20244 7 AdET (BB 9 Wi H AAEE R dh 0 JHE =« 873999

EXRAVEEa—T+—L

HAYRBEREAIR 2 O T F RLRi 2018 (20 194F BOBTAR) (2 HERL L CTHERK

TeE FREEM INFa/LTa Lt T2 —REA

I2fNtET b GEGTFHRRZ) [T2FRILET Mg 1]

. ETNEMA10mg/MA| /T EH25mg/MA|
TXILTTJ I-BS ET#25mg=/J=/0.5mL/MA) /  T£50mgZ/J=/=/1.0mL/MA|
K T:25mg’\=/0.5mL'MA!/ ETF¥50mg’\=/1.0mL'MA|
Etanercept BS for Subcutaneous Injection 10mg MA /25mg MA

Etanercept BS Subcutaneous Injection 25mg Syringe 0.5mL MA /50mg Syringe 1.0mL MA
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I. BiZICEI 5IEE

1. BARO®E

2.

2T N (B z) (2230t Mk 1] OIS IE. Fr A =—A LA Z—JiE
(Chinese Hamster Ovary, CHO) fifdz i £ & Lz zic Lo sz, 2ee MR
PETINFa/lTa*Le7 ¥ —CThHhh, =X 3t 7 b (R4 : =T L) BRAT/ A AERELE Lz
A T Th D,
##[E LG Life Sciences (¥l LG Chem) fHiZ—# %/t 7 hM&fiih (KA OB ZBMB L. TO%ICH
MR A AL & LRI Z 1T 72,
FE AR SAT, TN A BB OME - 22l - AOMEHREO D OFERH CGEAFERE 0304007
5) ) ATHENARF O KGR R FE IS LB B RBR, FERE IR AR K OB 2 i L 7, 2D BRIC
TOARHN & AT A A RIS ORI RS R ST 2 &b B T34 FEIRA & [ URhEE - 2hR,
ik« HE T, KAlZ =208 7 OAAL FHfEmE LT, =Zx0E7 ~ BS TN 10mg TMA ],
T X RN~ BS EFEM 26mg TMA], =% %Lt~k BS & FiE 25mg >V > ¥ 0.5mL TMA], —
47 b BS T 50mg >V > 1.0mL TMA|, =% %/t~ bk BS & FiE 50mg ~2> 1.0mL
TMA] 22T, 2016 4 12 HIZEIEGEGERGEARPFE 21TV, 2018 /F 1 HITAGR ARG L, =
42t 7 BS BT 25mg 22 0.5mL TMA] (2OWTlE, 2018 4E 8 H (2 [ 3R b R Al 78 K GE H 35
2TV, 2019 4F 8 HITHEGR A BUS LT,
[F, 2018 4F 1 H KGRI O AGRSEAFIT OV T, A BT M OVREE 8 iGRR A O E Ml L v . 2023
12 A 22 HICHERRE 7o 72,

* LT« : Lymphotoxin o, TNFB & s,

Bl DARFRIFHE
L AFNF=Z 227 R E LT, AARMIONA AR TH 5, (11,1, BAFORRE] DES
1)

2. AN FLFY— MERTHRRTRBEE Y v~FBEZx5 L Uz EEILE S TR
WT, ARAE FAT A FEIEBOFIEC RSN RSz, (TV.5.(4. 1) ARhEmGER
B OIEZMR)

3. FEREIREER K OFEmENRERBRIZ I\ T, SBT3 A EF S & DOIRSEME/ [RE M R STz,
(TVI-VIL JEAHFEER B 2 B0 H - EREIC BT 2 H) DS

4. A M RLFHY— MR THREATDREESY U~ T BE 235 L U ERLFR SRR
T, BEN (RRRAEMRT 2 5T) OFBIBEEIX, =%t~ F BS K FES0mg > U ¥
1.0mL TMA] #58ET 51.8% (96/187 ffil) T -7,

BERAFWEA & L THUIESHiR (=a—F P A F Ak EEGTe) K OHEKRYESD B 1R
JRYSE, FEitE, EELRT VAKX UG, EERMEREE, DidERE, MEMMZ%, T dsDNA #T
ROGNEACZ L D L — 7 ZKRIEGRE, IFHEREIRE S, MR B SERlf#E (Toxic Epidermal
Necrolysis : TEN) . FJEkEEAGEGERE (Stevens-Johnson JEMGERE) . SZIALEE, bl BRI
ik (ANCA) HHEMESR., AMEREE, 27 o —ViEEN., DAERHLDLbNDZ Enb
%, (VI 8. BIfEM) DHEZH)
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MA] 1E, Fr v 724 LTI LA IO 2 27 v P THCERATE 5, (1IV. 1. (2) #45H)
DB DMK DIEZR)

3. VU VUK OANVEBIO=— KL —v R (FER#F v v ) TR T X b~ —2 M
LTWn%, (MV.10. @) F&HROME] OHEZM)

4. BEEFRAICELTAMT RERHN
WEERICEAT 28M, RBEERHEET A R T A % GRS
RMP

BMDOY 27 F/AMEiEE) & U TR S LTV D &R
Sl HHERE ST A KT A >

1R oo & T w@

(2024 47 A 8 HEAL)

5. REBEFHRURE - BALOHPREIR
(1) EBFEH
2018 4F 1 H 19 H SUERR T2 AGREUEGIF O KGRI DD TlE, i A RS M OVRy e Rl i 2
DERIC LD, 2023412 H 22 HIZMEERE 7257,
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I. &/FICEI SHEE

1.

x5t 4

(1) 4

)

@)

(M
(2)

®)

XXt 7 h BS K FiEH 10mg TMA|

T X2k 7 ~ BS K FiEH 25mg TMA

T X7 N BS KT 25mg vV Y 0.5mL TMA|
X3t BS K FE50mg vV Y 1.0mL [MA]
T X xR~ BS KR 25mg X2 0.5mL [MA]

T 37 N BS KR 50mg <2 1.0mL [MA]

*4
Etanercept BS for Subcutaneous Injection 10mg MA
Etanercept BS for Subcutaneous Injection 25mg MA
Etanercept BS Subcutaneous Injection 25mg Syringe 0.5mL MA
Etanercept BS Subcutaneous Injection 50mg Syringe 1.0mL MA
Etanercept BS Subcutaneous Injection 25mg Pen 0.5mL MA
Etanercept BS Subcutaneous Injection 50mg Pen 1.0mL MA

X 0P
[NA A% foe b (2 FR D — 4 FR B ONRFEA OB ZDOWT | | JEAE B R RS B
AR EARARF 02146 15 (CEK 2542 A 14 B IS Z2 M4

— g4
me (w%%)
TEZFNET N (Bl R) (=232t MR

iy

=

1] (JAN)

4 (®4H
Etanercept (Genetical Recombination) [Etanercept Biosimilar 1] (JAN)

AT L (stem)
INF L& 7% — : —nercept

. EEXRIERER

TN T N [T MERE 1] X, BETHBXREHEY N7 BEThY, 1~235 FHIZE
S AE I 7 T A2 AR DM B A A >, £72 236~467 FHHIZE b Ig6l D Fe RAA inbiesd,
THINVET b [mX T MMEFE L] X, T X A =— AL A X PRI L EA S D, =X
I T N[22 37 MR 1] X, 46T HOT 2 ) BRIREN S5 T 2=y k2l DR SN
LRER R (& £9150,000) TH D,

. AFRARUSFE

Sy 18 @ £ 150, 000
W7 B 934 18



. ZAFMCBE S HHE

. e RE (k) RITFE

1-235-Tumor necrosis factor receptor (human) fusion protein with 236-467-immunoglobulin
Gl (human vy l-chain Fc fragment), dimer (INN)

. ER4. 4., BS.
5% 5 : LBEC0101

585



. ARSI HEE

1. MEEFHEE
(1) 48 - K

BA~REAOBH IO TNNCAB LK TH S,

@ HERiE
R L

(3) BiEHE
R L

@) MR (SR . BR. BER
Y L0

(5) MEEMMETEN
MR L

6) HEHH
AR L

(7) ZOhd X7 RHEME
pH:6.0~6.6

2. AMASOEREHTICETLREN

i el 2l RV FRAEIIN] R OB
R —170°C o g s my | 60 A HiFE A
- —aoc | MR R T R
5C 6 5] R
WA : PEIR, BB, pH. o7 ARG R, BT =7 7 A L. SUERER,

TR MRV BEMRE., EWETE, ERE

3. AMRSOERBHRBRE, TEE
AR S OREBRBRE

RTZVGEET NV O L—RY T 7 U7 I R VESKENE (SDS-PAGE)

SR R Rk BN A

NTF Ry Tk

BRSO ERE

SEAN TR Y B EVE (B2 280nm J2 TY 340nm)




V. ®%I|ICR§d HIEH

1. Hifg
(1) HiFRDORXH
T X 3Nt b BS K FTEA 10mg TMAJ « 25mg [MA]
XAl FRRRARE U C N 2 SRS v 5 71

T X %)t b BS & FTE 25mg U > 0.5mL IMAJ « 50mg >V >3 1. OmL [MAJ
XAl Adnlk, TPORTEROHEHAERLAEMTE ) o DICEHALILa e
F—ra UG (Fy MR THD,
T2 )LE 7k BS B TFVE 25mg 2 0. 5mL MAJ + 50mg 2> 1. OmL [MA]
XAl Rdnlk, PORTEHOEHAERLAZEALZHAE Y oz R
EAGEEEE L avrex—ya Uil (v MG TH oD,

(2) HWADIMIBRUHER

IXx)t7F BSKETE
I&xI)It7+ BSETE
A
RFe %
10 mg 25 mg . .
25mg> Y > 0.5mL TMA] 50mg> Y > 1.0mL TMA]
[MA | [MA |
paN)
BEFHEHGE Y Y EEEHHAE Y Y

HEO# (RiEEREAD) .
(I NA 7% BRESAK
MR | 1 mL TARERIE, EE~% BE~FHBOR BE~HBOR
HEOERAXIIHTNICAE
L7 TH B, )

I Xzt 7 b BSETE
~> 0.5mL [MA] ~> 1.0mL [MA]

N At iEs Vs VR EAE (5 | BERHINES U DREAE OF
— RV s a—) ERBFITF | — AV Vs & =) EEMIITE
v b Ran v b &

(VN mE~EEDR e~ BB DR




V. BHICRE9 5 5A

@) #®A—F
A% L0

(4) HEIOWE
TR N OV fRI D pH, 1235 E b
T X )7 R BS A 10mg TMA |
AR pH ¢ 6. 6~7.2 [10mg/mL H RS K]
BEE K1 (RERRIERICR 5 ) [10mg/mL B RS K]
T X )7 BS 2N 25mg TMA
AFREED pH 1 6.5~7.1 [26mg/mL H /&5 H K]
BB K1 (RERRIERICR 5 ) [25mg/mL H RS K]
T X287 b BS K R 26mg &Y 2 0.5mL TMA] /R FiE 50mg >V > 1. 0mL MAJ
T K )L BS FVE 25mg 2> 0. 5ml. TMA] /%2 F7E 50mg <22 1. 0mL [MA]
pH :6.0~6.6
BIELE - K1 (EERRICx3 5 )

(6) Enfth
TESIAN D25 T DRk 22 AR O A HE K UM
T X 37 BS BN 10mg TMAL /B¢ FiEH 25mg TMAJ
ERICIDEBIMTONA TN D,

X237 b BS K FIE 26mg &) 2 0.5mL TMA] /R i3 50mg >V > 1. O0mL MA]
T H LB BS R E 25mg 2> 0. 5ml. TMA] /2 T7E 50mg 2> 1. 0mL MA]
LR

2. HEIDOHER
(1) B CEHERS) OSERUHEMHA
EEEoil %
T X3t b BS FFTEM 10mg TMA)
LA T 2237 b B z) [mX 3t M&fi 1] %2 1omg 569 5,
T X )7 BS 2T EEH 25mg TMA |
LA T 27 N GBE L) (=X 3t 7 NME 1] % 25mg BT 5,
=X )t b BS B 25mg U > 0.5mL [MA|
13U 0.5mL . =& 37 b (B HEfz) (=& 387 Mk 1] & 25mg AT
Do
T X 37 b BS R 50mg Y > 1. 0ml [MA]
12V L0nl H: =X 7 b (B fz) [mX 327 Mk 1] & 50mg 45
Do
T X 37 b BS FEFTE 25mg X2 0. 5mL [MA]
1% h0.5ml H1: =&t 7 b (BaHiz) (=287 Méki 1] % 25mg 835,
T X 37 b BS 2T 50mg <> 1. OmL [MA]
1%y b Lol H: =3t b BEHz) (=¥t M 1] % 50mg &8T5,

2

AHNL, FrA =—ANL2AZ—=JEMdZ VTG s s,

7



V. ®WANZBEI HIHH

)

@)

A

IAR)LET+BSET:EA 10mg TMA]
LA T

K8 b 50mg
WAk F NI 2 3. 66mg
MK R —IKFE TR A 0. 89mg
Ve RKFETFRNIT L 0. 58mg
L-AFH = 1. 87mg
IKERAET R 2 i

IRt T+ BS ET:EA 25mg TMA]
1L NA T

FE 8L b 50mg
X (A RNV N 3. 66mg
MK P —IKFET NI A 0. 89mg
Ve ZKFEFRNIT L 0. 58mg
L-AFF =1 1. 87mg
KER{LF R A 1

IZFINETFBSRTE2mg ) oo 0
1>V 20 6mL H e

iR (ALY SN 3. 65mg
L-AF A= 1. 87mg
K —KFTF NI 2 0. 19mg
VoW —KFEF NI A 0. 57mg

IZRINETFBSRTFEME > oo
13U 1. 0nL H e

X (AR NLY N 7.31mg
L-AFFH =1 3. 73mg
MK P — 7k FE TR L 0. 38mg
Vg —KFEF NI A 1. l4mg

IA It Tk BS RT:E 25mg R 0. 5mL
1% 0.5 ml H

X (AR NV N 3. 65mg
L-AFF = 1. 87mg
K P — 7k FE TR L 0. 19mg
Ve KFTFTNT L 0.57mg

I4& %)t T+BSET:E50mg X 1.0mL
1% 1.0 mLH:

WAL TR A 7.31mg
L-AFF = 3. 73mg
KU EE—KFETF R A 0. 38mg
VB T IKFEF R L 1. 14mg

EREEORE

Y ERa L

2E

BRI

.5mL TMA}

.OmL TMA]

TMA1

TMAl



V. BHICRE9 5 5A

. BNBRBEOHRRUEE
A% L0

L
A% LR

. BAT HAEEEDHHKHED
HREHRAHMY - =2 27 b (@faFlfz) (23087 Mkt 1] OUWAR L OEEER
TREHRAHY -

TREHEARHY Hi 3k
CHO #H R B S Al F v A =— KNI AKX — IR
s A A BRI TRIIBITIAZTeTA VAT 74 =T 4 —H T A
. RAOEBEUTICBT32REH?

(1) REIMREFHER
IRt T +BS KT 10mg TMA]

BRERME | RfoplE | (Ao R BiE
: G | R
¢ L wzasgra | OES

HIETEE - MR, MERRRER, IRBIE, pH, MEAERABR. K43,

TR MR, BRI R

IR RIS . MR EWTEYE. ERIR

IARILET+BSKRT:EHA 25mg TMA]

PRAT SR PRAFIERE PRATHR R SR ORES
o = EE o HIFEN
5C HT AN T 60 & H

HIEHE « VIR, meRalER, RBE, pH, MEERER, Ko,
RS RIS . MR EWTENE. ERIR

IRVt T LBS RTE25mg 21) 2 0.5mL TMAJ

T Ko, ®EE—ME R

TR I TRl I SRR R O
- BEAD] - B
5T 7o A | 00 A

HIEHE MR, fERSRER, B E L, pH, MIEERRBR, =2 N b oo BRIV R, RNEVESRY,

RIRMERRL 1, B8, AEMTENE, ERIE

IR ET LBS ETF:ES0mg &) 1.0mL TMA]

TR I Tl SRR R O
] HEE] - B
5C 55 A | 00 B

AETE - PRIK, fEadelBR, &L, pH, MIEERBR, =2 N b SRIEE, RETERY.

RIRMERRRL -, #Ew, AEMTENE, TR




V. AN 5HE

ITARILETBS KRT:E 25mg X 0.5mL TMA]

RAGAN | RAOPE TR AF I R RO
O ] | A
TR e i

RIEIEE Mk, WERiRBR, BB L., pH, MERER, = K hF o, BRRAEE, NathEY .
ARVEHERSRL -, MR, Wi, B8
W23t~ BS BRI 25mg 22 0.5mL MA] (Z=# %Lt~k BS ¢ ik 26mg > U >3
0.5mL TMAJ [ZVEARS (A—hA v =r X —) ZffTT 2%y VIS TH D720, ZEMIE
=Xt R BS 2R 25mg U > 0.5ml MA] % VTR L7,

TAR)+ET b+ BS ETFiE50mg X2 1.0mL TNMAJ

REEE | RAPE R R RO
: B | A
C | o g | 0HS

AR PR, RSB, B EL, pH, MIEERBR, =2 N b BRIVAE R, RNATESRY,

TR, BEE, AEMTENE, EEIE

XK HZ ' 7 BS T 50mg 2> 1.0mL [MA] (Z=# /L&~ BS g FiE 50mg >V >
1.0mL TMA) IZHEASS (A— b A vV X—) ATy NI TH D720, ZEMIX

T A X7k BS O RE50mg U > 1. 0omL TMA) Z FHVCEE L 7=,

(2) MOEEAER

ITARILET+BSKRT:EA 10mg TMA]

B A RE BE SRS O BN
. HEBH . HUR
25°C/60%RH H T ASA T 12 &5 H

HIEHR - VIR, MeRdaliR, RBFEL, pH, MEERRBR, K5y, NEMERY), RNRVERRT

AWIEYE, ERIA

IARILET+BS KRT:EHA 25mg TMA]

B BEE BET AR RO B
. HEBH . HUR
25°C/60%RH HS 2L T 12 &5 H

HIEHER - VIR, MedaliR, RBE, pH, MEERRBR, K5y, NEMERY), RNRVERRLT
AEWTETE, ERIA

IR +ET +BS ETFE25mg &) 0.5mL TMA]

REEIE | GEPE | REWN R RO Bl
WIEREIIT 3 ) % CHRLAs ORI T -
o a0 HEEY - 72,
ORI o xmpesrs | 2B |6 maomsc, simsic s a0
AU 2 i LT,

HIEHE MR, fERaBR, B E L, pH, MEERRBR, =2 N b BREUA R, RNEVESRY,
RIRMERRRL -, HE, AEMTENE, ERIE
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V. BHICRE9 5 5A

IZRIILETEBSET:ELH0mg ) > 1.0mL TMA]

e T E T KRR DT
W L3 BA 2 CRBEORANTH S
o /a0 EEEY] e 70
25C/OORRHE | s st | 2EA |6 maomsT, MERBRIC B TR
B & I LT

HETHE - PRIK, fERelBR, B, pH, MIEERBR, =2 N b BRIE R, RATESRY,
RIRVERRI . BETE, AEMTENE, EEIE

(3) =rEgstER

IH It T ~BS RTER 10mg TMA)

RAFSRATE RAFIERE PRAFHE AR v SR OB
oo HEED] P BN
A0C/THRI | 2t A
25°C N 200W + hr/m?
N ;—e—:i\ E
EXIVIESr ﬁ;ﬁ;ffé’ﬂ?u/ q0) R E OEMAGED v, ¥
% FR & 120 J5 1x  hr

AEER - MR, RoEEre, pH, MEERUER, Koy, NEEVERY), RETERRLT-. BV,
EEE

LT LA gz L RS DL EOREMTH o 1.

ITARILET+BSKRT:EMA 25mg TMA]

PRATSRA PRAFTERE PRATHA R TR B O
o . % - JHEEN

40°C /T5%RH S At T 2% A
25°C. . 200W + hr/m?

