOUEENRE D BN D

2. RAZ Ty FOFHMEEHIZBIFEZ2X—RATFA Vb
D30 EOFEAACEEP IHHEETCTCHDLZ &

2.5 CRE) ERKRHER
WY v~F
1) % A A RSOGAERS
DMARD D Zh R385 L 72 IS BRI Y o~ FF x5 &
L7 tf‘ﬂ%’ CE MR IEEER (MR AT R GE 1
180 i) (2R T, B B4k 85 H# DACR20 %% 6 (29,
At & G R L ORICHBITED RS i, AFH 16 mgim?

FEDACR20 It L L L CHEICE D -T2,
#£6 %5545 85 H % DACR20
R gD e 0.25 , 16
b (x2/H) TIEE N g | 2ma/m mg/m?
SEI 44 46 46 44
ACR20113) 14% 33% 46% 75%

(#£13) ACR 27t v FdD 5 b, KIS O IERR
Figem & HIZ 20% L FdE L, 7ok O 5IHAH




2

a

3IHH M 20% U LUGE LTEF OEIS

~

5 TIAE — 75 MR LR R

DMARD O R 2355 L 721G EPERAE ) v~ F RE 2 x5 L
L7277 AR H GRS (M REAT o SE 114k
229 ) ICHB T, BEGBIEA 2 .3 A KT 6 1 H % DACR20
2R TIRT, RAIRGEEOACR20 X2 8.3 7 ARG I A
BONTHRIZBWTY, 7 ERBICHLTHEICEL., 2
TR DR ORBNBD bz,

#£7 H5BRKB2E, 3 A, 64 H%D ACR20

e h& (x2h#) 75¥R | 10mg 25mg
JEFIER 79 73 77

28 1% 18% 31%

ACR2013 | 3 7 H 23% 47% 62%

65 A 11% 53% 60%

(H£13) ACR 27t v hd 5B, MR BEIEL O IEIRR]
Bigm & HIT 20% LA EdE L, Mok O 5HEE
3IEH N 20% L ks L iz IEpl o ElA

Q) FFTERRIERIR A D
A bR U — MBS EZ T~ T IARERE TH LHIE
Bt % BAET R AEERS RVEBI BT R B (4~17 %) Z x5
ICT ¥ X7 b OFIEEBRE LT,

IN— 1
A7V RBRICBIT B 12 W H O TACRESGERMEIZ L 5
Ah= (JRA30%DOI) (#15)] %, #8ITmd,

8 12 HFl H ©IRA30%DOI

Feh- i (x2/8) 0.4mg/kg

JRA30%DO] (14 74%

[E5 38 FE Y L2 U 72 S 5] [51/69]

KB

(1% 14) JRA30%DOI% FEK L 7= & I3 21iE, AT 218
HETEWMIETHERSH D -

1. RA=ZT7Ey F6HHAWIWHAM ETR—XT AU h

30%LL EDOUENRED Hivd

2. RA=T7 Y NOFMEEHICBITFLEN—ATA Db

D 30%LL EOBEALR 6 HEF 1IHHETTHLZ &

IN— k2

N—=h 1 TULRARZ— EHE SN #ERHE (JRA30%DOI

DIEHEL 7= LT 51 ) Zodgic, =2 x A&7 b

0.4 mg/kgDi 2 Bl T 54 7 7 ARG (KK 210 A [)

U Bzl E0 TACRKELME IZ LD HREK
(JRA30%DOD) 19 % % 9 |t AAESEETIES

7 AR IR LS RO R 3 58 S bz,

#9 F54# 210 H £ THIRA30%DOI

B5 R (x2/H) FIvR 0.4ma/kg

JRA30%DO|E19 35% 80%

[Ch 3 FEVE LT 5 U 72 S 5] [9/26] [20/25]

Bk 2]