YA i ﬁi{ﬁ;fjﬁﬂ?n/ 30 MW E OEMDRO Hivlz, X
% RS 120 75 1x * hr

AIEERA - MR, RoEZEL, pH, MEERUER, Koy, RNEEVERY), NETERRLT-. ZEWiETE,
ERIA

M L7 LA ED) etk b RS O RETH -7,

IRVt T LBS RTE25mg 21) 2 0.5mL TMAJ

RAFSRAE RAFIEHE TRAF M ARG S OAERS
FEE] \ SRR BTl i E— 7 B RO O
° % L e 8 i .
AOC/THRE | g 5 % et I BB BT,
RN
EEDER MR RBRIC NI Tk ©— 2 & B ORISR
o H T ABLE & 2
25°C. (Ea1%E) 200W * hr/m Y AW
SN/ TN o— B U
% RS R 120 J5 1x * hr
& BT AP RN
(L)

AETHE VIR, RBER, pH, MEERBR, RIATERY), RAMERKI 1. EWiEtE, ERik

11




V. AN 5HE

IZRIILETEBSET:ELH0mg ) > 1.0mL TMA]

PRAFSRAE RAFIERE PRATHIH] Ak SR OB
o B \ SERBRICB T AR TIRE — 7 & RIONH D
WC/THRE | o e SEH | mmasiw i,
HEE ] - -
iol i B BRI 550 C 23 R E— 2 & ORI
25C, (GEAE) ' 200 + hr/m* | BT,
AL/ AL == KO
a EEE 120 J5 1x - hr
i 75 AR LKA
(R L)

HIEHE - MR, RABEL, pH, MEERRBR, RIATERY ., NSRRI, EWistE, ERik

T T LA ED L[S MRS 3513 2 N K OV 22 (B EL R ER 12 35\ T L A K0
WP DI o T LR D) RS TH Y | AFNCERE SN -RBRT IR HE D & F2h L 7= #i sk
2B DA OB SV CHANZFREETH 5 = & AR EnT-,

¥1) =T LAR ENTERINW - & 3Lt N GBI ML) 5%

. RARZERUBHREOREY

RPN

IRt T BS KRT:EA 10mg TMA] /B T;EH 25mg TMA)

D HREHAK L 2o 0 EXLTARNICEAT D, NEMEZEN TRE/RWE S ITEREL, ¥5
RNV EEL EOICHEILNDERTHZ L MULSIRE S LW Z &, KNSR T 5 %
T, oy s 10 RRE ORI A BT 5,

2) WIRIL IR T 5 2 & (B, BB E 2 TIRTET 25 A1E, 2~8CTRIE L., 6 KEfH
DINIZER T2 Z &, R LI-ESIRIL, #5489 15~30 RNCERIZE L T 2 &),

BREORTEN
IARILET+BSKRT:EA 10mg TMA]
H RS K 1 ml (CEfiiss D22 ek

AP 2R tE AT HE A7 I KBRS S ORI
- BEE "
°¢ W ASAT s | el
o EEBT .
25°C. 60%RH 55 2T 24 BFRH Bl L
. j"‘uji?jﬂ? s SR ORI, AWIETED IR
95°C. jqﬁ%)’ 200W - hr/m* | TR0 T,
S5}/ AR % TR FE AT KON 120 J5 1x -
4 EEEY] b
HT ANA T I r ZEk7e L
GEEE)

HEEH - MR, MERRaBR, =&ML, pH, MEZRRBR, RNIEEMERY, NIRRT, LGt ERIE

12




10.
M

()

Q)

(4)

IA Rt ~BS KRT:EA 25mg TMA]
H S ES K 1 mL (SRS D22 ENE

V. SANCEE4 5 HHE

PRAFSRAT RAFIZHE PrA7 1 H] ARG R ORI
9 #EEY o
5C H S AN T 48 FRFFH] A7 L
q 0 #EEY _—
25°C. 60%RH H5 AL T L 24 RffH Eik7e L
B E %A HixE O, EiErEDK
95°C. H T AL T )V 200W + hr/m TaRRD LN, T2, HED
RN/ IR & IR (H)%‘)IE) RUN120 5 1x | ERRZRRDTZ,
A Bl L
(EE)

WIEEHE « MR, fERRBR, IR, pH, MEERRER, RIETERM, RIETERRL 7. AEMTEME, Eaik

M ER e L

. RHi

AR

A E%

. feHlE DEEESEE (MEEFHER)

RN DELGERS - B, NESRKRLRSR - SRICET HER

M LA

(2E:3

T X7 BS R 10mg TMA)
T X 37 b BS B FEH 25mg TMA]
T X 37 b BS B FYE 25mg U 0. 5mL TMA)
T X 3BT b BS B FHESOmg U Y 1. 0mL TMAJ

TH RN BS FEFE 25mg X2 0. 5mL [MA]
T X RN N BS FEFE 50mg X2 1. 0mL [MA]

FHRBEE
EARSANA

BROME

ATV
ATV
NV IV
N

N
/N
:0.5mL X4 A& (296G [EEEHEHT &)
s 1.0mLX 2 A (296 [EEEE#H )

¥y b 0.6mL X 1A (296G [ EEHREHT %)
¥y b LomLX 1A (296G [ EEREHT %)

IR T~BS ET:ER 10mg TMA] /R T:XA 25mg TMA]

NA TV

=

BT A
A 2 V= VN

13




V. ®WANZBEI HIHH

11.

12.

IARILET BS RT:FE25mg 2 1) > 0.5mL TMA) /R TF:FE 50mg & 1) > 1.0mL TMA]

YUV T A, ) ay
29 77— UEHE AT UL ARF—L, Y ayv
=— FMLry—n F (EHEF Yy v ) BT X v —
Vo Ry—L K N R = il P
TV —A N y— (L) D BAL T T A
AV AVE S =B N AR RF L
Ny J AN TTHTH— N A=l
IARILET +BS ET:E 25mg R 0.5mL TMA] /B TiE 50mg R 1.0mL TMAJ
YR R T A, ) ar
29 77— UEHE AT UL ARF =L, Y ayv
=— RN y— R (FEHRExYy v ) BRI X v —
VYy Ry— R AR Fuvrr
TV — A Fy— (ALR) D BAL T F v A
EIHSG - U7 F U HEAS T Va=hY)b e TR s AF LY AT U LA,

AU H—RFp— b, RY AT AF L

ARSI h S5 EME
IR )T ~BSET:EMA 10mg TMA] /KT 25mg TMA]
BEFERAR v 7 A
IARILETRBSET:E25mg ) > 0.5mL TMAY /R TF:E50mg 1) > 1.0mL TMA]
HRAHB R, BEFEAR v 7 X
IARILETFBS KRT:E 25mg X 0.5mL TMA] /R TF3E 50mg R 1. 0mL TMAJ
PEFEAS, FEFEHIAR > 7 A

T Dt
M LA

14



V. REICET 5IEH

1. BREXIEHER

IARIILET +BS RTEM 10mg TMA) /R TFIEF 25mg TMAJ
4. MEERIFIE
BFARTHRT TS LTRRE
ORf&En ) v~ 7 (BEDBEMNBREDOMLEZST)
O%BEICERMEA Y HEFMHFFHIERE X

IARIETFBS RTE25mg )2 0.5mL TMAY] /R TFiES50mg &) > 1.0mL TMA]
IARIETFBS BTE25mg R 0.5mL TMA] /R T:3E 50mg R 1.0mL TMA]

4. FHREXIEIZHE

BETFIR CRORA 0 72B88 ) v~F (BFio#ERBEDNIEE &)

2. PEXTHRICEETHIE
IR T BS RT:EM 10mg TMAI /B2 TF:EFA 25mg TNAJ

5. MRERIFRICEET HFE

(B8R ) V< F)

5.1 WEDIHRIZE N T, AT uAREFRIER KOOI T~ F HEICL LB U216 2
1ToTh, KRITE R T 2RO IR DPED LA IR 57028,
(ZREEBICERMZA I 2EFHHREREE R

5.2 AbbLH—hOd B VARG T LT DI RIEEAT > TORIRA T3 DDA
AIRDSE . ARANE SO G2 H 528,

EHRFEMER MR EI R SOV T, EFERITS 247200l OV 3Ll T
RN BHIERNLEL SRR TIER THLG B DA KRG DH2L,

(fifEa)
TR 2 k52 & UT-ygsh e 1 AR (LG-ECCL003 3BR) . B ) v~ F B x4 & Lz EE LRSI
FHFAER (LG-ECCLO02 3BR) LV AAlE =2 T L VOEMEDREENRENT-Z LD, =T LV
CHEDbET T MU EBOTEEFHELE LTRIE LT,

IARIILETFBS HTX2mg o> 0.5mL TMAY] /R T3E 50mg 1) > 1.0mL TMA]

IRt T+BS ETE 25mg R 0.5mL TMAL /B T3E 50mg R 1. 0mL TMAJ

5. MEEXRIIHEICEAET BT E

5.1 WEDIHFIZIBWNT, FERAT B A FEGIRIEAI K OMLoFt Y 7~ FHE T L D) 72165
ZIT-oTH, WERICERTL2HLNRIERDEZELILGAEICKEGTDH L,

(fig#)

fERERR N %5 & U2 ash e 1 AR (LG-ECCL003 3BR) . PIEN U v~ FHE x5 & L EELEF I

FHFRER (LG-ECCL002 #BR) LV | ARAIL = T LIV OFEMEDRIE.EN RENT-Z LD, Z T Lv
WChEbE¥z X xtv7 MUARNCHEOEEFHEE L TRE LT,

15



V. BRICEY o HA

3. HERUAE

(1) BERUHAEDMRS
IA Rt T +BSKRT:EA 10mg TMA] /R T;EH 25mg TMA]

6. RiERUVAE

(B Y v~

KA H ARSI EST K InL CHEME L., 8
7 MR 1] & LT 10~25mg & 1 H 1 [a],
HHT 5,

(% BAEINIEEIE 247 9~ 2 EAEPE R R B 20

AHN A AARSES S K Il CEE L, s, MR 2 27 N (Bfniiz) (=230
7 M 1] & LTO0.2~0.4mg/kg & 1 H 1[AL, i 2B, B FERT L, CNED 1 [EHRG-EITK
ANOREREF & (1 [0] 25mg) % BfRETHZ L)

W.ORAIZ= X 22T N Bl z) (=4 %L
W 2[R, XX 256~560mg 2 1 H 1[8], @iz 1R, EZT

IAR)IETFBS ETE2mg >y 0.5mL TMAY] /R TX50mg &> 1.0mL TMAY
IARIJILET~BS HTFE 25mg R 0.5mL TMA] /R T3E 50mg R 1.0mL TMA]
6. FRERUVAEE
AHF %, W, RAIZ=Z vt 7 b (Barffiz) (X307 MMk 1] L LT10
~26mg 2 1 B 1\, Wi 2E, XiL25~50mg Z 1 B 1\, #ic 1A, ZTFESTS,

(2) AERUVARDORTERE - B0
fREER N 2t 52 & U= Mo T FHERBR  (LG-ECCLO03 3BR) . PV w~FBE 28 & L= Esd:
R IARRER (LG-ECCL002 #kBR) LV, AFlL o7 L LOEYEREDRSEMEN RS N2 En
b, TVT LAY TRE LT,

4. RERUVARICEET IR

(=R k@)

1. RERVHAZICEET HEE

7.1 KAZEIZ 2 b3 585613, &KEGHFEZ 3~4 HRERE T2 &,

7.2 KRN ETANZET b (BIoFHZ) OFMIITORWI L, WS TER LT TR %
KR & LTZERIRRRBRIZ W T AR S Teht INF AL 7 "2 v 7+ (Bin iR z) Off
ML= T BE TIEIOFRIC L 220 R OMRITTR SN TE 67, RYYE K OVEE 72 R YYE
DIEBLRPAAN 2 E Tl INF BAID I L DR EZ T T2 BE TORBIR L L TED -
Too Eloy AL AO AP DOEIC DU TR AR O MRS LT 720 O TR
ZWET D Z &,

(fiFat)

fERER N 2652 & L7z HEsh s T AHRER (LG-ECCL003 3BR) . BAf Y v~ FHRE A x5 & L-EHE LRSI

FEERBR (LG-ECCL002 #REBR) LV, AFlL = T LILOEYBED RSN RENTZZENS, =0T L

MZEHEbEZZ 77 MUANCIEBEOFREEFHE LCHRE LT,
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V. {BRICEd o HHE

5. ERERRE
(1) BET—E2NNyr—
(A
#V-1 ERRBR—E
RERE T e
PIES AFlo | HEy B
Phase (FH6[E) = N C | A | Zeat s
R Be G FEHE | #he
AH| L Enbrel® *D o 3#p@EhRED
LG-ECCL003 - HA [m] ] 4 1 & MR L 22 A2 & PO
I (i) @%jfﬁ e | 0 | = | O |avamm
FEAE B BTG T U E 2l HER, S,
THl 7 g A G —RN—
AFND 25mg 34 T VR L AKE| D
26mg U v VU HRLAIR] K OVARA| D
LBE(ﬁ)Sllom BB 4 L[] 25mg & 10mg DA 7 VRO
I (B A) ‘ o mﬁ 0.2mg/kg | O — O | W A T L, et b
S LR BT#Y R 5 kbR
: T UMb, FEER., EIETIE,
THAY T R R—
e AR bMUXH—MEFHTIZEBT
LG-ECCL002 %m;;V% b | BHAHKID Enbrel® D 123424
- (AARW 3%% 50mg o o o IPED RSN EZBFEL, Z2attd
[ CH AT ] BT#Y R 5 R
FEAMG & B 189 f51) ’ 52 i T v E MMk, SltigkItE, —H=E
B, WATRER), FET IR b
AFK| & Enbrel® *V i@t d
LG-ECCL001 - L[] [l % & MR L 22 B 2 LLER
I (i) @’?ﬁggﬁ e | 0 | - | O |avanm
SEG R BTG T H MMl EHEM, EIRTHE,
M a A A4 —R—

%1) Enbrel®: si[E CTHARINI-= X 3t 7~ (BicHfEz) A

17



V. BRICEY o HA

(2) ERPRERIESER
(AFA)
RDANERAER © HRIRCT Fe iR

1) oM TARRER CRGRIFREME EL, LG-ECCLO03 7kER) ¥

#£ V-2 LG-ECCL003 3Bk D F

BT A | Tk, HER, EEME, W7 o x4 —3—
H 1y feEER N Bl = Z %t 7k BS B2 FTE 26mg U >0 0.5mL VA (R
1) X% Enbrel® Y Fz Ry 25mg U 2 0.5ml (Enbrel®) ZHAE|EZ T
Fe b U, mSAIE o KB IE O [R50 2 BGE L2 2V & lliET L7,
x5 fERERL N B (SEEN)
TR E | - 20 LA L A5 LA R O
- (REED 50kg LA BT, ESFEE (BMI) 23 18.0 LAk 30. Okg/m* LA N D
A
Tekeah e | - IEEMEREE S A WIRIBTEERZICRE L TV D, EEOBEERRSH 5,
ﬁ#%a@&ﬁ%éwiﬁ%@@@@émm%ﬁﬁé%
JRBRIRBEERTO 1y A UINIC, BUIES: O B R RYED 72012, ABt
IHAEWE I L DIRRE VLB L LoE
- BECZZ LS N ERESESNEHE
- HBs PUFMRAL, HCV HUIRIRA. HIV PUARE K O MR A 1BV T, W
TN OTHLEMETH T EE
ik [(F G, 58RO E HE]
fEFERR N & A BEXUTI B BEICRE T ST o A LB 0T, FE 181 A A K
V281 HE (1 51#%5-36 B H) ISAHIZ Enbrel® ¥ 2 H[E i F
w5 L7,
#E 51 5% 2 1)
A Enbrel® * AH|
B ARH Enbrel® *
R E S CE B REARAT kG AE [ ]
(M G4 43 5l (&K : 43 . Enbrel® *D . 43 fi])
) (& MR X B AR ]
46 151 (AN @ 44 5, Enbrel® *Y : 46 fi))
REAmE H < SEPyEhhE >
MiFH =& xt7 MNREE K SEYEIE T A —F
A >
- HEFESL - LEX A HZ YA
- —REERRE (MR, MEAE(LFEORE, JRRE)
- SERME (Blm & xvt 7 ML)
A
AT E <ZAVE>
55 L I OTRBRIERR 5140 ORI TR KBS T £ TICRB LA HFFE L
OFIER (R L ORRBEBAEE CTE RWAEEHRS) ORI O
B 2 AT LB L,
HERELOHEEF T MedDRA Ver. 15. 0 DIEARZEEZ AW TITo 72, AEFHLL
DR (BB D HAZE) 13 MedDRA/J Ver. 19. 0 & 7=,

¥%1) Enbrel®: @ETEAREINT-TZ 27+ (BinHffiz) 5575

18




V. {BRICEd o HHE

[ 3]

<ZEept >

BIVEFRE BRI, ARG T 22. 7% (10/44 ) K OV Enbrel® Y £ 55T 19. 6% (9/46 fi)
ThHoTo, WT I DORAFE 5 2 (R E TR S = BITERIL. AFI#RGREClE EX0E K
Yu 4 . BEJE. DIEENREENE. SRR OERRZA 2 TH Y . Enbrel® D B H T3 E KA
e 3 h, B ASAEIE R QAR 2 1 CTh o T2,

BRSO 5 R ICE - - A EEGIIH 1 I Enbrel® ) 235 X7 1 IS Hiv, #
5.4% 32 B BT HAAEE AL Tdh - 72, Enbrel® *D &b O KB BIR IR L & ¥ ST,
FELHI R O OO EE R A HFEFRITRO LR o7,

P 2 3 7 SRR, AHIEE 5412 6.8% (3/44 ), Enbrel® Y $rH1%|2 15.2% (7/46
) TIRDONT-D., KK EHRICH = Z 2t 7 SR L 72 > - 9885k E & . Enbrel®
*D BB #i&?»tf&#%ﬁ%ék&ot%%%’%wf\ﬁi?*wﬁfkﬁ¢®
HENRE X T A — X ~DEEITRD SN2 Do T2, £ YL O RIWER O3 EIZ DWW T,
Pl X 2t 7 SR EM Th DS & i U CTRE T R EWVIIERD bR o 7=,
LIEX Y, ARz @R N B G L84, Enbrel® *) L [ERREO AR L Lt 7o
T 7 AINERT ZENREROT BT,

¥1) Enbrel® : #E CTAR SN F 3t T b (HicTHIRZ) BFHI

2) EWNAEY R SEERER RGBS R, LBECO10123N81 #ER) *
#V-3 LBECO10123N81 R O Hf3

BT A | T, EEMR, EESE, I e A4 —3—

B it RE Rl N B & R G AR K 2 R N5 L, LN Of A E R 04

WIERIIE M E 2 RGE L, et FEERGET L7,

FRAE 1

« = X2 %)L 7 b BS RV 26mg TMA] (A 25mg 7S 7 /L ELAI)

« LX)t b BS B TFE 25mg 2V > 0.5mL [MA] (RHA 25mg > U
> VHIA)

FRALE 2

« =27 b BS RVEM 26mg TMA] (AR 25mg 73 A 7 /L HLAI)

« =2 )L 7 b BS KFVEMA 10mg TMA] (ARHI 10mg 73 A 7 /L ELAI)

PSES fERER A BYE (AAN)

F R ILYE < 20 Ll E 40 UL T
- (RESFEEL (BMI) 73 18. 5kg/m? LA _E 25. Okg/m? Ay D

Yiray

A

F e BRANEYE cUTOMEREETLH
P S 2 5 To RS 70 JRYE . F RN SLRYSIE | 18 M U R ME DI
e, [ MERG 2

- FEEMERE U EMERE R IR L TV D

- HBs HUUR AT, HBs LIRS, HBc HUiffads, HOV HUiffds, HIV Hui

PURREICB N T, WTFhn 1 O THEBEORERE R LE

- BLBER B OB I F R H T D4

X E T MERIBO B B E

A

=
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V.

1BRRICBE T 5 HA

Jiik

[(FeH8E, BN OG5 H1E]

FRFE 1

EFEREN A A BESUT B BRICIAE T D7 o A AZHI 0T 11 A
BEOFE 281 BE GBE1##5 29 HB) IZAH 25mg /N1 7 /LHELA|
0.2 mg/kg ILAHA| 25mg >V o VHLA 0. 2mg/kg & H[EIZ Fi5- L
77

isa %1 2 1
A AH 26mg /A TOLVRIA] | ARA| 25mg U U EIA
B ARH 25mg >V > VHBIA] | KK 25mg N4 T VLA

FRALE 2
fERERR N 2 CREXUE D BRI T DT o X AZE 0T, 181 H
HEOE 281 HE (8 1 #H%5 29 HH) ITAHA] 25mg /31 7 VLA
0. 2mg/kg XITAHK 10 mg /A 7 /LBIA 0. 2mg/kg % Hilalfz THRH- L
7=,

B 551 1 %2 1
C KAl 25mg /XA T )L HLA AH 10mg /A 7 L HLA|
D KA 10mg /XA 7 L HIA AH 25mg /NA T L HELA|

PRI
(AT 54
Ei)

(A=A 0 [ M T o G AR
FRFE 1 : 55 1 (AR - 28 5, B : 27 f31])
FREE 2 - 52 5 (CHE : 25 5], D RE : 27 f4)
(2 R MEFRHT X G2

FRFE 1 : 56 1 (A RE : 28 45, B RE : 28 f31))
FREE 2 : 56 1 (CHE : 28 5, D ¥ : 28 fi])

BRNEEYE!

<JEKWyEhfe>

MiFH =& x 7 MREE K OSEYEIE T A —F

<BARPE>

- FERS - LEK M Z YA

- RERIRRR A (MR PR, MR LA, JRRA)

SE R [(Flm & 2t 7 N HUR (GEOSE . PRS2 RIE L72) ]

Yiring

2

< ZEeE >

51 HOIRBRIEEY G- BHMA D 56 A H ORISR AR T £ TL4et
P ATV, AT L, AEFELORIER (GRBRIE & DR EERN
WETERWVAERG) ORBREZFEH L, 72, BHEREOREE
O —EZ2ER L, MRFAIME, MR LFEARE R O, Z LA
VORI R REAERH L,

[#ER]
<2 >
FRALE 1
BIVERZEHRIL, AF 25mg A 7V BEIB G 10.9% (6/55 #i) K OAH] 25mg 3 1) o il
H$% 585 10. 7% (6/56 1) T > 70, W I N ORAIR 5-HE 2 FILLE TR S =RBITER T,
AH 25mg /3A T NVEIFIRE GG ERGEEYE 2 B CThH 0 . AK) 25mg U o URIFIE G RECIET
TV T NI UARAT =T —EBHIM2BITH oI,

AFNOFHHIZE - T HEFEGILE 1 HITAA 26mg >V o VA Z G Sz 1 HICEE
S, B5% 9 HBICERO B AIVT EFHBACALEE K OVESR AL E D BT H - T, AHIE DRF
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V. {BRICEd o HHE

BAFRIZASE T 72\ &I Xz,

FELH, ZOMOBEERAFFRIIZBD LR T,

FRFLE 2

BIVERFE BT, AHKI 25mg /XA 7 /LVHIFILL 505 10. 9% (6/55 1) K OAHA] 10mg 234 7 /L HLH]
$e 5. 18.9% (10/53 fiil) T o7, WO RAIFEGH 2 FILL TR S - RIVEAIX
AH| 10mg /A 7 VEIFE B D 1 IERBEEIN 4 lo A TH - 7=,

AFN OB E R I E > A EFERIT 3 FIEED O, F 1 HITAKRH] 25mg /A 7 /L 5K 2 $%
a7 16Tl 5% 16 B BIC ERGERYEDRO S, 5§ 1 I 10mg /31 7 LVHLFI A B 5
S 1 B CidEE% 28 B BICHBRARD b, WG AR & OREBEFRIZIGE TE 7
WIS Ts, B 1 BNTAH] 26mg A T VEFIZ BB S 1 BTG 3 B BICRE
OB LN, AL ORFEERITEE ST,

BT, ZDOMOEERAFEFEZITRD N7,

KRGE 1 K ORREE 2 WIHICRBWTY, JimZ 2t 7 MR O RIFURITER O Hiv7e oo
7=,

PR R R
CAA)
AR L

(=7 L A®)
(B Y v~F)
OUEAME T HRER (S o7 — %) 7

DMARD DZhENEES L7=IEEEREET Y v~TFREZNRE L7 7 b RAR _EEHRIEEHR (6
INVERRAT G SAE I3 180 ) 12BN T., % 5-BAtA 85 A% D ACR20Y Zord (FV-4), FA&hMEL#H
S5RAELE OMICHEBEMENZRD b, =X )bt 7 b 16mg/m> FED ACR20Y [IFE L i L CHEICE

moT,
F V-4 ¥5BA4G 85 H % D ACR20%
REmEHTZD I , , ,
BEE (X2/i8) 77N 0. 25mg/m 2mg/m 16mg/m
JiE S 44 46 46 44
ACR20% 14% 33% 46% 75%

BIWEAORBERIZ =2 2Lt 7 0. 25mg/m? BE 21. 7% (10/46 ) . =2 Lt 7 b+ 2mg/m*EE 26. 1%
(12/46 f)) . =X )7 | 16mg/m*BE 72. 7% (32/44 f)) R ONT 5B REE 18.2% (8/44 f]) ThH

ST, ERBIERIZ. =Z 31t 7 bk 0.25mg/m? BECIRA 8. 7% (4/46 #), FEEALE 4. 3%
(2/46 ), =& X7 b 2mg/m* BECHG LG 13. 0% (6/46 i) . FFEMED F > 4.3% (2/46
), =& FE T R 16mg/m? BE T G-I 52. 3% (23/44 f5i]) . ZEMED E VN, FIB. F 58

SE. TEHENORELE 4.5% (55 2/44 B)) TH o7,

) A TARFOEE Y v~FIox L TRRENTW A AEEOHET 10~25mg 2 1 H 1 [E, @2 2 [E],
% 25~50mg % 1 A 1[A], Iz 1A, ZFERTHD,

21



V. BRICEY o HA

a) ACR20: ACR 27w hD o 6, ¥R M O IEIRBIEI B & HIC 20%LL EkE L., 2o » 5 I8
H o 3 IHA 2 20%0L Bk LT IEHI D EIE

22



(4) HREERIEER
1) AREREEHAER
(AAD

V. {BRICEd o HHE

[EIBRAL ) 55 IR GRGRIRFFME R, LG-ECCLO02 7RER) V

# V-5 LG-ECCL002 #XBr DA S

RERT A | BEEESE, ZhigkdiE, T oA A, ZEEMR., FEEEGHE . P TRERN Ehig
H A M BRUEH—K MX) {BETHEALREE Y v~F (RA) BE Zxf
ST MIX PR T ¢, B 1 [E i FRERRCB T 5= % %L~ - BS L FiE
50mg > U > 1. OmLIMA] (AH() @ Enbrel® *Y fz T4 50mg > U >3 1. Oml
(Enbrel®) (ZxI9 B A0MWEDRIZENME /RIEMEEZRGE L, et & i
L7,
PO RA FBFF (H AR OV [E])

TR | [FEBUSRFIC RA ORI 6 » ALLETH O | AIBIEEWIC ACR D4%H
TS X RA LR SN D EBE, £, miBIEIIC ACR OREREREE
STFEHUEIC LS X class T, I XUTINZEZYS T 55 &%

Tk | BEC=FRVET N ARG SN BE, 2 AILL RO Biological DMARDs
PG ESnN-BRE &

Jrik (B ERE, R 58RO ]

MTX JEE TRV AR5 72 RA HRE % AHI# 51 K% O Enbrel® D ¢ GREIC
T MIEY AT AKX Enbrel® *Y % 1 [A] 50mg. ¥ 1 7] F#
B 17,

[OF 2 ZH 3K ]
MTX (HARTIX 6~16mg/# K OFEE Tl 7. 5~15mg/i) % PFHMHEHK L
L. R OS%EBIZRICRE T2 HEOEE 2 FHIEE LT,
[RABR AR ]
PG T 24 0, G 1T 28 WM, REIEH 2 M

AIERE 1A 51 HERY
BEWIM__ B8 18
-28H 0H 2438 52i854:8
AEEGE
Enbre[® X1
K254 T BAHE

31) Enbrel® : s[E CTHAGRENI-= X 3Lt 7 b (GEIGFHHZ) RIK
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V. BRICEY o HA

BEE REpsilesiipaE - Sil
(FRATCHREE | PPS—24w : 329 {5l (A% 5-HE 164 (5, Enbrel® *D $H5.RE 165 {5)
) PPS-52w : 206 il (AHH# 5-8F 150 i, Enbrel® *V e HEE 146 f)

[ 22 = MEfRAT X SR AR [ ]
374 ] (ARFIF%HHE 187 5], Enbrel® ) 5.7 187 fi)

(A Re AT

372 4 CRFAHR5RE 185 {5, Enbrel®*) BEH7 187 f31)

A E H <A >

FEFHmEH

- B 5Bk 24 5.0 DAS28-ESRY DN—2 T A v b DL LR
Rl EFAMh E

- FEBRAA 12, 52 BIKEE D DAS28-ESRY D_— 2 T A Linb DL
- PEERALS 12, 24, 52 WIS ACR20” Rk 4

< SKMyEhHE >
- B EH 12, 24, B2 HERCRBIT AIMIET = X R T N EE
<72 >

CHEER YA LB ERRE
CRPERIE (=8 5 e T MUK (BPEOBE . PRIEEZRIE L) ]
i

AT F I <HEE>

FWED EBL /R R REE T PPS & U, #5441 24 W@ R K O 51 52 3
DN I TN ER L= (PPS-24w M OY PPS-52w) ,

HEgE 2RI BT 28800 RIS/ RV MO

DAS28-ESRY ZE (b8 D $¢ 5-FE R 0 75 0D 45 HE TE i K O O i) 9595 FE X [ 03
FSEVE /R MERFARIR (0.6, 0.6] I2E EN-HEIC, AKI L Enbrel®
D DENED R RS REE S 7z ST 5 = & & L7-, DAS28-
ESR™ 28 £ D £ 5-BE 0 72 O s e E i J OV DS HEIX[#IE ANCOVA € 7 /L
ZRHWTEMLZ, ANCOVA EF A0, A e LTHEERE, BEED
Biological DMARDs fEFEDH ML, HLEEL L TRX—RXT 1 VKD
DAS28-ESR” Z v 7=,

<ZAVE>

VAT R RERIL, LT OFRMFICAERT2BET 2 E50HEME L,
(1) ABIEE 1 ETHEG S BH

(2) BEHOREMEIIET T — 20 DEE

T

1) Enbrel®: BETHERIN-=Z XLt N (Biariiz) 8x

a) DAS28-ESR : FRIMERILFEHE (ESR) A FHMICE TR V) v~ FHRBEEBMEA 27 GHnRE%k 28)

b) ACR20 : ACR =27k v h®D 9 b MR BEHIE K ORIEIRBIFIZS & H 12 20%LL EeE L, 2>25% Y @ 5 THH
o3 TE H AS 20%Lh ik L - fEFI O EIE
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V. {BRICEd o HHE

CEES)!
<H 2>
(= ZEREmE A ]
¥ 51 24 #HEFD DAS28-ESRY D _X— 2 T A v DAL
BMED RN TRV E M
¥ 58 24 JEEFD DAS28-ESRY DR—2 T A b Db E (/N H5E) [ 95%(Z X
W] 1% AHKIPE 5-8£-3. 009 [-3. 1981, —2.8198] } 1N Enbrel® *V it 5. #E-2. 859 [-3. 0513, —2. 6673]
ThY, HEHEBOZO SHEEM [ 95%F /X M ] 1L, -0. 150 [-0. 3768, 0.0775] ToH 7=,
B HREM D2 O T HEE M K OV 95%EFEIX M X, W9 b RS/ R MERFAM [-0.6, 0.6]
28 . ARFIE Enbrel® ¥ O FEIMEIZ SN CEIZEME/ [FIEMEAREE S iz,

#FV-6 HhEORSEMFEME (PPS-24w)

Least Square Means with 95% CI

DAS28-ESR? Z (b &

A BEEHE (N=164) -3.009 [ -3.1981, -2.8198 |
Enbrel® *V (N=165) -2.859 [ -3.0513, -2.6673 ]
= -0.150 [ -0.3768, 0.0775 ]

ANCOVA ©F N0 L 28T, B+ UC#5RE, B L0 Biological DMARDs
EMREOAES, KL L T— 25 e DAS28-ESR # v /-,

31) Enbrel® : gf[E THARINIZ=Z xLt 7 b (B FHHZ) KK
a) DAS28-ESR : RIMERVEMEEEEE (ESR) ZePc&TefAET Y v~ FRBIREMER 27 (FHmB &%k 28)
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V. BRICEY o HA

LRI EHM A ]

54 12, 24, 52 #MFD DAS28-ESRY D_R— 2T A L nb D L E:

DAS28-ESR? D=X— R T A LB DL B O EHE = YR 7515, PPS—24w (2331 A 54 12
JE I CAKI P 5 RE-2. 5487 1. 0977 BN Enbrel® ) $EH5#E-2.5928 + 1.1722 Tho7-,
PPS-52w (2351 A 58] 52 JEMFD DAS28-ESRY Z8{k & D -l A= HE (R 72 1% . K 57—
3.1799 =+1.2236 } (8 Enbrel® *) B H.#E-3. 0666 +1.2380 Toh o7~ PPS-24w M O} PPS-52w
IZF51F D DAS28-ESRY DHERE % LL IR Lz,

# V-7 DAS28-ESR" K TN DAS28-ESRY 25 (b &

Week n Mean SD SE  Minimmm  25%  Median  75% Maximum

DAS28-ESR” Score
AE| 4 Bascline 164 60884  0.8950  0.0699 3569 54800 6.0140  6.6290 8.814
Week 12 163 3.5433 1.0915  0.0855 1107 28270 3.4050 42550 7.230
Week 24 164 31560 1.0484  0.0819 1.026 23080 3.0390  3.8620 6.302
Week 52 150  2.8860 1.0369  0.0863 0499 21770 2.6765  3.6070 5.753

Enbrel® *? # 5.3% £ Baseline 165 62686  0.8453  0.0658 4058 57330 61800 69120 8.449
Week 12 164 3.6713 11948  0.0933 0.210 29340 3.6595 44970 6.490
Week 24 165 33751 L1485  0.089%4 (0.448 24770 33140  4.1590 6.277
Week 52 146 32034 11936  0.0988 0793 24120 30425  3.6460 7.969

Change frombaseline
AT B Week 12 163 -2.5487 1.0977  0.0860 -5.947 30910 -2.5400 -1.7810 0455
Week 24 lo4  -2.9324 1.1124  0.0869 -6.128  -3.7345 29370 -2.1275 0322
Week 52 150 -3.1799 12236 00999  -5.648 -4.1250 -3.1695 -2.3250 -0.045
Enbrel® *? # 5.8 % Week 12 le4 23928 11722 0.0915  -6.142  -3.2680 -2.5040 -1.7920  -0.047

Week 24 165 -2.8935 12135 0.0945 -6343 -3.6610 -27740 -2.0630  -0.023
Week 52 146 -3.0666 12380  0.1025  -6814  -39770  -3.0975  -2.3620 0.542

fiFAT G P ERARS 0. 12, 24 B : PPS-24w
¥ 53045 52 BIEE S - PPS-52w

10 -
S
[Enbre|® %1

o
1

BEHOTomMm- Boro

OEFR  12EFR  248RR  S52ERR

[X|V-1 DAS28-ESRY OH#Ef

1) Enbrel®: @ETERINT-T X 31t 7 b (i z) 1UH)
a) DAS28-ESR : JRIMERILMSEEE (ESR) ZFHMIC & TeREET Y v~ FREIEEMER 27 (FHEBIEiI %k 28)
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V. {BRICEd o HHE

H] 12, 24, 52 T ACR20Y iR

PPS-24w (Z351F #5512 I ACR20” KSR, AFIFEGHE 85. 4% (140/164 f5) J ¥
Enbrel® *D ¥ 53¢ 83. 0% (137/165 f5il) T - 7=, R &5@M4ﬁﬁfizﬁﬁ&5#93%
(153/164 i) & TF Enbrel® *D #5886, 7% (143/165 i) Td-7-, PPS-52w |ZF1F 545
# 52 D ACR20" SR IE, AHIH 58 92. 0% (138/150 f5) & O Enbrel® *V #¥ 5% 88. 4%
(129/146 f5l) T o7z,

FV-8 ACR20? )ifgs

Variable Treatment Responder Non responder  Responsc rate difference 95% confidence

Week group n (%) n (%) relative to reference product interval
ACR20%

Week 12 ESiiliesid 164 140 ( 854 ) 24 ( 146 ) 23 -55- 102
Enbrel®*? 165 137 830 /(170
el ( 0) ¢ 170

Week 24 Al LR 164 153 ( 933) 11 ( 6.7 ) 6.6 02 - 131
Enbrel®*? oo 3¢ 8673 22( 133 )
BebpE i '

Wecek 52 AL 150 138 (1 92.0 ) 12 ( 80 ) 3.6 3.1 - 104
Enbrel® *
Py 146 129 ( 884 ) 17 ( 116 )

¥1) Enbrel®: METHERINI-TEZ LT N (BInTFHHIEZ) %)
b) ACR20 : ACR 27 &> h® 55| #yhmBIEIS L O IEARBIFI£5 2% & B 1T 20%L) oz L,
OFEY o 5 HE T 3 IEHE A 20%2L FikiEE UIZSEF 0 EIE

<ZeME>

RIERRESR (BREREMERE 25T (3. AFIEGEE 51.3% (96/187 fi) & X Enbrel® *
Be 5 62.0% (116/187 i) Th o7, WINAOEGHET SR LITRD SN 7RIER TRA
BeGHE, Enbrel® D $r HREORHIR] 1%, EYWE [31.6% (59/187 ), 32.1% (60/187 #i)]
(BLIHEEZE [14. 4% (27/187 i), 12.3% (23/187 )], bAGERY: [3.7% (7/187 i), 5. 9%
<nmmwm fi, KAETR, BIREE. A7 oW, ik, BEbER. AlE~ LR #
Wiz, Bk, RIRPER, BRBRELZGT) . EHEALOS [10.2% (19/187 1), 33. 7%
(63/187{ﬁ)] (EEET*BfZ%Iﬁf[B.S%(10/187€ﬂ)\25.1%(47/187@%)]\ifﬁiﬁﬁﬁi%ffiﬁfﬁg[3.7%
(7/187 i) . 19.8% (37/187 )] M ONESHALIENE [2. 1% (4/187 ), 7.0% (13/187 i) ]
ErxEte) Tholz,

FBELBWEAORERIL, AFBGRET. 0% (13/187 f5]) KN Enbrel® *Y 855 7. 0% (13/187
F) THY ., WVTHOLOFEGRET 2 0L BT N - EELBEMIL, AMEREER (RHA

P 5TE 2 B, Enbrel® ¥V 5 HE 0 f5]) . FVEMEMEE R CARHIP 5-8E 3 4], Enbrel® *V 57
26l) CThoi,

BRI DO F G- IR - 72 BIVEH OFRBLERIT, Kﬁﬁ@ﬁ4%ﬁ®%ﬁ%)&@Emm@*”
BeHRE5.3% (10/187 f5]) TH VY., WO ERET 2 HILL RICiEO b= b5 fikic
TZRIWERIL, BV R ORAIR S8 3 6, Enbrel® *) #5HE 2 41) Th-oT,

FET %, AFBGRED 3 %) (AVERTEWSHAERERE, TRERIE N OV PR DA 245 1) O

Enbrel® *D $r e 1 4] (HREER) 1250 AL, AFIEEGRED 3 FlEAH] & oK FBIE D
HETE W W &7,

o2 37 FHURDREE L 2o - BEOREGIT. AFIRG5EE 1.6% (3/187 f) KW

Enbrel® *Y $55£ 9. 6% (18/187 ffi]) T -7=, TFHRITWVT ORIV T HERDH Hie
Mo,

31) Enbrel® : sECTHER SN EZ LT N GBI THEMERZ) 85|
27



V.