(¥ 14) JRA30%DOI % kL L7z L HMrd 512t UL FD 218
HECEMEITVERDHD

1. JRA27 ¥y b6 HHTIHEUETR—RTF A nb
30%LL EOUBEENEH Hivd

2. RA=7 £y FOFHEHBEICB T EN—AT A V2D
D 0% EOFEALN 6 HEAF IHEHETCTHDZ &

3. BHERKERICE T 2EMEERTEE

KENZH TS DMARD E2Bf Y o~FHBEEZH L L
FWRER To 5 EMOLRIEREITBN T, RAIZ#ESE L
783 Bl S B, MY LoNE, R, MR, B, 2E
JESE 78 26 B, FERGIER R 15 FlERA Sh T3,
BV (JEREMEREEIIRRL)

AFI e G & MRS L OB 2 BEH 5720, EBIC
HLVEIEE N B SN0 & — R O KT — &2 _X— =%

~

MOHEE LI FRIBIEE £ 10 1R Lz, 206 O FRIGIHEIT.

JE B/ O M. fE#s A b & I National Cancer Institute
SEER (Surveillance, Epidemiology, and End Results) 7 —
2 ~—2Z (SEER1992~1999 4F- ; 2002 4= 4 AhR) 7 HHEEL
T fE % iz,

T ORER, ARFIF 58T OIERANER G & bk < BRSO

BEWEQT, THIBIE 23.594 Bilicxi L 26 Bl THY ., FD D
HENY o EOBEEEIE. TG 0.914 Blicxt L 5 4
Tholz, —F. 77 e RELGRICI T 5 B K O
U U SEOBESIEIT, e T EI % 0.259 5, 0.010 fi
WXL TOoOBICTHoT,

# 10 BUEEE GEREMEREEZERS) OBEFRLOT

NilREE
737‘1271?&5-3#— (7 15) (¥ 16) 3—_/7 ‘//V&Léﬁﬁé (i 16)
250 AR ) A
izl 22 o | B =3 I
o B\ v o il R
Y o8 41 0 0.010 2855 5 0.914
Y 2SR
41 0 0.249 2855 21 | 22.680
LISk
MR AR 41 0 0.259 2855 26 | 23594
(JE 15) EHRBRBATRIORKRERICK T 57 7 bR &5 858
Extg L Lz,

(7 16) A R b Lt — MEREIEZE T,

(2) FEELNER: fEHE
AFNPe - & FEBANER R B & OB EME 2 BT 5729,
FEHZ N D OB BILE SN Bk E —EROT =25
HEE L= PRI 2R 1LITR L, 2D oFHIBIEI, iE
BlEOM, Flnz b EICBBT — 2 P OHEE Lo fEE AV,
RBBRT —Z X, FEEAMEER A National Cancer Institute
SEER 7 — ¥ RX— R EH EN T2z ¥, Southeastern
Arizona Skin Cancer Registry (Harris et al, 2001)?> 7 — % % {if
H L7,
TORER, ARFIE G COIERAMEE EE OB, ¥
T % 41.745 BNZKE L, 15 651 (R S& R R 4 1, FRE
Mg 11 60) Thotz, — . TR REGEICRIT HIERE
JE R R BB, FRIBIEL 0573 BlICK L, 0Bl CTH -
72

11 R EAERE I OB HIER O TR

F o REEGRE 9 B | o L 010
SBlo | N | 260 | S
b B2 s o ool BRI
B - b R 41 0 0.107 2618 4 8.221
EEAE | 41 | o | o4es | 2618 | 11 | 33504
IR
ot 41 0 0.573 2618 15 41.745

(£ 15) EHRBRBITRIOBKERBRICKBIT 527 7 v R EEE %
gL Lz,
(JE16) A b+ bL¥Y— MMAGIZET,

(€3 ESE)

1. B3I 4E

L7 v MURFERBEERET IV
T XN T MET v MUEBEBESRET VI LT, 5u
g fjoint LA O BAEINHE -1 X 0 EREERIEAR 2 B0 L, BEEIZ¢
AaT ERE LT,