1BRRICBE T 5 HA

¥2) A HEEOFLLH] (3 H)

BV 55 18 SE A A
J?@ & U CRIEMEM SR O 2O FIHEE B 2 bz, BRI A TH - 72,
- TEERAE AL
FEARATAE D THIC L 0 BB Z EDNFRE Sz, BEREMA X2 LZBRIE, Mgk
TRIRICER LI IER OB LS 2 b,
- MDA
I Th T, FHRIZFRHTH o7z,

(7T L A®)
1) EWNTORkE
(B Y v~ )
OENE DAHRER (HERRA T —2)

TH )7 RO 10mg J O 25mg ¥ 2 [A]# 50> DMARD ﬂf;ﬁ@%‘é“ Vo~TFBEENRE LTS
AR xR T G EGRER (A IMERRNT e SE B 147 ) (2B D 12 #HAHl H @ TACR doE kL
YEIZ L DAEZE (ACR20) ¥ | Z/RT (£V-9), I&z\/wm‘ N EEREICIIT D ACR20Y 1%, K~
TR LA B E o T,

FV-9 12 @M B @ ACR20Y (A 2 [ 5)

kEE (X2/#) WA AN 10mg 25mg
ACR20%)

A 6.3% 64. 0% 65. 3%
;ﬁ]z%%ﬁ 22 L T2 AE BB/ K g 5] [3/48] [32/50] 132/49]

BIWER OFRBRIT, =& %Lt 7 10mg # 69. 2% (36/52 f4i]) ., =% %)Lt~ | 25mg B 60. 8%
(B1/51 Hl) KOTZ7EHREEH4.0% (27/50 i) TH-o7-, FEREWEMAIZ, =% FxLE7 b 10mg
BECHESHEPALAOS 16.4% (8/52 1) SAHEAZE 13.5% (7/562 f5) . FIWHK 7.7% (4/52 1), =
FLE T b 25mg BE CIHESHALAG 15. 7% (8/51 f5) . SUHBHZ 11.8% (6/51 i) | ESTERALALEE
9.8% (5/51 1) ThoTc,

Q@EWHEMFHRER (25mg i 2 [A1# 5 & 50mg # 1 [ 5D L)

TH RN T hO 25mg # 2 BIFEGIZE Y RETRBENLE L TWLEH Y v~ T BE A
& LT, 25mg # i 2 [A] 4 @G ICke X, 50mg I 1 [A] 8 WG L7z & = OA MK OVe2atk
IRt Lo, AREGEIRBUER (A MWERENT S SIE B 41 1) 128175 4 BFEHH  (25mg 1 2 [Fliz G-
TRE) LUV 12 HEHEH (50mg i 1 [RIBEGH& TRE) o 28 BIHIE BIEEE A =7 (DAS28) (FF-Hy
) 13, #FNF3.26 K313 (WD : -0.10) Tho7-,

BIVER (UEYME, AN ZBRS) ORBIRIL, =X /&7 | 25mg i 2 [FIFf 2. 4% (1/42
i), =& %7k 50mg i 1 [BIEE 12. 2% (6/41 ) Tholz, EREWEM (EYUE, #5507
FOGZEBRL) 1d, =& 37 b 25mg il 2 [BRETHS 2.4% (1/42 1)), =& F &7 b 50mg il
L [EIHECHER . DNEZEE, B, B NRIER, RIEVEERIE, SR EIES 2. 4% (% 1/41 1)
ThoTr, RYMEDORBRIT, =X /L7 b 25mg il 2 B 2.4% (1/42 f5]), =X %&b
50mg 1 [AIFE 17. 1% (7/41 B) Th oz, EGWMAIS (REBERE DR X, ::51*/»
7 25mg @ 2 [EFETITERD ST, =& F 7 b 50mg il 1 [ERET 2.4% (1/41 ) 12389
Do, (F : ARBRER TR, EYYE K OB GOSN, oG &N g s viz,)

a) ACR20 : ACR =7 & v F D9 b, LR BEIEKL CRIEIRBIEIHs & H 12 20024 Lk L, 7205k Y D 5
HH Y 3 THH A 20%6LA L8 U7 SE B D F 5
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V. {BRICEd o HHE

QEWNFENAHFER (10mg # 2 [FI¥5- & 25mg # 1 [ 50 i)
DMARD #EZh DRI Y v~ FEEZX G E LT, =X 7 h® 10mg # 2 [F# 5 K O 25mg ¥ 1
[ 5 DA 2R V222 et U —HEREGAER (AT S SEFIER 95 B1]) 2B
% 12 HFHM H 0 DAS28 D_—R 7 A ipnb O E CEXME) 1%, 10mg H 2 [A14# 5-8£ % OF 25mg
1 AR GEE N ENICEBWNT 2,07 KOV 2.25 (MO : -0.18) ThoT,
BIWER (EYYE, BeH ARG ZBRS) OFBIRIT, =F /L7 b 10mg # 2 [FIFE 17. 0% (8/47
), =& 37k 25mg i 1 [BIFE 22.9% (11/48 fiil) Tho7o, ERRIEMH (EYWE, 55
MR ZEBRLS) 1, =Z R BT b 10mg i@ 2 [FIFECIFREE ., B4 4.3% (& 2/474#)), =& %
N7k 25mg # 1 [BIFET ALT B4A0, AST #8045 8.3% (%% 4/48 i) T -7z, JEYUE DIEHLR
X, =X Rt 7 b 10mg # 2 [BIFE 21. 3% (10/47 f5]) . =X %)L& 7 b 25mg i 1 [A1&F 8. 3% (4/48
) ThHotz, BEHEMIG (REBERE D) ORBIRT, =% 37k 10mg #l 2 [B1#F
10. 6% (5/47 f5il) . =% /L7 |k 25mg i 1[I 16. 7% (8/48 f5il) T -7, (1 : AR TIL,
JRYSIE B O B3RO, o FG L I3RS S hiz,)

@ENFHIFERER (B oM EOREI ST 2R 5) ©
T X R b D 10mg O 25mg 3 2 [B1#¢5-0D DMARD HEL DS U 7~ FBEZ AR E Lz A b
b L Y— bt B E MR REER  (BIERREAMARNT xF GE B 542 B, A ZhPEREAmARHT o GeiiE B
550 B) ICBITDHN—RT A ) n 52 WEHN H £ TORMMEERZ FL RO X fAar
(modified Total Sharp Score : mTSS) CaEffi L7=fEHR A9 (£V-10), =X FLt7 &5
BEIE, A B b LS — REE (MTIX B IS LW b A RICBEEOER ZIH L, 72,
TH R B 10mg KON 25mg #% 5-EED ACR20V 1, 24 HFEHHH TENEIL 77.0%, 77.5%, 52
FHFHE H TEIEI 75. 9%, 78. 6% T W MTX Tl 24 W7 H T 56. 3%, 52 HFEAM H T 62. 5%
ThHolz, THRNET FMEEREL, MIX BB LW TN b AEICE )27,

FV-10 52 M H D mISS ORXR—RAF A U Ind DELE

VS A kML FHY—RE 10mg 3 2 [A] 25mg i 2 [A]
JE %L 171 190 181
mTSS DR— 25 A LD D 9.82 5.19* 3.33*%
YA bR AR ] [1.16] [0.93] [0. 73]
o 4. 00 1.00 0. 50

% 1 p<0.0001 kf A b b UFH— MRE OB OITET VAR
) 15EMNC 6~8mg & 2~3 [EIZ4E L TR 5,

BIWER (EYE, B G N EZ RS ) OFBIRIL, =% x/& 7 b 10mg Bf 41. 7% (80/192 f4])
T X BT b 256mg B 41.2% (75/182 f5]) L ONMTX #f 43.8% (77/176 f5]) Toh -7z, EREIE
I URYE, BEESASERL) 13, =& %Lt 7 b 10mg BET ALT #90 4. 7% (9/192 ) .
AST 81 4. 2% (8/192 ) . LN 3.6% (7/192 %), =X /&7 |k 25mg BE T ALT #51 5. 5%
(10/182 ) . AST ¥&/1 4. 4% (8/182 ) . 365 3.8% (7/182 f5]) Tib o 7=, JEYLEDIEHRIL,
XX T B 10mg BE 37.0% (71/192 ), =X R/ | 26mg B 38.5% (70/182 f5) K ¥
MTX Bf 36. 4% (64/176 f3]) Toh o7z, wHEAOE (RERBEREZ D) 1L, =&k 7 b
10mg #f 20. 8% (40/192 ffl) , = Z %Lt 7 I 25mg Bf 20. 3% (37/182 ) L ONMTX B 1. 7% (3/176
) Thoto, (F: KRBTl EYUE K OB GOSN IE, thoFg & ixplicEit s h,)

a) ACR20 : ACR =7t v b 5 b &R BB M OFIEIRBIEI S & I 205k B L, 7ok D5
THH 3 T H AY 20%LA Lo L 72 fE Bl o EI S
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. IRRRICBET S IEHE

(BEEMSRMEmAEE)

OEWNSE AR
A N MU FH— MR Z R T UL R R TH 5158 i@%l&ﬂﬁ”*‘%%tﬁtﬁ%‘é P BE i ¢
BE G~1T) Xt e LicA—7 il (Ao BT s GUEfIEL 22 ) 2B W T, =4
7R 0.4mg/kg (25mg & LfR) Z 2 [A] 12 WG Lz & O A i&oﬂé P2 R L
720 12 H 0> TACR SERHEIC L 5 A2 (JRA30%DOT) * 1 13 90. 9% (20/22 i) TH -7

(i‘%v_ll)o
FV-11 128580 H @ JRA30%DOT
= . 204 xR
BehaE (X2/#) 0. dng/kg
JRA30%D01%“ 90. 9%
[ FE V20 L 7= E I/ 45125 [20/22]

BIVER OF BRI 100% (22/22 ) TH-otz, TRRWEAIL. SRNAEEZ 86. 4% (19/22 #1) . 5
ERALRORS 77.3% (17/22 %51) . B4 50. 0% (11/22 ). A > 7 W, B4 40. 9% (4% 9/22
) Tdh ot

@E N O AHFER
A N F U FH— MR 2 R T UL EE AR B CTh 5158 £ AR 2 AR MR 28 M B i 2%
B (5~1Tmk) 2R L LicA—7 ikl (F 20 BT eI 13 #1) (2w T, =4
F 7 k0. 2mg/kg (12.5mg % ERR) %3 2 [A] 12 &G L7z & & OfF MR O 20 % it
L7z, 12 WA H o> JRA30%DOT*Y 1% 92. 3% (12/13 f5l) Th o7~ (FV-12),

#FV-12 12 #HFHEH @ JRA30%DOI

= . 208-JA FER
BehE (X2/#) 0. omg kg
JRASO%DOIM 92. 3%
[ O3 FEYE |2 3 L 7= SE 58/ e 1515 [12/13]

BIVEA OFBLIZRIX, 92.3% (12/13 ) THo7=, FE72BIERIX, HEHHBALSES 61. 5% (8/13 i) .
BIHEES 53.8% (7/13 #41]) . BAJE 23. 1% (3/13f5]) TdH -7,

$¢1) JRA30%DOI Z Rk L7z & ¥+ 5121, UTFTD 2HARTEMIEZTHLERD D :
1. JRAa7®y F6HEHATIHEALL ETR—XT A4 5 30%L FOENTED LD
2. JRA 27y FOFMERICBITZRN—ZAT A b D 30%L EOFE(LN 6 IHAT 1 IHEETTH
HT &

) A TNRFN DI, ZAEGIIEENEZ A 2 FFIER RV R EH ~OREEIIREA L TV D,
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V. {BRICEd o HHE

2) WS COREE (BEiY v~F)

OIS TR ER "

DMARD DZhRA k5 U 7= GBI EREET Y v~ FBE 2% L L7 7 B A% R H 5 iR
(2N PEARAT o BRE 1 5k 229 f51]) 1cBWC, 5546 2, 3 5 H &6 » A %D ACR20Y Z /R
(F#V-13), =&t MEHHO ACR20Y X2, 3 4 AKD6 » HEOWTHIZEBW TS,
TR L THEEICE L, 2HMEBENDIROREBNTED bz,

#FV-13 ¥5BHE28E,. 35 H. 6 5 H#% D ACR20Y

Bha (X2/1H) 77 &R 10mg 25mg
JE L 79 73 77
2 i 1% 18% 31%

ACR20? 35 H 23% 47% 62%

6 H 11% 53% 60%

BIVER (RYE, G5 RIGE RS ) ORBIFIL, =& /&7 b 10mg £ 28.9% (22/76 fi) .
T X )7 b 25mg B 25.6% (20/78 ) MO T EAREE11.3% (9/80 i) Th o7z, F72El
TER UBYYE, BEHEMISEFR<S) 1%, =& %7 b 10mg BETHIE 5.3% (4/76 i), &%
3.9% (3/76 f5l) . F&B, WEAE, WG, TH, EKE 2.6% (% 2/76 i), =X xL&7 K
25mg FETHAJA 5. 1% (4/78 f5l) . 9B, £ D FEIES 3. 8% (%% 3/78 #i) . MLESE, LMK N 2. 6%
(% 2/78 B) Tholo, EYUE (RERFREZRMDRV) OFBBRL, =X xLE7 N 10mg B
56.6% (43/76 #), =X Rx/L&7 b 26mg BE 57.7% (45/78 #i) M OT T v REE 37.5% (30/80
) THotz, WHEINSISIE, =F Ft 7k 10mg BET 43.4% (33/76 ), =X %Lt 7 |k
26mg BET 47.4% (37/78 f5l) MO T T v AREET 12.5% (10/80 f1]) 1Z3BD bz, (I ARBR
TU, EYE & OB G RO E, o F5 L3RR S hTz,)

QUFENFEMAHFRER (25mg ¥ 2 E$E5- & 50mg # 1 [E$E 50 brigk)
T X R D 25mg # 2 [A1F% 5 KON 50mg ¥ 1 [m14%5-0> DMARD MEZh D RAER U o~ F H#E & kT4
& L7 7 AR i T i i a R (A 2h PR et S (1155 420 451]) 12 331F % 8 M FFAM H @ ACR
Y LRI X B AR (ACR207) 1&, =& %Lt 7 | 50mg ¥ 1 BEIREICIUNT 50% (107/214 f5]) |
25mg i 2 [EIEEIZ VT 49% (75/163 ) TH Y . ARINEICEIT D IELMENREE S iz,
8 E CORIEROBIRIL, =X /L& 7 F 50mg # 1 [HEf 38.3% (82/214 ), =X R/t
I 25mg ¥ 2 [HIFE 41.8% (64/153 ) K ONT T BAREE32. 1% (17/53 ffil) Th-o7=, 8 ME TIC
B L7 ERRWERIL, =& % L7 K 50mg i 1 [BIEECHSHTALRS 17.8% (38/214 fi]) . %
% 5.1% (11/214 B) . 8% 3. 7% (8/214 #), =X x/L& 7 b 25mg il 2 [RIEECHESFERAL G
17.0% (26/153 f51]) . MLy 7.8% (12/153 f51]) . HEYE 6.5% (10/153 f5]) T -7=, 16 £ TOH]
TEFRORBRIL, =X 3/t 7 k 50mg # 1 [BIFE 43.5% (93/214 i), =X %Lt~k 25mg i 2
[FIRE47.7% (73/153 B) Th-o7-, EREIMERIZ. =% 3xE7 k 50mg # 1 [RIFECTHSHBALK
s 18.2% (39/214 ) F83E 6. 1% (13/214 f51]) . BHJF 4. 7% (10/214 i), =& F /L&~ | 25mg
W 2 [BIEE TG 18. 3% (28/153 ) | .l 8.5% (13/153 f4i]) . iR 7.2% (11/153 fi)
ThoT,

a) ACR20 : ACR =7 & > b D 5 5| #yER B EEUR O IEIRBIEIES & H 12 2068 BB L, »o% D D b
THH 3 T H AY 20%LA Lo L 72 fE Bl o EI S
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V.

1BRRICBE T 5 HA

QM RS (BT ORISR 2B I3 R) ¥

T X Rt b D 10mg Jo OF 25mg i 2 [A]#5-0> DMARD #E2h D BRI Y v~ FHREE RIS L Lz
A MM LxY— MR E SRR (BIEEEAMARNT X SAE B S 616 B, A3 2 MEFFAmARHT x5
JEFIE 632 ) [ZBITHN—AT A b 1| FHOMHEIKREERZ TFLOED X ffAa7
(modified Total Sharp Score : mTSS) ZHAWTHEMEI L7zfERE2RT (FV-14), =231t
L 26mg BEIEL, A B b UFH— MEE (MIXBE) KO=H 3t~ K 10mg BECHEBE LWT A E
WCRIEE O R A IEI LT, F7-. =& Rt b 10mg KON 25mg BED ACR20Y 1. FiHLFi
55%. 69% TdH V., MIX BETIZ 64% Th o7,

FV-14 1HFEHZLDONISS ODRXR—RAF A4 b OE{LE

W AR R Ly D ﬁ}ozrnl% 5@252"%
JiE 55 213 199 204
mTSS DR_— AT A 2 i D 1.74 1. 44 0.77**
SR v R [FEUERR ] (0. 30] [0. 30] [0. 18]
H R 0. 48 0. 00 0. 00

* @ p<0.001 %f A B b LSt — NEE, FEPIHAM TR L7z van Elteren fiE
# : p<0.05 %} 10mg B¢ 5-8#E, MMM CRAI L7z van Elteren fR7E
) 1AM 20mg £T,

BIVER UBYYE M O BSOS 2 BR <) OFBIRIL, = Zxv& 7 | 10mg B 52. 9% (110/208
), =X 3Nt 7 bk 25mg Bf 57.0% (118/207 f5l) KON MTX & 68.2% (148/217 #]) Th 7=,
ERRIER (BYE K OB GEN S 2B <) 1%, =& xbt 7 b 10mg BETHER 13. 9% (29/208
). HL9.6% (20/208 f5l) . THI 7.7% (16/208 f4]) ., =% %/t | 25mg BE TR 10. 6%
(22/207 B) . L 9.2% (19/207 1)) . FFEHMED FN7.7% (16/207 B]) ThHo7-, EYUE (K
HEREZ DRV OFRBRIT, =& 2t 7 b 10mg B 75% (156/208 f5i]) . =& % /L& 7 b 25mg
BE79.7% (165/207 f5]) e ONMTX Bf 80. 6% (175/217 f5i]) Td -7, HEHEASSIL, =& %L
7 b 10mg & 30. 8% (64/208 i) , =X %)L& ~ 25mg B 38. 2% (79/207 i) KL ONMTX #£ 8. 3%
(18/217 fl) Th olz, (HF : KRB TIH, BYYE K OG- ALEOG T, hoFG & TR LR
ENniz,)

a) ACR20: ACR a7 kv FD 9 b, ML L OCHIEIRBIFHIEY & 1T 20620 FekE L, v D5
THH Y 3 THHE M 20%LL_Eok# L ER 0 &
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V. {BRICEd o HHE

AP R MBI 2 FRE)

VBN T/ TAR 3
A b b Lt — MG 2 R I AAMAR B T h 15 B 0> % B R AR R e ME R 4
BE (A~1T8%) ExBICz 23t 7 b OFDEE R LTz,

N— k1
F—7 BRI S 12 EEE B 0 TACR SrEHEAEIC L 54403 (JRA3OYDOT) *V ) ZoRd (3%
V-15),
#FV-15 12 #HFHM H @ JRA30%DOI
b (X2/H) 0. 4mg/kg
JRA30%DOT*" 74%
[ KL UE |23 U 7= e/ fa e 185 [51/69]

N—h2:

PN—=F 1 TLRARZ—LHESHI-ERE (JRASOWDOT D FEAEA M7= L 7= 48R4 51 1)) %5
I, =F TR 0.4mg/kg DM 2 BRI TR G427 7 A& E (BK 210 HRE) 80 Bz
& & TACR SEHAEIC X 5 4%0% (JRA30%DOT) *V | ZiRd (FV-16), =% XLt 7 MMEERE
TIET 7 B ARBEIT R LR ORI D bz,

#FV-16 #51% 210 H E TO JRA30%DOT

BEHE (X2/#) 7B R 0. 4mg/kg
JRA30%DOT*" 35% 80%
[eh B FEUE (202 U T2 SE I/ eI 5 ] [9/26] [20/25]

= 1 TRIMER (UEYYE & OG-SO 2R <) OFBLRIL, 39. 1% (27/69 i) Th o7z,
FAREIEAIL, BER 13.0% (9/69 f4]) . & 11.6% (8/69 ). WEME 7.2% (5/69 ) Th-o7-, #
BERAL RS DO FEBLRITL 37. 7% (26/69 ) Th o7z, £7-. KYE (KEBZREMbDARV) DOFREH
X, 62.3% (43/69 %) TH-o7z,

=k 2 TRIER (ERYE &K OB GRS &R <) ORBRIL, =& 1t~ M 28.0% (7/25
). 77 2AREE19.2% (5/26 f5]) ThoTe, =X 7 METAHA LN E2EWERIL, 5.
BRA 12.0% (% 3/25 B) Tholz, FEGEMIEORBLIL, =¥ FxtE7 M 4.0% (1/25
B, 77 RRE 3.8% (1/26 ) THot=, £, BYYE (KRB EZRDZRV) ORBRT,
TR T REE60.0% (15/25 f5]) . 7 Z =R 30.8% (8/26 f5i)) TH -7, (1 : ARBRTIE,
JEYIE K OV 3N SOR T, oG L3RI R S hviz,)

$¢1) JRA30%DOI Z 3Rk L7- L HIKr4 A12iE, LTFD 2THE 2 TEM-THEND D ¢
1. JRA=27ty F6HEEFIHAEL ETR—2F A 5 30%L EOWENRD Hibd
2. JRA =27ty FOFMEEBIZBIT A X—AT A 60 309 EOE(|N 6 THEF 1 THHE TTH
HT &

) AT NAEN DI SR 2 A 3 5 B EMERF R IR EI R EE ~OREUTRE A L TV D,

2) Bt
AR L

(5) B - FHAERIER
AR L
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V. BRICEd 5 HA

(6) AMRAIEER

1))
z

FRABERE (—REARBEAE BEEARERE GARELEERRE) . HERFERT—2~—
HAE. HERFTREREROAR

(AHA)

&Y v~F)

REFEARERE (Bf) v~F (BEfioBENEEOH E2ET) BERNSR) HKT) ©

1. HEm&

PO  EHERETICK T 2 RMFERREOZ MRS LOE M EZEET S,

FAAE ST PR ER T

FEFIEL < IEESE B % 552 {5

AT AN FEHEIIR : 2018 4E 6 H ~2022 4E 5 H

AR - 52 R

FRRHMmEE

TV

<HSHEEE >

EEBYE (HREYYE 2 &1 B RRYYE, BUNEZ&Te) | k%, DiBERER, EER T LY
— O, BEER MRS, BN, B AFR O FIEME L, FT dsDNA HTiR DAL Z 5 v —T7 R
BRIEMERE . THERERE . h Btk R AR ARIE - RS REIERRIE AT - ZTALEE, HUar e B Bk
BtE g J¢, B AR - X7 a—BiEREERE, OARE