@~ ANAlaT—7  BEfikET L
THEFAES NI Y D MaT -7V BlEikET VIcs LT,
1 pg/body LA EDRERFENEEC X 0 BISI A FEIEMHI 2R &2 /R
L7z, 72, 150 u g/body DIEIEN 512 K 0 BIER % ) Ok
WEOR a7 w%E L, vy NMas—F U HlEikET v
W% L CIE, 501 g/body DIENENF G2 X v, BIEIR R O
BRI A = 7 — 7 bRl z e Lz, 72 TR =aZ—5
VEfRET M LT, 10 1 glbody DIENERNHEGIZ LV |
BE I 2 R E 2R & i) L 7=,

2. kA%
AHFNL., v b TNF fi5tE L& 7% —#45 0, @ENCFEA SN



72 TNFo XN LTa &, BV L7 ¥ —¢ LCHifEL (Lk
TFH—FEOROR) . FIREREO L S E— L ORESEET S
ZET, Y U~ ER MREERERET B2 6N T
W5, BB AKE TNFa KO LTa & OFESITAHHTH Y |
W o 72 AR L7z TNFo & O LTa X ONERES LD,
X k7 MEU93T MR OTNFZ A RIZ)HT 5 TNFO
A EIE L (AREEEH(K)=1x10""M),

3.TNF 77 2 ) —IZxd 2 EEHRMME
T X F Nt 7 MMETNFo L O LTa O W3t LT bR A
PEa2 AT 20 LTI DA B AR 7o e,

4. TNF OHMBEE (xS iMHEER Gn vitro)
L929 flifE > TNF # s Mokt LT, =& /&7 MM 10
ng/mL LL_E 2 CAER IR OB & 4l Lz,

5. IL-1a ##F TNF FRBIIC T 20%4ER (n vivo
~ U7 AP IL-1a(30pg/body) i FH TNF(3ug/body)if & BEEIZ %) L
T, =& Rt 7 M 30pug/body LI EDFEARPIFR 512 L 0 38
WHER %2R L,

6. MIISEFEM (n vitro
T X 3T NIRRT O MG EEEZFE Lo
7=

(AE IR 5L FRHME]

—feg =X FE T NGB TR Z)
Etanercept (genetical recombination)

{54 : 1-235-Tumor necrosis factor receptor (human) fusion
protein with 236 - 467 - immunoglobulin G1 (human
v 1-chain Fc fragment), dimer

K H:FrA=—ANL2Z—PIEME (CHO) 2RI L&
fEf#fz I X VPEAE SR, B b IgG1 O Fo fElg & 4y
& 75kDa (p75) Ot bEBEEEN T 08 Z KK
(TNFR-II) Ofifash KA A DY 7= b Zwmiih b

T2 DR AE,
& : 9 150,000
W7 K 934 1R
(AH&EREH]
BEEIY < F

1. AFl 10mg K O 25mg 452 5 o BRI O HE R B I 2R &4
MEZHERT 2720, WEZsd Rtz Bk (L4 L)
272D BRI R AR IR & JEhE L C L2 OfE IR & HR0
I L, s HEOEUIMEIC OV THRET D Z &,

2. KREMZ AR 2 F2ht L. AR Z MO W T
Bt 2 & L bio, R GROZaM, eI to T3
RYYEF OB OWTIE, LV EANICENT L Z L,

3. B GOV T, AP HER S, 2N L R
RO TE SBREFICH L TORRMIND & 5 EE
BE#HELDLZ L,

SHEMICEEEEE T LS FHERMEEE R
BIEAR T, —EROIESICR ST — 2 BNEEEND ETO
I, BRG] 2 R R AR 2 Ffid 5 = sk R
B DR EVER OCBEIECET 5T — & & BHICINE L AK I O
WEEAIC LR EEAE LD L,

(2 =]

(SAFA) 25mgx 4

(EEZXE RV XBREERE]