HIE -

fEHEETICBIT 2 AKERERAREORME Y v~F (MEEHOHENREDO L2 ET) [ZxT 5H%)
P

2. KM

e MR R G RE] 539 1T, 64 6 (11.87%) 12 97 HEDREIWEA 338D Hiv, BEBEIFRD b -FIfE
FAIE, FFESAES T 8 B (1.48%) . & 641 (1.11%) . "ZMk 5 41 (0.93%) . LWHEAZ, 32, B4
3 (0.56%) . RETR, BB, ATV BUEMRRER, FREORME. OEHEE .
ZERZ, TERHEALE O BRI, TR AOS . A EREORA A 2 1] (0.37%) Tho7o, EELRREIERIX
12 ) (2.23%) 1217 B Hivtz, EEBERD b= EELRIVER IXREMEMEE 0.37% (2 4#]) T
HoT,

3. Ak

B VERRAT 6 S E 1 0% 538 51T db - 7=, DAS28-4/ESR (LLF DAS28 & 9°25) 1%, A Zh AT S S )
RS & U BEEM Tl #5007 3. 54+1. 526, AAIBE#% (52 ) 2.67+1. 352, #&5
BRAAIE > & D2 L8 13-0. 84+ 1. 409 (p<0. 001*) &, DAS28 [ L3 5-BAAAHT &t L CHAEICk#FE L 1=,
EULAR [ K o ERIE ( [ROSRAF) & THEERIG] OFIE) 13 49. 1% (108/220 f5l) Th
STz, REREEIREIME (DAS28=3.2) OEIGIIEG-BRLGHT 41. 0% (102/249 ) | AFIEG#% 70. 0%
(189/270 f5l) Toh o7z, FfiF (DAS28<2.6) DEIG I G-BHAART 30. 1% (75/249 fi) | AAKlB 5%
55. 6% (150/270 %) T o7z,

¥ KPS DH Dt E (BRE-BAERT & O L)

X KFSN O HER O EDOIES 2 &£

(ZEEICIERINE 2B T 2 5 F R RS A RE)

FRABRERE (ZESICEEME2H T2 EEESREBHABENR) KT)
1. A

TEO B : FHFERE FICB T2 LR a2 RS 5,
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M

V. {BRICEd o HHE

AT PR ER T
SEGIEL - IEEAE 1%k 2 {5
FHAT AN A FEHE I - 2018 4E 6 H ~2023 4 5 A
AR - 24 R
FERFHmEE
rge ol el
<HEAHHEHEH>
EERRYE CLRERYYEZ 5 3o Al AUEYYE, MUiE 2 &Te) | fiE%, DLREEAE, EERT LY
— O, BEER MRS, BEMML., B AFROFEMAL, BT dsDNA HUADBEIEAL 2 £ 5 v — 7" %
FRAEMERE, JHFHRERE T . PR SEERARE - SR IEARIEMERE - ZTRLEE, Prar M & fuig
PtEm 25, SEBAS - 27 a—BIEGER, LAE
HhE -
R TICH 1T D L BENTIEEME 2 6 3 2 B R MBI R et - 5 A 20k
2. KM
LAV RAER] 2 F1iC, RITER ORBUIRD b oT,
3. HEhE
A NMERRAT R GER] 2 FlOSRSERE (HREHE) X, Wb A% Thois,
DAS28-4/ESR |2 & % 3l 23 A RE Td> - 7= 1 FllZ-OU T, EULAR FUGEEHEIC X 2 B R 13 [ op 25 B R |
Th-o7T,

2) RBEHELTREFTEOABX IR L-HAE - RROBIE

(AHAD
LRGRIRA (BRI 2)
(Bhaedkid@)

S U R EERE A RO b, OB L,

2. RIS E L CEEM LB O

(B Y v~F (B oErREG O k& Ete) )

R E s AR R A

[V-5. (6) 1) fERAGREAA (—M R A, Rrefl e Ar, (0 ki i A) |
RGeS T — 2 N — A, RIER R ERARBR O N ) OIES

(LRSI TEBIE 2 A3 5 3 PR JE LRI 20)

{5 FH PR R A

[V-5. (6) 1) flpkasaid (— Ml pliead s, Fre i, B poit i d) | |
WERTERE T — 2 N— 2 A, ROEBCEREERRBRONE | OEHESM

Z Dfth
R L
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VI. ZEMNEEICET HIEHE

2.

. REZHICEEOH SLEMRITILEME

it NTINFa £/ 7 u—F UHRR] (7 U o~ 7 (BInFHHz)

b Mifie FTINFa €/ 7 n—J A5k . 72 ) L=7 (Bfafffz), 2 L~7 (BT

HHHAZ)

~7t Mefie ' TNF o€/ 7 v —F VHUR Fab' Wi il - wv ) X~7 <AL (Eis 1 z)
EE  EEOD DEEMOMRE - WRFL, KHORMNILELZZRTDH L,

FIEEA

(1) {ER#REL - fEREF

T XN 7 ME, B b TNF fiEstE Lt 72— 00, mENCEE S TNFa KOV LT o %
B LT —L LTHIEL (LB X —FAENN) . MilREmo L7 % —LofEe#HET
HZ TP U~ T ER MIRIEER 2 RET 2 E 20T\ 5, 7B, AAlE TNF o L O'LT
a & DOFEEIXAHRTH Y . Wo 7o AffifE L7z TNF o X OV LT o 1T ONERE S LD,
T & 7 M U9ST MifuZki © TNF X ERICk4 2 TNF OfE &2 HE L7e (RS

(Ki) =1X1010M),

BIEIU DT FDIRAE
(TNFICEWREDRETND)

I9RIETOME
(I EFRETNFHBBLTLIS)
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VI. IRzhSRE B 25 TH B

(2) EHEEMTIABRBE
(AH)
1) INF 77 2 U =T DfEEEME (in vitro) ™
O FIYAME TNF o 12K 2 FE A BLfnE
ARH (BH L OVFREE) o7 LA® ) iR Enbrel® ) o A[¥EME TNF a (2 %H9 2 # A& BUFIPE
. RS T7 AT S (SPR) JEIC X B Ui afaiE & U TR LT,
fRBEERIL, K (BAD TIX 2.65~3.26X1071° mol/L, AHl (FH) T 2.48~2.60x107"°
mol/L., =17 LA®*¥) 5% 2.38~3.89X 10 mol /L, Enbrel® ** Gi% 2.96~3.83X 10 mol /L
THo7,
AF (BH R OYREE) OfEEERIE. Wb = 7 L A® ) O Enbrel® ) i E R O
FAM (2.38~3.89X 10 mol/L) Th -7z,

(X109 mol/L) O : ZAFH| (HLAF))

6.0 O A& HF (JREE)
ATV TLLO® XD

50 ¢ Enbre|® *2

4.0

| »

3.0

SRR
O
*é o

2.0
1.0

0.0

VI-1 ATt INF o 1S5 2 fa st

AF (BFN R ORI e 7 LR E) B Enbrel® ¥ ooy 3 @y kA
AL, & dmid, W ES o hO triplicate assay DY 2R d, KKF A—
T, #EBWE 3 vy FOYERERT,

¥1) =T LR BN TER SN Z Xt b GHis i z) Bl
%2) Enbrel® : MECARSNz= & 3t 7 b GBIaTHIRZ) BFHI
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VI. SREHERPIZ B 2 EH

QMRS INF o (2609 5 A g Ak

AHF| (BF G OVEER) e 7 LR D B Enbrel® 0 o s A% TNF o (2% 5 55 A8
PeA . b MEFESE INF o BB S B2 F v A =— AL 22 —PUEAE (CHO-K1 fifa) 4
WC, ELISAJEIZ X 0 B L7 B TR 2 R & L TREt L7,

FESH RS S TE MR, AR (4] Ti 0.906~1.06, AH (J5#) TIL0.953~1.09, =7 L /b
® D 513.0.912~1. 11, Enbrel® * TiX 0.965~1.02 Tdh o7, AH| (BF & OEIK) OfExt
FEATEMIE. 1IFIE= > 7 LA ) B Enbrel® ¥ ofExHEGTEMEOFFHN (0.912~1.11) T
HoT,

O - AH (BLH)
1.6 O @ %) ()
ATOTL)L®XD

1.4
¢ Enbre|® *2

>

. g B

0.8

FEOH DY a2 26

0.6
0.4
0.2

0.0

KVI-2 JEkESH INF o 12%E9 A5 SBnE

AF (A OVFEE) TNz > 7 LL® ) B O Enbrel® *) oniug 3 1y b A
MLz, & md, g da v b triplicate assay OYEHEIRT, KKFE N—
X, HEEBRWE 3 vy NOFERT, MHEEATEEIL. TRICEVEHR L,

FRHE STEME =T BT (Enbrel® * o 1 1y k) 0 ECs i,/ S HEBRIE O ECs, fi

¥1) ZUTULAR . ENTHERIN-= X 3t b GG x) SH|
%2) Enbrel® : @ETAR SN EZ LT b GBI Z) RA
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VI. IRzhSRE B 25 TH B

@ FIVANE LT « (ZxE3 2 b G Bi
AK| (KR OURH) T o7 L A® ) B (R Enbrel® ) o Al LT o IS KT 2 554 8L
Z . SPRIBICER VRN U7 MRBEE R 2 IR & L TR L7z,
fRBEERIL, K (B Tl 5.42~6.76 X107 mol/L, A#H| () TiX6.29~6.81X107"°
mol/L, =2 7 L L® ¥ 1 4. 71~7.78 X 10 " mol /L. Enbrel® ** Ci% 2. 77~8.28 X 10 " mol/L
THoT,
A (RFR ORE) OfEEERIT. WTRbT T LA RO Enbrel® ) o figE 5k o
PN (2. 77~8.28X 10" mol/L) Th -7,

(X101 mol/L) .
LolL) O - A (D

O : K& (FE)
ATLTLL® X
10.0 #Enbre|® *2
gﬁ 8.0 A *
T 60 8 E hd
£ O
A
4.0
L g
2.0
0.0

BIVI-3  AIEME LT o 1Z56F 3 2 & BRI

A (BRI R OUER) o7 L AR ) B R Enbrel® ¥ ounvhb 3 my R A
HFRALZ, &2 rrRit, wmES 2~ O triplicate assay DY¥ 2 RT, KKE
N, HSRWE 3 vy O EIRT,

1) =T LR ERNTERSN-=Z 3T N (EinEfiz) S5
3%2) Enbrel® : @E CTHAR SN H L7 b GEIGHHEMZ) BU5HI
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VI. SREHERPIZ B 2 EH

2) INF o i8R = 69 B EEYE (in vitro) 'V

ARH (CRIA R ORI it v 7 La® 2D Bt Enbrel® 2 o INF o 35S MMM NG5 2125k % [
EIEMEE .~ U ARG R WEHI-13VAR AR 2 W MR 7 > ' A 1EIC K 0 B U 72 A sBE
EVLMEAEE L L TTHRET LT,

FAIBLETE ML, AH] (B4 TIL 106~108%, A (F3K) TiE 108~111%, =27 LA® ) w3
108~115%, Enbrel® ** TI% 103~111%Tdh 7=,

AFH (B L ORI ORI IEEMEL, Wb 7 LA® ) B Enbrel® ) o FA%IFHE
EHEOFHN (103~115%) TdH - 7=,

(%)
120 *
=

100 @ *
3 80
st
fR
= 60
& O« &H| (RFH)
N SEESCES

AT TLLEXD
" # Enbre|® *?

0

XIVI-4 TNF o st e s 3o k3 2 PHETE

AF (BFN R ORI e 7 LR E) B Enbrel® ¥ ooy 3 @y kA
H U, &30 ARME, #BmEs e v N triplicate assay DB ERT, KK N—
X, WEBRWE 3 vy NOERERT, MRAEEET, TRICE VR L,

FREBEL A E PE = AR AE . (Enbrel® *Y @ 1 1 v ) O 1Cs Ml B HBRE D 1051 X 100

1) =T ULAR @RTERRBEN-Z 2T N GBI TER L) K
¥2) Enbrel® : BETEARBINT-=Z 2Lt T N CEEHHEBEZ) 55H)
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VI. IRzhSRE B 25 TH B

3) PUMMKIFEIERIIRESE (ADCC) &M (in vitro) 'V
ARHF| (RUFI K OUFEE) Ty 7 L A® ¥ ik Enbrel® ) o> ADCC /&M% . HERMINLE LCE
SRS AR TNF o 2881 L7z CHO-K1 filifid, =7 =7 ¥ —flifg & L Jurkat flfaZz AW\ T, LAR—
B —RAFT oA BECIVBF LI, & b 1g6 IEFETROERMRED B b 166 77E T2k
VT DYEER IR FE & AL SRR R e oo F BSOS AR & VERR L ADCC JEPE D BCso fil 2 OVET EFE HEW)
BIZ% AR ECs B2 HH LT,
IgG FEAATE TIZd 1T HHH%F ECso flIE. AKI (BUAI) TIX 0.580~0.609, AAl (FFK) TIX0.486
~0.599, =27 L AR G 1 17~1. 22, Enbrel® ¥ Gl% 0. 953~1. 10 Th o 7=, AHK| (HiFK]
T OVESR) DRSS ECso flIT, = o 7 L L® #D (R Enbrel® * o) k%t ECso fE DI (0. 953~1. 22)
LVIRECTH - T,
— . AK (BFI R OFEIE) Tz 7 LA®E) BN Enbrel® ¥ 13, WP b AABRIGEE O b
k 1gG 777E FIZB W T ADCC IEMEAME F L, 1 & A E ADCC IEMEZ R S 2o T2,

14
1.2 *
*
1.0 3
8
% 08
ECso
fE o6 e O
B
04 O+ AFH| (8]
0.2 O AFI(RE)
' A TUTLL®H
00 ¢ Enbre|® *2

KIVI-5 1gG FIETFAE FIZEIT % ADCC fiF 1k

AF (B R OUFH) e > 7 L AR D R Enbrel® ¥ ounib 30y &l
AL, & dmit, YW ES o hO triplicate assay DY 2 R4, KKF A—
X, EBRWE 3 vy FOYEEE R, X ECs EIE, TRITKVEM L,

FH3E ECso M1 =4 R IEL D ECso B,/ B EREVEME (Enbrel®* @ 1 1 v ) @ ECyfii

1) =T LAY ANTHERESNZZZ XY b GRIZ T Z) BA
%2) Enbrel® : #E CHAGRINI-=Z X LET b GHIzHHLZ) HFH|
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VI. LB A4 5 T H

4) BAEIRIEIER (v R) @
~ U ZaT—4 UL (CTA) TFAEERL, A# (F3K) KO Enbrel® *) OKER T
B G DPREEIR ORIEIZ KT HEL . WIRFTRIC X 2SR A 27, BEOE I OGFHEL DY
FAR AT R L D BAFR A 27 2 FWCREii L 7=,
AR5
<A CIAETF A AER L, A#H (FIK) 30mg/kg (2 12 v b, 28 & 5V i3 Enbrel® *) 30mg/ke
Bry b, 38 ZW2ME, “WEEHOEANG 29 HIEKER TG Lz (GFF9E) , 1K
#H, AIRAFT I X A BEEIR A 27 KOBREORE S ZJE L, I IO BEBEi 2 0% BRE
MR 2 5hE U=, 7ol WA G Ty ba— ARk Na T —47 U EHE L7 ELE
BEOLRE LT,
~ A CIA BT )VOLERGE
9 WESDOIEMEDBA/1] ~ 7 &2 (1 #E124]) Izt LT, vy I =aZ—42 (1004 g/body) %711
AV NDFEET VaNy MIBE L, BRI TERS L (—REE) . S 5I220 20 HiZIC
UM aZ—5 (100 n g/body) 27 1A NORGERT ¥ ay b SRR K TS
LCRfiREZFHRE Lz (CZREE .

OWARAIATRIC K B BRIk 2 2T
AFBEC I 25 B 2 2 713, Enbrel® ¥V O WF OB v b & DBV T bFEHEN
CHERZTRD B o7z (Kruskal Wallis ORE)

10

---e-- MAMER
9 --m-- OuhO—)LE l**
¢ —o— FF|-15# L*' ______
—o— A28
7 —a—Enbrel®*" —{ g l** g

——Enbre|®*" -2 8
—*—Enbre|® *" -3 g

NUNBEBRN IR T RS

11 15 18 2 25 29 33
BE5HmESHR(BER)

%1 p < 0.05, =k p < 0.01 vs. MEALERE (Wilcoxon @ 2 AR TE)

H:p < 0.05. #: p < 0.01 vs. 2> hr—/LB (Steel DIRTE)

XVI-6  PRRAYAT R X 5Bk 2 a7 OHER

31) Enbrel® : s[E CTHAGRENIZ= X 2Lt 7 b (GEIGFHHZ) RIF

PIRAIFT I L D BfiR A 27 « v 7 ADONEEZBILE L, FEORIEDFEEZ 0 05 4 LT L,
WU D A =7 OEFHE TR L7z (@4 1 EAICS>E KT 16 40 o
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VI. IRzhSRE B 25 TH B

O®EDE X DOAEFHE
BIEOE X 1%, HERG% 4 B BUBRITAKIEE S Enbrel® ) BRI E 22T B 2110
W HNR Do 7= (ANOVA)

OFMAIFT RAC L D BIFiR A =7

SRCEROFTIC N T, AAIBEL Enbrel® *) BEOWTRO B » b ORIC b B
RO b7y o 7= (Kruskal Wallis ORRE) .

Hzk

#H

LN RO G T B T EE B

—_

AN
NN
RN

WIVEE ovhO— LB AFE AEI-28 Enbr(izl‘;;x” Enbrel%*" Enbre|® *

w61 p < 0.01 vs. MEALERE (Wilcoxon O 2 FEAMRE)
##: p < 0.01 vs. > b —/LEE (Steel DIIE)

KIVI-7  FffFETRIC X D8R A 2T
LRI R X 2B A a7
H&E Yuft Uiz~ 7 A ERIEI OMBEAR 2B L, KO RIEDORRE L 0 /D 4 1T
e L, WMEEDORA a7 OEFHETRHME L7z (i 1 EIRIZ O X KT8 M),

PLEDOFER IV . AK (53 1Z~7 2 CIA BEFMIZBWTHEEIAORIELIH L., £D
FREEE T Enbrel® ) LEEETH D Z LAVRENT,

¥1) Enbrel® : @ECHEB SN 3 VET ~ (BIZTHBLZ) 1A
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VI. SREHERPIZ B 2 EH

®)

(=7 L A®)

1)

BRI IHIEA

7 v MURFEFRBEESRET L

THE VLT MET vy MURSERBEES A ET IS LT, bu g/joint UL EORIEINEEE1IZ L v 1
BISHMEAR 24l L. BIfIR A a7 2 &E LT,

~UANA =T -7 U EfikET IV

THFNVET MIRNY N8 2T —7 VBfiRET VI LT, 1ug/body LA EDIEENE 512 &
D BEEI R FIEMH R AR Lz, £72. 150 1 g/body DREMEN 512 X BIEI 2% M OMRE A EE o
2a7rEWE L, v aZ—57 U BfiRET Tk LTI, 50 u g/body DIERENEEHIZ &
V. B L OGP IR 2 T — 7 Bl A Bl L, T2 T2 7 — 7 R ET VT
RLTH, 10u g/body DIEIENE G X0 | BEEIRFEIERZIHI L=,

INF 7 7 2 VU —ITx 1 A fsA sk
THFNVET ME INFa KD LTa OWFHuusst L THREEBRMEZ A9 225 LT B IZkT 5856
HRE TR 220,

INF DA ESE ek 2 MER (in vitro)
1929 Mk o> TNF FEFEMIRBETE 2% LT, =2 %/ 7" M 10ng/ml LA E DR TAENREL ORD
2 L7z,

IL-1 o OFF INF FBREFEIT 2IEER (in vivo)
~ 7 AD IL-1a (30u g/body) fH INF (3 ug/body) FHFEFEIZH LT, =& /&7 M 30
w g/body LA EOENRNEEG-1Z X 0 BEEMEIER 2= L=,

MG EIEMY (in vitro)
T H RV E T MR OIS B2 FE L Ao T,

YEFRSETRBFR - FritRhT
AR L
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VI. EYEEICEY 51EHE

1. MbREOHETS
(1) AREEHL MR
MR L

(2) BERRBCTHEESA-NLPERE

(A

1) HEEG (A0 R 2 ER)

O/ CORAE EIE TR  SAEAT—2) ¥

TH AT b BS BRI 25mg > U > 0.5mL MA] (A#AI) & Enbrel® *Y gz Fid 26mg &V o
2 0.5ml (Enbrel®) % “EHEMH _H#17 0 A4 — N—3EI1C L 0 R A B T 43 4 I HiE T
Beh U TG B E 2 HE Lz, BYENRE/NT A —4  (Cpaxs AUC1ase L OV AUCs,) D8 F R
B LT ABIZ DU T 90% 5 HH X RIS THREGHIRNT 21T o 7oA . 80~ 126%DHIFHNTH D | il
D RIEMEDHER ST, WA O MG H IR EEHER K O ENRE R T A —F Z [ VI-1 K OFRVI-
L2, WEIOEYBEE T A —F O il FVI-2 (2R T,

(pg/mL)
3 —e— AH
--o- Enbrel®
Mean £S.D., n=43
i 5
/A
th
¥
i/
i
E 1
0 - 1 1 L L L
0 60 120 216 288 384 504 648 (hr)
5%

[VI-1 A5 & O Enbrel® ™V Hi[a]# 5:9% o> fLii KA L HERS

1) Enbrel® : #i[EH THAGBINI-T X F 7 b (B Fiiz) #A

RVI-1  MjFP= 3t 7 MREOKYEIRE T X —4

Crax AUC) st AUCine «
(u g/mL) (ug - hr/mL) (ug - hr/mL) Tow ™ (hr) tyz (hr)

72.00

A 1.77+1.04 | 345.86+172.82 | 365.45+171. 89 [24. 00, 115.30 £ 26.28
169. 13]
60. 00

Enbrel® # 1.71%+1.00 | 348.14+154.46 | 370.41*+151. 95 [24. 00, 122.03 £ 43.59
169. 17]

(Mean=£S.D., n=43)
* o HdefiE [H/ME, BORAE]
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VIL S EhREIC B 5 E

#VI-2 AR T 2 HEMBENRERT X —Z D LL#L
Chax AUC a5t AUC; ¢
(u g/mL) (u g hr/mL) (u g hr/mL)
f% AH 1. 49 301. 67 324. 52
E/S Enbrel® *Y 1.46 314. 76 340. 16
AR E ST 1.02 0.96 0. 96
Lt {81 90%(5 #H X [ ] [0.92, 1.13] [0.87, 1.06] [0.87, 1.05]

(Mean=S.D., n=43)

¥1) Enbrel® : [E CHGR SN Z Xt T b GBIz THHLZ) HFH|

@ENTORME (ENEWFERSEIERR) Y
(#3812 3K 5 D AW PR R B PERRBR T A K7 A U HEO—HYUEIZ DWW T (Ek 24 422 H 29 H
TR AR AT 0229 55 10 ) | (ZYERLL . EW=ARIR S 2 BGE L7z,

FRAIE 1

FEER T v A4 — BRI X0 RS 55 BlE I, =& xRN BS KA
25mg TMA| (ASHI 25mg /SA 7OLHIAD) & =& %Lt 7~ BS 2 FiE 26mg &V >0 0. 6mL TMAJ (K
il 25mg > U v UHIAI) EZENEN 0.2 mg/keg MERHA TG L CiiEH =& 3Lt 7 NRE
ZHE LT,

PO SEMENEE N T A —4  (Coaxs AUC.) D FHIHERZEHR U T2 EIZ DUV T 90% 15 HE X [#AIZ T
EHRNT 21T o T2/ F. H O LOE O 2RI EHEAE [0.80, 1.25] iz LTW\W=Z &
Mo, WFOREMESHERE Sz,

(ug/mL)

1.204 —@— EFI25mg/ i FILKHE
—— FHI25mg V) o UEHE

1.00+
i
]
th 0.80+

0.00+

T T T T T T T 1 T T T 1 1 T T 1
0 24 48 72 96 120 144 168 192 216 240 264 288 312 336 360 384 408 432 456
b a=xe | (hr)

BVI-2  #RFE 1 TOFGRAFBIOFEiE H = 2 xort 7 MR EHER
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VIL W EREIZ B9 5 T H

RVI-3  MF =X xt 7 MREOKYERE T A —F

AFl 25mg /3A T VLA

AF 25mg 2 U > VB

Crax (1 g/mL)

0.8088 =£ 0.2746

0.8153 =£ 0.2969

AUC: (p g hr/mL)

152. 26564 £ 45.0995

143.1281 =£ 47.7359

Tmax (hr)

63.7 = 22.7

65.7 = 24.6

ti2 (hr)

97.59

+

20. 90

92.91 = 16.60*

FRAE 2

Mean = S.D.,n=b5
%}k 1 n=b3

HEM M7 v 24— "—JRIZE Y | AN 52 BlaiRIic, =X 3t b BS BFEM

10mg MA] (AR 10mg /3o 7 VELAK) =X 3+~ & BS FE FiER 25mg [MA)

(AHAl 25mg /3

A T NEG) 210, 2mg/kg iR HLRIR PG L ClE = 2 2 v 7 MREZNE LT,
O HEDENEE T A —H (Cpas AUCL) D FIRIEAE L L 7S DUV T 90 % fE M IXAIEIC T
TR 24T > Tt R, & B2y COE D - [RFEVEOH EHAE [0.80, 1.25] &z L TWeZ &

B WA ORSEVEDHER S i,

0.20 4

0.00 4

—@— FHI25mes A 7 L BYHI
—— AE|10mg/ 1 T ILELHI

T T T
0 24 48

72 96 120 144

T T T T T T

R &G

T
168 192 216 240 264 288 312 336 360 384 408 432 456

T T T T T T

(hr)

BIVI-3  #RFE 2 TOFG AR OV H = 2 xrt 7 R EHERS

RKVI-4 T2t 7 MREOEYERE T A —X

AH 10mg 734 7 LELH|

Al 25mg 23 A T VLA

Crax (e g/mL)

0.8175 £ 0. 2835

0.9109 £ 0.3542

AUC; (u g hr/mL)

166. 7660 £ 45.2361

171.2616 £ 57.3035

Tmax (hr)

66.0 £ 33.3

62.5 £ 25.9

ti2 (hr)

93.97 = 16.78*

94.52 = 19.11

47

Mean = S.D., n=52
%k : n=50




VIL S EhREIC B 5 E

2) REHL "

BIE Y v ~FBE BT 2 EyEhe

[E B[RS A ERER - SNEAT — 2 &ie

AN hUrFt—h MTX) B CRIRA 7B U v~ FBE Z 55U, MTX (HATIX 6~16mg,”
P R O [E CIE 7. 5~16me,/ ) §E FC¢. =& R/t 7 bk BS i F1E 50mg 2 U > 1. OmL VA
50mg (AF) XIE Enbrel® Y fz Rk 50mg U > 1.0mL (Enbrel®) %3 1 [\l F#5 L. b
F7HMET = Z 2t 7 M EELZRIE LT,

AFNFEGRED N7 7RG = & R0 7 MREEIL, #5812 KT 3888. 1+£2164. 74 ng/mL,
B 5 24 HFFT 4143, 4£2116. 72 ng/mL, 54 52 #EFT 2579. 1+1395. 56 ng/mL T - 7=,

FVI-5 b7 7HiMiEFR =¥ 2Lkt 7 NRE
A A Enbrel® *
3888.1 + 216474 3232.7 + 1603.99
- . . . .
12 &k (n=158) (n=164)
Crrough . 4143.4 + 2116.72 3586.5 + 1944.92
T8 2
(ng/m) | 48 ¥ (n=140) (n=160)
2579.1 + 1395.56 2166.8 + 1245.30
- . . . .
52 ik (n=135) (n=145)
Mean = S.D.

%1) Enbrel®: #ETARSNZTZ XLt 7 b GEE TR 507

(=2 T L A®)

1) HEHEE (=7 LR FEM 25mg)
OIEE YN RN 7

8 4 D H AR NBERER AT 112,

T HZ %)Lt 7 b 10mg, 26mg KN 50mg B[ E TG L-LxD

L7 TP SR I B HERS N OSSR BN RE /X T A — & 2 V-4 K VR VI-6 (2777,

MEHhIZ2ILET NEE (ng/mL)

3000

2000

1000

——10mg
—4—25mg
——50mg

(FHEiR%ERE) (n=8)

100 200 300

0 400 500
BE%IER (hr)
KVI-4 =% 3t NHEEE 5% O MGy R R
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RVI-6 HEYERE T A —F (n=8)

VI 3E¥EhREI

B4 5HH

AUC07480 AUCO—OO Cmax Tmax CL/F tl/Z
(p g hr/mL) (pg - hr/mL) (ng/mlL) (hr) (mL/hr) (hr)
éOIgg 76.5+33.4 78.6+£33.7 4744230 43.5%x19.2 | 153.1%x73.5 | 87.6x=18.1
§5Iélg 222.3%91.9 227.3%91.9 14152761 52.5%£16.9 | 134.5%+78.1 | 86.3%22.5
gOEg 412.0%£95.7 419.6+98.7 26681684 | 49.5%+16.3 | 125.0+28.6 | 77.9%10.3
SEYEAE = R HE R 2

8 £ DREFERR N B 11

B2 e 2 R LTz,

O EANIZE

DRAYDE

I, b0mg ZHAIEZ TG Lz &L 2 OFENL, =& 31t 7 FOEYEhREIX

KEORERER AL, =& xE7 b 10mg, 25mg X% 50mg & H[EIFZ 5 L1z & & 0 3pHE)Re
FREECTH -7,

INT A—HIEVI-T OBV T, HARAMEEHRADOMHE L 1F

RVI-T EYBENT A —X
AUCq- AUCp-co
n (uog4-80 (u; . Cna Tus CL/E 2

hr/nL) hr/nL) (ng/ul) (br) | (ol /) )
10
N [élg 6 79.01+24. 4 81.71£24.6 4251205 6622 132+41 9218
éBrgg 26 241.7£76.0 245.2176.6 1650 660 49+17 113.8%£42 | 72.1%+13.6
gozg 28 460%179 502196 344021920 | 4821 | 118%52 | 78.0%17.4

S £ A A

KE DR 33 4 % KEEIC FEME LT iR SR ER ' Ofs R, =0 7 L LR R 25mg
U0l iE, AR Lo T U ARR T 25mg (ASELEREIA]) & AEMFIIC RS TH

5HZ & ﬁ)ﬁﬁmu i (M‘)\?*‘&) o

2) KiEHRE (=7 L AR FEH 25mg)
(B9 Y v ~FHE)

D 2 [A]#%5-
HAABIET Y w~F B3 99 412 10mg XX 26mg D= Ftv 7 & 1 BRI 2 B8] 12 WREEZT

BELZEEomMBPRo X7 MEE (M7 7)) 1%, %5 1 » ABIITEFIREICE
L., URIZE-EOREZHERF L T (RVI-8) , £7-, 52 BM&EE L & & omigHiRE
b 12 BB R L FEETH Y . EHEGIC L SEYEIE~DEEIIL N> T,

@i 1 a5 17
HARANBEH Y v~FBEIC50mg DX b7 b LEBICLERE &G L& X 3L
7 NOREEREIL, 26mg DX R T e T EBIC 2 BE FERG LZEEEFRETHY, F
7o.25mg DEF X T Ma LEBIC L EKZ TR LZEEO=Z 3Lk FOBgE&EIT, 10mg
DOZZ XN N LB 2B TERE L& L FERKRTH- 72,
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VIL S EhREIC B 5 E

&)

(4)

(M

(2)

(EFPERE RS MBI 28 )

H A N R R MERA E 2 BB 13 441 0. 2mg/kg, 21 412 0. 4mg/kg DX /L7 % 1 JH[H
WZ2m 12 EME TG L EomEFRT =X 2t MEE (N7 7M@) X, 5B 2 #H
BIITEFIRBISE L, R IZF—EOREZHERF L T 0 | RIEEKRGIC X 2E BB~ DFE
X SN Do T2 (FEVI-8),

0.2mg/kg I 0.4mg/kg $#HIZH1F 2 B AR NE TR MR BE O MG 32t 7 Mg
ED N7 ZEOHEIIL, ENENEETY v~ FEED 10mg L 26mg & 5- L IZEFEKTH - 7=,
0.2mg/kg i 2 [A 5 1281F D b7 7L 0. 4mg/ke ¥ 2 [MIREDIFIE 1/2 TH-o T2,

) A TNARENOT ZBFNIREINE 2 A D3 FER VBRI R B E ~DORBE U RE A LT 5,

FEVI-8 =X 37 NEBRGIZEBT 28V v~ TFBE LR OEFME
BRI R B O MET = 2 XLt 7 MEE (hT 71{H)

v M= 327 MEE (87 7{E) (ng/ml)
(Bt 5-8) 2 HFF H 4 IHFFAH B 8 IHFFAH H 12 i
202-JA B 950+476 1017 £572 982415
B ) v~F (10mg) (48) (45) (45)
B 202-JA B 22211124 24474993 2590+ 1000
(25mg) (48) (47) (47)
208-JA 12994449 1005723 1057 =481 1183442
B (0. 2mg/kg) (13) (12) (12) (11)
R B 204 29414875 2217+1169 28711052 3269+ 1265
(0. 4mg/kg) (21) (21) (20) (21)
CESE A2 (n)
hEiE
M ER e L

2% - AXOKE
DR L

. RYEERI/NT A4

AT A%
AR L

AR R 5 3
LR L
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)

(4)

(®)

(6)

(M

(2)

(1

(2

)

(4)

VIL W EREIZ B9 5 T H

HREETER
FVI-9  FEEERR N Z kIS & U7- BRI TR OEHE TS (Kel) ¥
BeGmbras (1% BhHE Kel (/hr)
R A\ B (55) T X X)Lt b BS R TEM 25mg TMAJ 0.0074 = 0.0014
R N B (52) 0.2 mg/kg 0.0076 =+ 0.0013

T H RN R BS R 26mg U > 0. bl

fERERR A P (53) MAJ 0.2 mg/kg

0.0077 = 0.0014

T X)Lk BS R TEM 10mg TMAJ

fERERR A B (50) 0.2 mg/kg

0.0076 = 0.0012

Mean = S.D.

HIYVTFIVR
BERERR A BE UMEN) (1, AAD (25mg/0.5mL 2V > Y) ZHEIEZ THE Lz b &, s 43
o> CL/F (BT £ AR 7S) 1% 90.13+68.90 mL/h TH-7= %,

NHEE
M ER e L

ZDfth
M ER e L

. BEMA (REaL—Yay) @&

FRAT 3
MR L

KT A—SEHER
MR L

. BRI

AR L

ki

It % —fid BE P38 58 1
HREERR L

I — e A AP
AR L

Rit~DRiTiE
BREERR L

BE~OBTHE
AR L
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VIL Yy EhigIc B4 5 H A

(5) TOMOBBA~DOBTHE
LR L

6) MFBERAE
LR L

6. s

(1) RBEBELR VR HIER
(A A
BMEE L

(7L ®)
TH I T RN INFISREET D &, BERIET 2 BBOFIEER U & OIR~OPEED W37 m
IZE o TATF FREEOT I B4 U CR#f SN D LRI D,

(2) RME5TIHR (CYPH) OHTHE. HF5E
MR L

3) HEEBNROARRVEOHA
AR L

@) REMOEFMEOERRUEM(, FHELE
MR L

7. @it
A
BT L

(o7 1L A®)
THAFNE T NEHER TRE LSS 2 2B 7 FORTA~OPEIITIFE A CED N o T,

8. FSVARR—A—IZEHT 518
BRI L

9. BRHICKEKRERE
BRI L

10. BEOERERT HBE
AR L

11. 0tk
MR L
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VIl 24t (A EoEES) IS+ 5HA

. ¥£% (FRALOEESF) ICEISHIHEE

1. EERBTLETOER
(ZAFILET b+ BSETEMA 10mg TMA] /R TF:EF 25mg TMA] )

'I EZ:I:

<;j]ﬁ§;j€J_>

1.1 REZEICKY ., . ROEZSOCEEGREERVRBEEOEBLENREINTS
Y. KF| & OREEM XA S A TIHA LA, Eﬁﬁﬁf@%ﬁ%%&*éhft‘é AEIHER &
xlné’d‘é%ﬁﬂfﬁb\ EEEH. INOCDOREHREBEICTHHHBAL, BEENEMLI-Z L
FHELE-LT, ARLOEZENEREZ EEFHELHHINIGEICOAKRET S
Eo

Flz. AFDO®ZEICEVWT, EELEMERAICK Y. BHiMLEREE-EDZENHHIDT,
RAEBOXREA TR AL EREREVCEMAFER L. KRS ZICEEANERE LI5S
121X, EREICERTDHLOEEBICFEEXZEZDHE, [2.1-2.3, 2.5, 8.1-8.3, 8.7, 8.8,
9.1.1-9.1.5, 11.1.1, 11.1.2, 11.1.5, 15.1.6, 15.1.8-15.1.10 &H&]

1.2 REHE

1.2.1 EELREME

BIMfE, EREEEFZSOCRMRBREEZFOBIMBERLEENRESATNS=H, +9%
BRETOBEREEDREICEET S E, [2.1, 2.2, 8.1, 8.7, 88, 9.1.1, 9.1.3,
11.1.1, 15.1.6 0]

1.2.2 ##%

BIEME (RBaEZ RUMNMER (BE. ) ONEE) 2850EZAREL. ETHE
MESNTWD, BROBREECIIEROBEELCRVEILLOEENANH L=, KRG
[THRIL > THZICET T2 ERZRUBEBLY T UREBICHA, /1 22—Jx0 -y
WEEREBR I YNV ) URBBREZTL. EEMRI CT REFZTS52LI2KY. R
ROEREHERT DL,

Fl. BROBREEICE. MEREOHREZLIZLT. AFZRET DL,

YR ) URIGEDRENEHDEEHICEVWT, BERFIHHEEZNED S -Hl LIRS
SNTWLA, [2.3,. 8.1, 8.2, 8.7, 8.8, 9.1.2, 9.1.3, 11.1.2 HHE]

1.3 BREEREDERKEIR - BEZE EDOELS, KB ZESL INFIFHERZEZE T HERTHDL
*Lf’t(?)#l?ziﬁ\%é friedkE s (ZHRMUEILES) RUZOBEREOHLEFICITES LA

CEEL. RBEREZES BEOCRKREZE T HRBIIRE T HIGEICIE. BEEGRZE

%@*ﬁﬁ’é%ﬁﬁ?’é&& +ALEBEEITIE, [2.5, 9.1.5, 11.1.5 BE]

1.4 REFNOBEZTOENC.ERXTOAS FERREFIRVCMOR) IR FEZEDFEREZ 71
X35,

(B8R < F)
1.5 RENZDOWTO+DLEHBEE ) VI FAEOEREZ L DEMAMERT S &,

(ZESICEDEZR T SEF SRR XR)
1.6 ZIKﬁIJIJJL\’CO)-I-’\?&%D;&‘k&Eﬁliﬁﬁliﬁﬁﬁﬁxmféo)‘fx%ﬁ’&%’JIEEHM‘EFE?%) Eo

[f#s ]

ARk N 2 b8 & L= HEsh e 1 ARaRBR  (LG-ECCL003 34BR) . BRIV v~ T BF 2 xts b L= FEit
RIS IAHFRER (LG-ECCL002 iBR) L0, KAl T Lo etra 7 7 A VIEELTnD EE X
BNAZ NS, ZUT LAY Z 3L MK ISEOEERHEE L THRE L,

53



Pt (B EOEES) (4 5HA

=
i
2

(TR T FBSETE2mg <) 0.5mL TMA] /RT3 50mg 1) > 1.0mL TMA] )
(ARt T +BS ET:E 25mg R 0.5mL TMAY /R T 50mg X2 1.0mL TMA] )

'I. EZ:I:

11$m&51;u e, MNEZSOEEGREERUVUREEEDEBILENRESINTS
Y. REEDOBHEMIZEA LN TIEG LA, BEREEORBRIH/ESIN TS, KENERZ
xméﬁé%ﬂf@“ EELEH. INLDERZBHICHHHBAL, EELNEMLI-Z &
FHRLELT, ARLOEEUNEREZ LEDLD LHFHINIGEICOARET S
Es
it~$H®&5|&ut EELGEMERAIZKY . BMGMERBZRLESZELAHIDT.,
REAFORIGHN DA EELTEREREAVEMMNER L., RFERSRICEVERNERE L1546
121X, EREICERTDHLOEEICFEEXZEZDHE, [2.1-2.3, 2.5, 8.1-8.3, 8.7, 8.8,
9.1.1-9.1.5, 11.1.1, 11.1.2, 11.1.5, 15.1.6, 15.1.8-15.1.10 B8]

1.2 BEfE

1.2.1 EELREE
BIMAE, EREEEFZSOCRMRBBREEZFOBIMERLEENRESATNS=H, +9%
BRETOBEREEDREICEET S E, [2.1, 2.2, 8.1, 8.7, 88, 9.1.1, 9.1.3,
11.1.1, 15.1.6 0]

1.2.2 ##

BIEME (BRI RUMMER (BIE, ) UNEE) 280EZSREL. ETHE
WMESNTWD, EZOBRBREE CTIXEKROBELCRVEBILLOEEINLH D20, AFIRE
2RI > THEZICET I+ EMZRUBEL Y T UBREBICHA, /14 —Jz0 -y
WEEERER R (XY ARNILY ) URIGEREZITL., BEMRE CT REBZEZTS52&IC& Y., B
ROEREHERTI DL,