(EEXHD
1) Fisher,C.J.,et al. : N.Eng.J.Med.,334:1697 (1996)
2) Mann,D.L. et al. : Circulation,109:1594 (2004)
3) Chung,E.S. et al. : Circulation,107:3133 (2003)
4) Kawai,S.,et al. : J.Clin.Pharmacol.,46:418 (2006)
5) Korth-Bradley,d.,et al. : Ann Pharmacother.,34:161 (2000)
6) Moreland,L.W. et al. : N.Eng.J.Med.,337:141 (1997)
7) Moreland,L.W.,et al. : Ann.Intern.Med.,130:478 (1999)
8) Lovell D.J..et al. : N.Eng.J.Med.,342:763 (2000)

(XHkEER %)
U A AR EAE
T A4 AL T OEHR=E
T104-0032 HEERSIIKKIB—TH 2% 2%
TEL 0120-007013,03-3561-8720
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wiskxr 74 AKX ESH
Rrshm/IRABE—TE2%&25



O%EE - MR, AL - AE FERLOEE () RUZOFRERRL
1. hEe - R
ZhREIEN
ZEAENIEEINE 2 A 2 IR LRI 2 (BRI TR T 2 B c R D)

R EARHL

TNR-001 (mZ vt b, LLFAFIE WD) X, T TITKREROKIMNAZIZ LD LTS 73
rEIZBWNT, BEFERE (FIZA N MLX¥—F, MTX) THEREAR 57222 ORER %
252 FEMEIEN Y 7 ~F (Juvenile Rheumatoid Arthritis, JRA, K[E) & DV L EM 2B
#i2¢ (Juvenile Chronic Arthritis, JCA, FRM) Z it & L CTAREREG L T\ 5, A0
T, BUE, BEFAIAHR CORA 27 IRA BB KT 2 HN2IBEN 0, VA ZIRR T
4y N7 7 A MEN T REBRFEICRT T 2 ER o =— X 3R E WV, R THEME L7
F N FRERER [CTD £ = —/b 2.7.3 FRIRAIA ZIMEOMEE © 204, 206-JA J O 208-JA #Bx] 13,
WESSCFNE U 7= BR R BR & RIARS, BEFIR TR+ 72 2B RO JRA BEExI5 L L
THE L, SRR LA RAE» 5z [CTD £ ¥ = —/v 2.7.3 BEMA M
DOMEEL : 16.0016 K Of 20021618 3R ] . AANIZ B IRA O FIEdK Thd 2 B O, JE
IRZBIR L, BFOEBEELSET D, HEHENG 12 8RROSERE CREY v~ FFER
® JRA ek FEHNE, JRA DOI UG) 1%, JRA30%DOI T 90%1iZ, JRA50%DOI THJ 90%|2,
%72, JRAT0%DOI 7234 77~85% D TR b vz [CTD £ ¥ = — /v 273211,
27.32.1.2] . RAIONFIL, LM% 2 B E TICHILL, 8~12 #HFE TORITIESCHIC
JRA D IR R QYR N ST T 5 2 L AR STz,

Fiz, AANIBEFIEHR IS THROFH e bR, 52T 5 2 &1 XD mEEM &
O T Le W2tk EOMBAERD L Z &2 RN Fk Lo (R CILRkE 108 @& 5,
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k-4

Phase I/II Trial to Evaluate the Safety and Activity of Recombinant Human
Soluble Dimeric TNF Receptor (thu TNFR:Fc¢) in Experimental Endotoxemia
(Immunex Corporation, I/19HE-I/ 19l

16.9125

k-5

A Pharmacokinetic and Absolute Bioavailability Study of Lyophilized TNF
Receptor in Normal Volunteers

(Immunex Corporation, 1 oll-l 9.)

16.0010

k-6

A Bioequivalence Study Comparing TNF Receptor (TNFR:Fc) from Two
Different Manufacturing Sites

(Immunex Corporation, I/ 19ME-IN 19l)

16.0017

k-7

Phase | Study of Recombinant Human TNF Receptor Fc (rthuTNFR:Fc) in
Patients with Active Rheumatoid Arthritis
(Immunex Corporation,l/l 9../1 9.)