Fl-, EROBRREEICE., NEREDKREEX LI-LT. AXFZEHETEH &,

YR URIGEDRENEEDEEICEWT, RERTHHEEZNTO Sh-Fl+ R
SNnTWLW3, [2.3. 8.1, 8.2, 8.7, 8.8, 9.1.2, 9.1.3. 11.1.2 BH&]

1.3 MRBEKEDEKER - BBRZH EOEEN, XFIZST INF IFERAZET HEFITH
LN-EDHENH D, REEHEER (ZHEMEILES) RUZTOBREFEOHIEHICITESL
BWIEEL, BBEERBRZROBECRKEZAETHEFICHRET HI5E8ICIE. BEEGY
MEDREBEZERTSLE. +HLHEEZTI &, [2.5, 9.1.5, 11.1.5 SE&]

1.4 KRENOBEZTOA. FXTO04 FERREFIRCORY DI FEZEOFEAEZ+S
BETHE, Fl=. RENZODWTOHHHBAEE ) I FAEORERE D DEMMNERT
52 &,

[z ]

R N 2t & L= igsh e 1 AH3RBR (LG-ECCL003 3BR) . BV v~ F BFE x4 & Lz EHE L

RIS IAHERER (LG-ECCLO02 3BR) L v . AAHIE = T L LORENET e 7 7 A VTR LTS & & %

BNBHZEND, TYT LAY A XLt 7 MUFICHEOEEEE L L CRE LT,

2. EERAELFOHEHA
(EHFIHE)

2. B2 (CROBHIZIEEBELAENI L)

2.1 BUMIED BE TZE DV A7 2 H/ T 5 B8 [BUERBRE 234 L LRIz T,
AKH G CITHEOEMI PN RN R L7, ] [1.1.1.2.1,.8.1,.8.7.9. 1.1, 9. 1. 3,
11.1.1, 15.1.6 ZHR]

2.2 EERBYYEOBRE JERZEASEIBZARH S, ] [1.1, 1.2.1, 8.1, 8.7, 9. 1.1,
9.1.3, 11.1.1 H]
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2.3 IEEMEE O BE UEREZEBEASEIRBENRH S, ] [1.1, 1.2.2, 8.1, 8.2, 8.7, 9. 1. 1-
9.1.3, 11.1.2 &]

2. 4 KHN D3 LIEBUE OBEERED & 5 B

2.5 iR (ZRMEMLIES) K OZ OO H 5 BE UEROBRE CElLOBENN
H5H.] [1.1, 1.3, 9.1.5, 11.1.5 BM]]

2.6 9 oMM OAREOBE [11.1.12, 15. 1.7 S

[figan ]

MR N 5t S & U= E T FH3BR (LG-ECCL003 #BR) . B ) w~FBEFE 4 L L-EREIL
RIS IARRER (LG-ECCL002 iBR) L0, KAl T L0 7a 7 7 A VAP L TnE EE X
LN ENS, T LIV AbET X 2Lt 7 MR EOTEEFHEE L TRE LT,

3. PEEXEMRICEHET HIE L ENER
(V. 2. ZHREXIIZNRICBIE S H1EE) 23T 22L&,

4. RERUVAERICEHEY 5FIBLETNER
V. 4. MEAOCHEICEES 51EE] 223852528,

5. EEGEFHIE L EDER
(EHFAILE)

8. BEEREAMNIEE

8. 1 AL, FMRME S St & FHE 4 % INF O 4 BRVEME 2 30 5 O T, RYEIZRT 575 =
MBI BEE RIFTENH D, TDD, AAIOFEGITE L TE, +o7r B2 K
GUEDRBLOCHEICEFERETH 2 &, toEYRF L OUBEX OB LFEETHZ L, £, &
FITHRT L, BB BEREND LN BAIIE, NI EBREICHKRT S X ) EET 2
Ze, [1.1, 1.2, 2.1-2.3, 9.1.1-9. 1.4, 11.1.1, 11.1.2 &M#]

8. 2 RFNBEHATHESL » TREZICBAT 2+ B2 RO v o MU EICNAZ, 4 4 —7
= 1 -y FEEERER XY SV ) U ROSRRAE 2T W EE CT A AT Z LIk
0., WO BEHERT L2, £, AAEER S, WL o M URESEOEY) 7
AL 2 EHIRNCAT O 72 ERER ORBBUIT 0 ICiER L, BEICH L, ka5 5 iR 5H
L7236 (Fied 50%, 388VE) ([CIEeNC EREICHEK T Lo+ 52 &, [1.1,
1.2.2. 2.3, 9.1.1-9. 1.3, 11.1.2 =]

8. 3 ARF & F et TNF AP 52 L0 BRIFR U A WV ADFIEMELRE ST D, AFI#E
FAZHNL > T, BRIFR A NV RSO A RTS8, [11, 9.1.4 ]

8.4 RFIBHGHIL, AV I TFUBRBICLVEETIEENARHDDOT, AU 7 FUHEMIIITD
Pzl [9.5.2, 15.1.3 =]

8.5 AFl&Gieht TNF FIEICBWT, Hi-2HOPKRORENRESI N WD, [11.1.7,
15.1.2 BM]

8. 6 AR G IRFIZIE, HEHERALITALEE, FAR, B, NBIR. & 5 FEEOERMALISH 5V Ik
HEFALHMENZEFEO DN TWDLO T, AR A EEICKET 5 L & B, BBUTEE L,
MBS U CEI 2@ 2175 2 &, [14.2.3 B (= # %Lk 7k BS £ F1EH 10mg TMA]
/R TEM 26mg TMAJ @ 14.2.1 )]

8. 7T BAITKT L, AFIPE G- A 7 e O YE % B 0 R (REAO R, THER ., 65, &
HE) b bONIGAIIE, HONICEREICHERT 22 E T2, 20X O E
i, EehICmikBESE A2 FE TS5 L, [1.1, 1.2, 2.1-2.3, 9.1.1-9. 1.4, 9.1.6,
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11.1.1, 11. 1.2, 11.1.4, 15.1.6 &H]

8. 8 FEIRiER K OV E D 5 MO EMRER T, ﬁﬁ)/hﬁé®ﬁﬁﬁf®%ﬁﬁﬁiém

TW5B, —fRIC, BIHEREMEREO S 2 BE TR MmEA 2 B E S L2156 RYRES

ﬁ)/A@@%ﬁ@ﬁ@ﬁﬁ%iéz&#%iénfwé EJ il $ﬂ%ah#Twﬁz
%U?a‘:ﬁﬁﬁ L7 /NRBREAERRANICB T, EE Y o YESE O EMEE A wE S Tnd, K
FNTE KT 20 TRV, EMEEEEORBUIIERE T2 &, [1.1, 1.2, 15.1.8-
15.1. 10 ]

8. 9 AN DI EBAIEIC 7= » TlE, EFMRICBW T, LPFEMIC K D0, EROEBE DR
Db ETHERITH) 2L, HERGOBEMIZHOWTIL, BN DO YMEAHEITHFT L.,
TR BB A E L0 b, RFIER G X B ERRME &I O W T ERENEE L, B
FHOHEIIKRGTEXD I LA2HR L LTI EMOEHEEDO YL & TERITDHZ &, 7.
%%%/mkﬁ EAAKNC L DRIER SO D560 H OG5 Ok S IR #E 7R & 72 5 ]

MRS 2BEAICIE, EBbICHCKRGEA2TIESE, EMOEH T CEEICBIZET D2 CiEl)
&k%%ﬁo_& BOEGZEHT 25618, HHEAOEE & 2 WIXER & 2 B H
LAWK IICEFICERZR L, BEBREEFIEZOVTHREZMIET o2 L, £2TOHRE
DERIFEFFTIFICET D58 21T 5 LRI, FHEAO R NER 2 FEET 2 Fan s
g5z &,

8. 10 AAFE 51T X 0 A RHUTEALT 5 Z LB HE SN TWD, BIEREAITIIARF
HowitzEET 5 &,

[fiRa]

R A 3t & L7~/ E 1 FAEER (LG-ECCLO03 3XER) . BIEH Y w~FBFEritm L L-EEHt
[ MAHRRBR (LG-ECCLO02 §&BR) L0, AL o T VL@t 7n 7 » A MFEP L b L E 2
LD ENDL, T LI EbET X 3T MUANCISEOFEESFIAEE L TRE L,

6. HEDEREZFIIBEICEHTIIE
(1) GHHE - REEFOHLHEE

(ERFHE)

9.1 A6HE - IERZEDODH I EE

9. 1.1 BYYE (WIEXITZ DY R 7 2 FT 5 B, EEREYYE L OTEEIMERSZ 2R @
BE TRER SN AR (1.1, 1.2.1, 2.1-2.3, 8.1, 8.2, 8.7, 11.1.1, 11.1.2,
15.1.6 7]

9. 1.2 FEEOBERYE (BRI OMEROH 5 BE K OMIE L > b7 ERiEIERIT RO H
HEE) IR b B HEE [1.1, 1.2.2, 2.3, 8.1, 8.2, 8.7, 11.1.2 &/]
(1) FEEOBERGE TIX, MR ROWE L > b7 U RES 2 B TS (B EBIMh% 2 »
HARNEATREZRFR Y 1 % A 1], UBRITEESLEISG U C) A E, MEROEBIZ 5
HEETLHZE, BEAEIMELIEIBEZNRH 5,

(2) EEDOMERZ AT 258 M OREREN DN 5551213, MEOBRERRRH 5
ERNCHRT 22 &, LFOWT o BE I, JRAIE UTRAIO BRI @ D) 7 bk
B EEGTHZ L,

- AR A CHIBERS I A BT a0 E SN A e F T 0 BE

- FEEZOIRRIE (MSMNE 2 S T) AT 584

A H =T zn -y FEEERBRSCY ~L 7 U UG ESZEOREIC LY . BRI 9R

<EEbh b EE

F#$%&@%Fﬁﬁﬁ%ﬁ¢é%%
9.1.3 BRI EEICH 5 BE
Wmf%*%Ték%ﬂ#%éoUJ\L&2JQJ\&L82\&K1LLL1LL2§
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VIl ettt (M EoEES) (2B 2HA

9. 1.4 BRIFR T A N AX ¥ U T ORBE IR FRGE (HBs Hulsifask, 2> HBe iR % HBs
PR E)
S REMEECITF R YA N A~ — I —DE=F ) 54T 72 & BRIIFR 7 A V2 DFHIE
AL DOBAECIER DR BUEE T 5 Z &, KA Z S Tehl TNF K285 S BRFR D A
VAR U T OBFENIPFRRGEE 2BV T, BAFR Y A LV ZAOFIEMELAHE STy
5, 2B, INbOHEDE 1T, MOREMEIERZ b OEA 2 &G Lo EFICREE
TWa, [1.1, 8.1, 8.3, 8.7 &PE]
9.1.5 MEEEENEDLONAIMIEELZ AT HEERNFHEEOH HEHE [1.1, 1.3, 2.5, 11. 1.5
2]
(1) BB RN DN AMIEE AT 5 BFIT OV T, RIS E 8 2 W 2% D M A
ATV, EEICERM: & AR A PN L7 b ARSI O SR L. BESIT
WCBIEAITH 2 &, MERBRBLOBZNLLH D,
(2) MR BOFBEED & 2 BF X, MEEBGZHEOMEL LML, +0EET DL L,
WBRBREORBENND 5,
9.1.6 EEZIMPEER QULEKERD ., BERREANS) OBEXIXZORFELETHEE
JERNEALT DB ZNNSH D, [8.7, 11.1.4 BH]
9.1.7 [WEMEMMROBEERED & 2 B3
EHIICIZE2IT o728, BETHZ &, MEMEMRPEEIIFERT L2085,
[11.1.6 ]

[ ]

fREEERR N 2 xtg & U7- 15N 1 FEER (LG-ECCL003 3ER) . BIfi U w~TF HRFE A kts b L FEpsdt
RIS MAERER (LG-ECCLO02 3ER) L v . KKl = T LR a7 7 A MTHEEL LTV D L #E 2
LD ENDL, TUT LI EDbET X Y AN HEOFEEFHE LTRE LT,

BReEEEERE
FRIE STV

Fi#eES 25
FRIEIILTWVR

EhEgeEHT5E
FRIEIILTWVR

iR
(ARt T +BS ET;XH 10mg TMAL /R T;EF 25mg TMA] )

9.5 1147

9.5. 1 {IF TR LT D iTREME D & 5 &eEicid, 1R LA SN fEktt e EEo 5 Lo
WEND25/ICOLEETH &,

9.5.2 HRPICAFN ZHG LT-BENSOHAER~DAEY 7 F R 72 SII3RGRICER
T5HZ &, AANTBREEEN DY . HAEROIEN S AKFNBH SN L DBRENRH Y .
JERYERBLO U A7 REHEETER, [8.4 /]

[fiEa]

fatREpk N 25t & LI-HEsh i 1 fE3BR (LG-ECCL003 3XBR) . BIEI Y w~TF HBF 2 xts & L= EHE

FEISIMARFRER (LG-ECCLO02 3ABR) L 0. AFlE = T L OLeE7Ta 7 7w A VTP LTS L&
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LBNDHZ e, T LACEbETZ e MUK IEOREFHE L THIE LT,

(ZARILETFBSKET;E2mg <) >20.5mL TMA] /R TF:E50mg 1) > 1.0mL TMAL )

(ZAFRI)LE T+ BS RTiE 26mg R 0.5mL MA] /R TF:F 50mg X2 1.0mL TMAJ )

9.5 1%

9.5. 1 M SUTEEIRE L TV D AlREME D & 2 ZetEicid, 16 Lo NGt E b2 & of
WrsndGaICoARBEETH L,

9.5.2 HIRPICAKN Z &G LI=BENLOHARICB TR, £V 7 F B2 83
WCHEET L2 &, RANTBAEREIEEN H 0 | AR OGN & ARF BN S vz & OE N
HY | BYGERBLO Y A7 NHBETER, [8.4 BH]

[figan ]

fatEERk N 25t & L= Wgsh e 1 fHakBR (LG-ECCL003 3BR) . BIHiV v~ FHEF A x5 & LI EE

S IIAREABR (LG-ECCL002 ZER) LV . AAIL = T L ADEREET 0 7 7 A VL L T\WD & & 2

LbNDHZENS, mUT L EbETZ 0t 7 MUK HS RO EFE S L CHRE LT,
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(ERFHE)

9.6 =7
RIE LOARMELR O RAREOFREEZEE L, FALOME TPz BRatds2 L, B
BALFA~BITTEZERMESN TS
sy
fatRERk N 25t & L= Mo 1 fHakBR (LG-ECCL003 3BR) . BIHiV v~ FHFE A x5 & LI-EE
A MIFEEER (LG-ECCLO02 3BR) LV . AKlL = T L AOREMT a7 7 A MIHELP L TWAH L E 2
ENBZEMDL, ZUoT LAY A e MUK BEOTEEFHEE L THRE L,

(n MRE
(ZARILETFBS KT 10mg TMAL /R TEMR 25mg TMAL )

9.7 /MR

4 IEATE DO A G & LT BRIR R BRI T 340 L T2 uy,
[z ]
fEEERE N 2 xtg & U7-1EshE 1T FEER (LG-ECCL003 #ER) . BIfi VU w~F s kts b L= Epsdt
RISIARFRER (LG-ECCL002 iBR) L0, KAl T Lo etra 7 7 A VTP L TnD EE X
SNAZ D, ZUT LAY Z 3L MK ISEOEEFHEE L THRE L,
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(ZARILETFBS ETE25mg &> 0.5mL TMA) /R T:E50mg &) > 1.0mL TMAS )
(ZA Rt T+ BS BT:FE 25mg X 0.5mL TMA] /R TF:E 50mg R 1.0mL TMAL )

9.7 /p! El',%
Nt & LT RARBR T 50 L TuhZeuy,
[figan ]

fREFERR N 2 xtg & U7~ 15N 1 FEER (LG-ECCL003 3ER) . BIfi U w~F HRE Akt b L FEps
RIS IARRER (LG-ECCL002 iBR) L0, KAl o T L0 a 7 7 A VAP L T D EE X
LNAZ NS, T LIS PEZZ X MUK IDEOTEEEEE L TEELT,
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(EBEIH£E)
9.8 EfE
EYSEZEORWERORBUCHEE L, +o7eBli %179 2 &, —RICABRERE (GuErES) 2
KTFLTW5,
[fEzn ]

fEEERR N B xtg & U7~ 15N 1 FEER (LG-ECCL003 3ER) . BIfi U w~F HmE A kts b L FEpst
RIS MAERER (LG-ECCLO02 3ER) L v . KKl = T LR a7 7 A MTHELL LTV D L #E 2
ENAZ LM, T LSy ke MIFNCIGEOREEEELE LTHRE L,

7. #HE%EA
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(2R FIFE)
BXE ST

(2) BtREFE L ZTDER

(EHFIH£B)
10.2 $FREE (BFRICERETH I L)
HEHI F B AE IR - H B T 1A FEFT - fEBRIA -+
B 2N T Y Y7V 2NV T 7V B o BEICAF] | B AR,
MG LA, £ 2 ORI G REE
FeEZ LT, ) A ERES R R I
Bl L2 OWENRHS,
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R A 3t & L1 1 FB3RER (LG-ECCLO03 3XER) . BIfi Y w~F BE e L L-EEsit
RIS IARFRER (LG-ECCL002 iBR) L0, KAl T Lo etra 7 7 A VIEEPLTnD EE X
BNAZ LMD, ZUT LAY Z 3L MK ISEOEERHEE L THRE L,
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1. 8l¥ER
WOBRWERNS LoD 2 ERH DO T, BLEE+HDITITV, BRENPRD b GE I3 E
oI 57 EEU @A ITO 2 &,

(1) EXGEIMERA & MBER
(EHFAILE)

1.1 EXLEIEA

11. 1.1 FERE 7 YyE
PRIMAE (0.2%) . Mz (==2—F AT AfiKEETe, 1.5%) , EEEYIE (0.2%) Fo A0
FYE (2.5%) BHLbNDZENH D, B, BYYEIZ X VETIZE - TEFD HE
ShTnd, (1.1, 12,1, 2.1, 2.2, 8.1, 8.7, 9.1.1, 9.1.3, 15.1.6 &)

11. 1.2 fE6% (0. 1%AT)
AAFPBE I L DR ORIEIL, BEVHINLH b D WREMEND D, £7-. WisMERE (W
. U REE) LA SN TWA I LD, ZORREEL 0SB LB EITH Z L&,
[1.1. 1.2.2, 2.3, 8.1, 8.2, 8.7, 9.1.1-9. 1.3 ]

11.1.3 EEZRT LALX—&H (0.5%)
MEFE, 774 7% —, [QLEIEBROCAMBEOEERT LAX—KENH 5
PNDZ ENDD, ZD XKD RIEHRD SN B EITITECIC G2 ik L@y e 4
BEITH Z L,

11.1. 4 EEZRMIEEE (0.8%)
AR BRI & O ERD (Bed i eizlfic B - 7202 G de) . BMERBD . BRI
MR . A, MERERIEFEREN S SN ZERnH 5, (8.7, 9.1.6 BH]

11. 1.5 BifEyEd (BEEAR)
Lo EREAVIE, B ge . RAMrERRER, 70 «c RU—JERHSERH bR Z L1 H
5. [1.1, 1.3, 2.5, 9.1.5 &M

11. 1.6 FIEMEMZ% (0. 7%)
FEEN BRI R O MR FHE R TR L. BE SR DG AICE, e
DNTHIER L N7 R B CT MR S QNI T AR S % 320 L. AFI o 5% k3
HLlbll=ma—FT AT AR EOERZK (B-D 7V ORESE) %BREICAIE
Ul E 21T 2 &, [9.1.7 ]

11. 1. 7 BT dsDNA FUR DAL 2 £E 9 b— 7 ZAIEMRE (0. 1%A:T)
PL dsDNA HUiRD B L LU, BER. AR, REBEOERIH LoD bbb, Z0
Yo, BS54+ 52 L, [8.5, 15.1.2 K]

11. 1. 8 JH#&RERRSE (3. 1%)
AST, ALT D EH %25 FFEERRER H b D 2 ER3b 5,

11.1.9 PEREEEIEAEZE (Toxic Epidermal Necrolysis : TEN) (BHEEARHER) . ZEREIRIR
JEMERE (Stevens—Johnson JEMERE) (0. 1%ATH) . ZIEALEE (0. 1%ATH)

11.1. 10 PraFPERFARE B (ANCA) FHMEmE 2 (BEEAH)

11. 1. 11 2aMEEREE (0.1%) . x 7 e —EBiEREE (0. 1%A7H)

11. 1. 12 R4 (0. 1%A%) [2.6, 16.1.7 ]

[ ]