16.0002

k-8

A Pharmacokinetic Study of ENBREL® (Etanercept) in Patients with
Rheumatoid Arthritis

(Immunex Corporation,./l 9.{20.)

16.0024

k-9

Phase II Multicenter Trial to Evaluate the Safety and Efficacy of Recombinant
Human Tumor Necrosis Factor Receptor Fc Fusion Protein (thu TNFR:Fc) in
Sepsis Syndrome

(Immunex Corporation, I/ 19 19l

16.9203

Phase I/1I Trial to Evaluate the Safety and Activity of Recombinant Human TNF
Receptor-Fc Fusion Protein (thu TNFR:F¢) in Human Immunodeficiency Virus-
1 (HIV-1) Infection

(Immunex Corporation, | B 9“1 9.)

16.0001

Pharmacokinetic and Bioavailability Study of Radiolabeled Soluble TNF
Receptor in Normal Volunteers, in Active Crohn’s Disease, and in Active
Rheumatoid Arthritis

(Immunex Corporation,./l 9.~./1 9.)

16.0006




Supplementary Pharmacokinetic Analyses and Population Pharmacokinetic
Analysis of Recombinant Human Tumor Necrosis Factor Receptor (p75) Fusion
Protein(TNFR:Fc)

(Immunex Corporation, | B 9“19.)

GMR-33321

A Multicenter Phase 1l Study of Recombinant Human Tumor Necrosis Factor
Receptor Fusion Protein (rhu TNFR:Fc) in Active Rheumatoid Arthritis
(Immunex Corporation, IV 1Sl 19l

16.0004

Phase III Double-Blind, Placebo-Controlled Randomized Study of Recombinant
Human Tumor Necrosis Factor Receptor (p75) Fusion Protein (thu TNFR:Fc) in
DMARD Failing Active Rheumatoid Arthritis

(Immunex Corporation,./19.~l 19'

16.0009

A Randomized, Double-Blind Phase II/11I Study of Recombinant Human Tumor
Necrosis Factor Receptor (p75) Fusion Protein (TNFR:Fc) in Patients with
Active Rheumatoid Arthritis Receiving Methotrexate (MTX)

(Immunex Corporation,l/l oll-lh 9.)

16.0014

A Pharmacokinetic/Pharmacodynamic Double-Blind Placebo-Controlled, Study
of Etanercept in Patients with Rheumatoid Arthritis: Final Report

(Wyeth-Ayerst Research, Il 1 -1 9.)

0881A1-100-EU

A Double-Blind, Placebo-Controlled Study of the Efficacy and Safety of Four
Different Dose of Etanercept in Patients with Rheumatoid Arthritis: Final Report

(Wyeth-Ayerst Research, ]l 1 JlllHI 19

0881A1-300-EU

Multicenter Double-Blind, Randomized Phase 111 Study Comparing
Recombinant Human Tumor Necrosis Factor Receptor (p75) Fusion Protein
(TNFR:Fc or Etanercept) to Methotrexate in Patients with Early Rheumatoid
Arthritis: Final Report

(Immunex Corporation, Il 1ol-W 19l

16.0012

Multicenter Study of Retreatment of DMARD-Failing Active Rheumatoid
Arthritis with Recombinant Human Tumor Necrosis Factor Receptor (p75)
Fusion Protein (rhu TNFR:Fc¢)

(tmmunex Corporation, W 19l 19l

16.0008

k=20

Open-Label Extension Treatment with TNFR:Fc for Participating Patients in
TNFR:Fe¢ Clinical Trials
(Amgen Inc.,l/19.~ ongoing)

16.0018

k=21

Open-Label Safety Study of Recombinant Human Tumor Necrosis Factor
Receptor (p75) Fusion Protein (TNFR:Fc) in DMARD Failing Active
Rheumatoid Arthritis

(Amgen Inc., V19~ ongoing)

16.0019

k=22

A Double-Blind Study Evaluating the Efficacy and Safety of the Combination of
Etanercept and Methotrexate in Comparison to Etanercept Alone or
Methotrexate Alone in Rheumatoid Arthritis Patients

: Period 1 Report, Period 1 Report (Radiographic Efficacy Endpoints)

(Wyeth Research, ./20“20.)

0881A1-308-EU




S -1 | BERIET Y U= 29D TNR-001 O B T & 2 —fES R 313-JA
(AARU A 2L 7Y —thliath, Ehd)

% -2 | Phase III Double-Blind Randomize study of two dose levels of ENBREL 16.0025
(Etanercept) in DMARD failing active Rheumatoid Arthritis
(Immunex Corporation, | B 9.~l/20.)

% -3 | Eterercept 3-Year Safety Report 16.0023
In Patients with Early Rheumatoid Arthritis
Open-Label Extension Treatment with TNFR:Fc¢ for Participating Patients in
TNFR:Fc Clinical Trial 016.0012
(Immunex Corporation)

% b-4 | Eterercept 3-Year Safety Report 16.0018
Executive Summary
ETANERCEPT 3-Year Safety Summary Report in Patinets with Late-satage
Rheumatoid Arthritis
(Immunex Corporation)

% -5 | ETANERCEPT SAFETY SUMMARY for Studies 0881A1-100-EU, 300-EU, 0881A1-100-EU,
and 301-EU 300-EU, 301-EU
Open-label Safety Study of TNR-001 in Patients with Rheumatoid Arthritis
(Wyeth Research)

% -6 | Safety, Population Pharmacokinetics, and Efficacy of Recombinant Human 16.0016
Tumor Necrosis Factor Receptor (p75) Fc¢ Fusion Protein (TNFR:F¢) in Children
with Juvenile Rheumatoid Arthritis
(Immunex Corporation, V19l 19

& -7 | PERIODIC SAFETY UPDATE REPORT (6-monthly) FOR:Etanercept (Enbrel) | —
Injection:

(Wyeth Research, 2/2000~ ongoing)
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(Global Safety Surveillance and Epidemiology, Wyeth Research, 5/2002,

5/2002, 9/2002)

% k-8 | A Phase II/11], Randomized, Double-Blind, Placebo-Controlled, Multicenter 0881A2-200-
Trial of the Efficacy and Safety of Soluble Recombinant Human TNF Receptor EU/AU/NZ
Fc Fusion Protein (etanercept/TNR-001) in Patients with Congestive Heart
Failure (Class 1I-1V)

(Wyeth Research, IV 19l~ ongoing)
2 -9 | Multicenter, double-blind, randomized, placebo-controlled, Phase II/III study of | 16.0021

the efficacy and safety of recombinant human tumor necrosis factor receptor
(p75) Fc fusion protein (TNFR:Fc, etanercept) in patients with chronic heart
failure (Class I1I-1V)

(Amgen inc., 190~ ongoing)




% b-10| Phase I Study to Determine a Nonirritant Epidermal and Intradermal Test 16.0003
Dose(s) of Recombinant Human (rhu) TNFR:Fc¢
(Immunex Corporation,l/l oll-l 9.)
2 -11 | Multicenter Phase /11 Trial of Recombinant Human TNF Receptor (rhu TNFR: 16.0005
Fc¢) in Active Crohn’s Disease,
(Immunex Corporation, ./19. ~l19l)
£ ~-12 | Study of the Potential Pharmacokinetic Interaction between Etanercept and 0881A2-103-EU
Digoxin in Healthy Subjects: Final Report
(Wyeth-Ayerst Research, Il M20.)
% k-13| A Study of the Potential Pharmacokinetic and Pharmacodynamic between 0881A2-104-EU
Etanercept and Warfarin in Healthy Male Subjects: Final Report
(Wyeth-Ayerst Research, 20 20.)
% -14| TNR-001 (Enbrel) Safety Update: Ongoing US Studies GMR-33994

(Wyeth-Ayerst Research, [