TR N Z xR & U7 EsNeE T FHERBR (LG-ECCLO03 #RBR) . BIfi Y v~ F BT & k15 & LZEER I
[FIZEMARRER (LG-ECCLO02 #ABR) LU | AAlL = TV DOREMNET 07 7 A VL L TWH EE X
LD Lnb, U7 LI EbETZ LT MFIIEROERRIH L LTRE LT,
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VIl ettt (R EoEES) (T4 %A

1%Lk 0. 1~ 1%Aif 0. 1% B A< H]

WAIRRE, A7z | ARG, (biEME Y o8

HEHLBA . M A
R AR, FUl

) BRI BFNE S a—n LR h

Zte). i, W, HE | SRH. . B,

U IS X IR FAT LW 1B,

B R, B,

Toft SyTEL . CRP BN, IR FR

NN

HeRt, 7 FIBN. ik,

HFIE. 7 i

(U VB B
a) TESFALSOSIE, BEMG6 1 4 H ORICEBE TRILL, £O®RBD LT 25, RTINS
X BAENCESR L72EMLc b b Db 2B ZNRH 5.
BIE U 7~ F KOG AR 56 M B A 98 o0 ol Y ROl At SR 2 & 2o,
a2 )
a) EHHALAOSIE, BERMGG 1 o HORICEHE THEIL, ZO®RBD LT\ D, EHRELUER
. BARMZES L7230 b & 5o o fREMED & 5,
B U 7 ~ F KOS AR 56 B 98 o0 il T RS At 2R 2 5 Lo

[ ]
fREFERE N 25t g & UT- 1o 1 FEEBR (LG-ECCL003 #BR) . BIfi U w~TF HBE Akt b U [Epsdt

[ MAHRRBR (LG-ECCLO02 §8BR) L0, AL T VL@t 7n 7 » A MIEP L b L E 2
LNBT D, T LACELER X XY MUK HBEOTEEFHEE LTHRE LT,

@ SE B P36 SRS B OB bR i T —
BT U v~ BB 2 kG L L R R 4 I 3L
OIS B H
| ZeetEapMir e mis | 187 41 | BUEASEEGI (%) | 96 4 (51.3%) |
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9. BEREHRICRITTRE
FESIHTWHARWN

10. BERSES
FESIHTWHARWN

1. BRLOEE
(ZAFRILE T+ BS ET:EMA 10mg TMA] /R TF:EF 25mg TMA] )

14, BRLEDIEE

14. 1 FEFIFHREF O E

14.1.1 BREFAK InL 2 -< 0 LA TAWNIZEAT D, NEWEZESL TRE20N LD
WCHEE L, 520Nz £ X R LRI T 2L, MLLIEE I LARWVWI &,
AENIERITHEIRT D E T, Bonb 10 pREORRZ T 5,

14. 1.2 WEMBITEHECCER T2 28 (B, BBt rE 2 T RET 28561, 2~8CT
PRAFE L. 6 BERILAPICHE T2 2 & R1F LIS, %55 15~30 2RISR L
TELI L),

14. 2 FEAIBHREOER

14. 2.1 FEHEALSOS GRLBE, FAR, &R, JEIR. £ 2% MHESn b0 7T, &54E
WSS B 2D 2 b, R 2 KBRS, I8, bRk, IEFESBEL, &
HARNC A — AL~ D A ES I TRV 2 & BriEdEasid, BiEl O EREN S 72 <
Eh 3em T2 L, [8.6 ]

14.2.2 FIENBURRE Z A, EOH D & Z A, BRI HE L T\ D & Z A~DOEH L8
FaHZE,

[fEsn ]

EFR At L U-tsh g 1 4835 (LG-ECCL003 2ER) . BV v~F B a2 xta & L= EB I
FEMFEER (LG-ECCLO02 3BR) L v . AFl L= T Lot 7a 7 7 A VFFEE L TWA L EZ BN
HIEML, T L CEbY 3T MRIANCHEOFEEFRELE L CRE LT,

(ZARIVET FBSETE 25mg 1) > 0.5mL TMA] /R TFiE50mg 1) > 1.0mL TMAS )

14, BREDIEE

14. 1 FEAFHRREOEE

14.1.1 &E5HK 15~30 RN RIBICR L TEBL Z &, |IRICED £ TIE, AFIOEHEOF v »
TERHAIIRNT L,

14.1.2 BEANZ, NEYME HIRIC K VHERT D2 &, AFNT, AROEAMKIF-2RD5 2 &
Do DN, RENOEGIZH Tz > IR, 7ok, BB UIECRRD b 556 1E.
ER LN &,

14.2 FANBE G REO R

14.2. 1 AFNE, 1 EOEEEH 26mg X% 50mg DBEEICOLFEESTHZ L,

14.2.2 AENL, 1EICREZFEAT LA TCHY, BEH LW &,

14. 2.3 JEHEERALSOS RLBE, FEAR, &R, MR, Z 5% D@EINTWH0 T, BEHEIC
TS A B 2 5 2 & SN2 KBRS, B, Rk EF R B8 L, IR
WA —ENLA~D G FEF I T 72\ 2 &y BrESERALIE., BRI OERNENL B4 72 < &b 3em
Bz &, [8.6 2]

14.2.4 BIENBUEZ/RE 2 A, MEOH D LA, BAFRUIERE L TWD & Z A~OEF TR
HZ &,

[fiEa]
TR N 2 xtE & U7-1EshE 1 fHEER (LG-ECCL003 3XER) . B Y w~FmEF o xtg L L= [ERIH[HE
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VIl Zzett (M EoEEs) (B4 5HA

FIFEFRER (LG-ECCLO02 §&BR) L v, AF Lo T rorera 7 s A ViFEEL L TWA EEZ BN
HIlns, =7 LMIEbY A Rt MK CHEOEESFEE LTERE LT,

(ARt T+ BSETiE25mg R 0.5mL TMA] /RT3 50mg R 1.0mL TMAS )

14, BRALDEE

14. 1 AR OEE

14.1.1 #%E5H 15~30 S5HNCHBIRICRE L TRL 2 &, BIRITE D £ Tk, KHIAR LR O X v
v T ENS RN L,

14.1.2 HRNZ, NEWME BIRICKL VMR T D2 &, AANT, AROEBEAMKI 2805 2 &
DD, KRN ORGIZHT- > LB, 7ok, ECRYXIIEARRD LN DHHE TR,
ER LN &,

14. 2 AN GO EE

14.2.1 AFNZ. 1 BFOEGED 26mg X% 50mg DEFIZOLFETLH Z L,

14.2.2 AANZ, 1 FCT2EEZFEHTLIBATHY, BEHLRWVWT &,

14. 2.3 FEHEALEOS RLEE, F8AR, %, MR, Z 5% DfEINTWH DT, BEHEIC
A A EZ D 2 &, S 2 KBRS, B, BRI RO EF R B8 L, EHRH
VIR —HBAL~DEFEF IFAT D72 2 &, FHESEALIL., BiR OERFETA 5072 < & 1 3en
Bz &, [8.6 2]

14.2.4 NI/ A, EOH D L Z A, BRI L TWD & Z A~OEH IR
HT L,

[fEzn ]

R A 2 xtge & U7 1 FB3RER (LG-ECCL003 3RER) . BIfi Y w~TF BE 235 & L [EEILFE
BIAARAER (LG-ECCL002 §BR) Lo AL T Lozt 7 A VFEEL L TWhWa EEZ BN
HIEND, T ULAMCAbE A3 MUANC I BEOFEFHEE LTHRE LT,

12. ZDHDEE
(1) EBRERERICEIHER

(ERFHE)

15.1 BEERFEAICE D 1HF]H

15. 1. 1 AFIOEFRABR X, ENTIE 52 HE (RO GHIR 3~112 MO R JfE) £ T,
WAL CIE 5 M E COMRBITEBMEINTEY . Zivb OWIR A X 7o AK| O R 5K D%
SPEIIHENT LTV RV,

15. 1. 2 I ERIRERER 2B\ T, BuESUAGMEAE (=1:40) . $T dsDNA HUIREGMEAL K Ot v oA
U B BUABE AL R SN ARR G BEOEIEIT. 7T R B L TEMLZ,
72, Vo~ RERFBHEOBEE Y v~FBEEZEZD T, BRERBEHEOERIZED, #
PRGN — 7 A XAFXFBR N — 7 RN I D FEIB K OV — T ARRIEGEREZ £ 5 #i7-72 A
CPUARZRBE LB NRME SN TS, [8.5, 11.1.7 ]

15. 1. 3 MM T, AAI G- ORzEEERIEI K BE Tl MREKEZHER T 7 F 12k LT
BN BN GIEISEABL I ENTELELORERNDH S, L LAFIZES L TR WnE
H LT D & AR H THRMALCME < L PUBREN 2 5128 L2 BE 1T o T2,
I OBKRERIIAATH S, (8.4 BE]

15. 1.4 AFIZEBWT, KAl MOFLY v~ FHE OFFHIZON T, AL OLEM I S
LTV,

15. 1.5 TR OARK O G DT, ZRMEITHENT S LTV 70,

15. 1. 6 A CRUMIENES 3 v 7 OB 141 Hl 2 5102, 777 'R XIEAH] 0. 15, 0. 45, 1. bmg/kg
ZHEFFRNE ST 5 7 7 e A RIEES “EEMRBRPER I N, Zick b &, KA
OEH CIXREEBOETEZT 5 2 LN TE T, AFIFRGHTHEOEIMZEWELT RO LA
NI HNTZ, FEMEE TH D 28 HEFELERIL, 7T BREET 30% (10/33 #) . AFHl
0. 15mg/kg BET 30% (9/30 #i). 0. 45mg/kg HET 48% (14/29 #1). 1.5mg/kg T 53% (26/49
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VI Z4eM (BEH EOFEES) |

15.

15.

15.

#) Tho=", (1.1, 1.2.1. 2.1, 8.7. 9. 1.1, 11.1. 1 &HE]

1.7 W5 T 9 o iR 2B (NVHA DAERE D FE T ~1V) X5 & Lz 2 DO 7 72 A%
ﬁ%%_ﬁgﬁﬁ%#%méMtﬁ W B A IERTED SN En s B IR X
- GBI ORIl FnEi, 12.7 5 A, 5.7 3 A TH-oT2), mPIOREBKRTIL, K
7l 25mg ¥ 2 [AIFE (308 f5]) Je OVAH 25mg i 3 [BIFE (308 B)) OWF b, 7T AR (309
fl) &bl U COLAREOE(L K UL RN EMERIC S - 72,

5% 24 WOLAR2OEIE, &K 25mg W 2 FEIFEDS 89 5] (29%) . 25mg M 3 [FIFEEDS 83 4l
27%) . 77 BAREEN 62 ] (20%) ThHolz, FlomEILTHIEIL, &Kl 25mg 1 2 [BIFEDS 55
il (18%) . 25mg M 3 [FIEE 61 5l (20%) . 7T BREEN 44 5] (14%) Th o7, 2FHORBRT
1. 1123 B3 AHA] 25mg i 1 [BIFE, AHK| 25mg 3 2 [AIFE, X377 B RBEGREO W Tz E]
@HHEhEﬁ\bﬁé@%%&@%tﬂ%wf\$ﬂ%5ﬁ&f§tﬁﬁ@%?ﬁﬁﬁ%
niehot= ',

728, oht INF #EEICB W TL, DAEEROE K OFET 23,
BOOLNT-EOBRENRDHD Y, [2.6, 11.1.12 BM]]

1.8 KENZIT 5 DMARD HEZHBAFET Y v~ F BE Zxt4 L LI BEHRBR To 5 F MO L2 MEH
FIZBWT, ARAIZHEEG L7183 B0 55, BEMEY Vo5l fm,. Wi, s iR, BeE
N 26 I, FERGPERZ RN 16 FlE S Tunb, [1.1, 8.8 &HE]

1.9 Ve (GEREMEEEIIMRL)

AP 5 & VRS & OBIEMEZ G 2700, EECEMEESE N BER S N Al & —
WA ORI T — 2 RX— A BHEE L7 PRI 2 RVI-1 1SR L2, 2 o T HIBIE
. EREOM, FEHi A b & IC National Cancer Institute SEER (Surveillance,
Epidemiology, and End Results) T —#&~X—Z (SEER1992~1999 4F ; 2002 45 4 AfK) 75
HEE LTl Z T, 2 OB KN 51 C o0 JE B0 52 S s 4 [k < BEMENEIE DB 2211 5%
WX, TR 23. 594 FlCxE L 26 Bl CH Y, D D BEMEY LoNEOBERGIEIL, TRIFIE

T RREELY b ERIZ

0.914 BlIcxf L 5 Bl Cdrote, —H. 7T LRI GEC IS 2 BTSN OVENE Y oS0
ﬁ%ﬁﬁi\%ﬂ%ﬂ%ﬂ%ﬁ&sz\Qmom’ﬁbTOWT%o#(%IAT 2,
(1.1, 8.8 /]

FVI-1 S GERGME R 2R <) OBIEFE O T RIFIEK
7T R G Y T U HRED
5 D BB R TP 2D B L T
(A - 4F) Bl Jd;ﬁz TG (A - %) BB gl IR

TEME Y LRl 41 0 0.010 2855 5 0.914

MY o JEDISS 41 0 0. 249 2855 21 22. 680

PSSR 41 0 0. 259 2855 26 23. 594

a) RHRBRBITHOBKRRICKIT S 75 bR BEEREL R L LT,

b) A b kU — MNERAFIEET,

15. 1. 10 FEIANE T &I
ARG L IERAONER GREEH L OBEMEZRFTT 52720 BEIC b OEN/BIZE SNz

Bl L —REMOT — X 0 BHEE Lz TRIGIE 2 FVI-2 ([Tx Lz, 260 FRIBIENE
JEBIEOME, Finz b EICBRT — 20O HEE LcEE v,

BT — 21X, FEROIEREE National Cancer Institute SEER 7 — ¥ X— R | &
FN TV 28, Southeastern Arizona Skin Cancer Registry (Harris et al, 2001)
DT —F &AL,

B9 5 HH

ZOFER, ARANEGRECOIERONER G OB EHHT, TRIGIE 41. 745 Bl L, 15 41
(KRR LR 4 B, FEEMIOE 11 6]) Tholz, —h. 77 v REEREHIIBITHHE
o R SRR OB BIEIE, TRIBIER 0. 573 Bilizxt L, 0l CThH -7 MEANT—4), [1.1,
8.8 &fif]
V-2 %E@@&FV@Q SIEO OV UG
7w R T T UL R
245 1B B IR %M@% 25 DB BRI TN
(ONER:D) BB T RIBI% (N - ) BlzhEK TR
R & RS b R 41 0 0. 107 2618 4 8. 221
JJECHH ey 41 0. 466 2618 11 33.524
FER AR & A 41 0 0.573 2618 15 41.745
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VIl Zzett (M EoEEs) (B4 5HA

a) RURBRBITHOBKRRICKIT S 77 bR E5REL SR L LT,
b) A b kU — MNERAGIZET,

[figan ]
R At & L1/ E T F3ER (LG-ECCL003 3ER) . BIfi Y w~TF HBEEE & L EEHE
FIFEFRER (LG-ECCLO02 §&BR) L v, AF o T rorehra 7 s A VidEE L TWA EEZ BN

LT, mrT7LMCEDER A LY MUANC BT EFEE LCERE L,

(2) FEERIRBBRIZE D < 1E#R
(EHFAILE)

15.2 JERREREERICE D {HH
A~ A Ty MEOT SWEIZREG T2 & TRFURBEE L & FEEARIEME O KA

OO, FORBEZEBENE LR, 2O, DAFMERBRIIER I LTV RN,

[fEzn ]
R A 2 xtge & U7 1 FB3ER (LG-ECCL003 3RER) . BIfi Y w~TF HBE 235 & L [EEILFE
HEFERER (LG-ECCLO02 3BR) L v . AFl e = T LRl 7 7 A VFEE L TWAEEZ BN

HIEMND, mUTLAMCAbE A3 MUANC I BEOFEFHEE L THRE LT,
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X. JERRPREERICEIT H1RE

(1

(2

)

(M

(2)

&)

(4)

(6

. RIEHER

R IR
[VI. 3BT HEA | OESH

REMEERR
LB L

Z DO R
AR L

. BERER

HEEEEEHER
M ER e L

REREEHRR

ARHN 1, 5, 16mg/kg Z & REMERES 4 GO T =27 A YU 2 [B] 13 W[ T 59 5 MR #5330
RBRZ . Enbrel® * 15mg/kg 584 HLlgo B & U C3EMi L7, B5&T#% 4 BEIARERT 5 EIER
BREE 2 5 HERRE, AHI K O Enbrel® D 0> 15mg/kg % 5-BEICMERES: 2 BIR%E LT=,

AR ERET, FEHMEH (INF o FFER) ICERT 5 & B2 N DBFLICHIT D Y o/ EKEE D
WL (BRIREY > o)Ei, BT U 28 Ei L OV S U D “RiEN, EEE) . CD20 B SOG DI
(Mfige, RHRRINE Y > /< 81) S ON CD68 Btk St Diid (ifik, MafR) 2358 Hivizhs, £ DD 3EY)
BHIZ L2 2HMHEEERBO N oTz, 2o OB ITWT NS EIE X EHEEm 2R L,
PLEXY ., KFOETIZHT HEEMEREIT 15ng/kg EHEE SNz, 25 DZ{0IE Enbrel® ) #
HHTOHRO LIV, ZALORBME & O EICHE R 2T R o T,

¥1) Enbrel®: @ETERINT-TZ 27 GBI z) 57|

G
B L

M A FIERR
AR L

B ERERBR
AR L
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IX. FRERRFERIZBI 2 H A

(6) BFrRIBEEER
=T A PN T B MRS EMERER TN L 72 55350 O [ B R E IR 12 B W\ T
Img/kg 7> HRITHMEZAY (EE e OV T AR .45 & PR oD B AIZE . B2l O Z8ME . B¢ Tk oD H
i, RAEMEMAZE) 23580 bz 2 D, RFTREIEICBE 9 5 BEMERIT Ing/keg ARl & HEE
ENtz, 2O ORREMEZ AL Enbrel® *D B HRETHRRWD S AL, BAL ORI K OFE B (2B
IREL 2o T,

%1) Enbrel®: si[E CARINI-= & 3t 7 N (BinHffz) Bl

D EDOMORHESE
MR L
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X. EEMFEHICEYT SEE

1. REX5

oA
B HI X 5y

T X %7 b BS f FEEM 10mg TMA) EVEES TN TN A 1 ST
TH 3T b BS B FIEA 25mg A Ay SRR BRI SR
TH T b BS BRI 25mg U >0 0. 5mL [MAJ AWk SRS B mﬁ%@%%m
T X F)L 7 b BS R 50mg & U > 1. 0mL TMA ] A B BB, R
T X )7k BS F R 25mg 2 0. 5ml (VA EEES TN TN A 1 ST
T X R 7 b BS B2 R 50mg 22 1. OmL [MA| CXLEES TN PN A 1 ST

&)&E—E%#@mﬁ%_ivﬁﬁfézk
ARGy =237 b (BinHfz) (210t 7 Mek 1]« B3R

2. M
i A0
T X )7 b BS BRI 10mg TMA) 60 f& H
T X )7 b BS BRI 25mg TMA| 60 f& H
T X %)L 7 b BS B F{E 25mg Y > 0. 5mL [MA] 36 f& H
T X RNt BS T S0mg >V Y 1. 0mL [MA] 36 & A
T X )7 KBS BT E 25mg X2 0. 5ml [MA ] 36 f& H
T X )7 KBS B2 50mg X2 1. OmL [MA] 36 f& H
3. a¥KBTOlTE
5 Rrs
T X 37k BS A 10mg [MA) 2~8°C TIRTE
T X BT BS B2 NEM 25mg TMA] 2~8°C TIRAF
T X )7 KBS B E 26mg U 22 0. 5mL [MAJ 2~8°C CTIRTF
TH )BT R BS R S0mg &Y > 1. 0mL [MA] 2~8°C CIRTF
X RN BS B2 25mg ~22 0. 5ml [MA] 2~8C CLRTF
T X )7 b BS BRI 50mg 22 1. OmL [MA] 2~8°C TIRAF

4. RFEWLLEDEE
(ZAR)IETFBS KT 10mg TMA] /R T;ER 25mg TMAJ

20. RV EDEE
BAEARET D&,

AN REDO AR M DN T (BEEICEE TR E MEFESE)
VI 1. =GN AEEZORH] OME 1.1, (VI 5. EEAEKRNEE ST OMA] OIES. 1, 8.9,
VI 8. FIVEM) oIE (1) 11.1.4, [VIL 11. @M Eomgl © [X. 3. ARiEToOrHE]
DS

71



X. EFHOFEEICETSHEA

(ZARILETFBSETE25mg )2 0.5mL TMA] /RT3 50mg =) > 1.0mL TMA] )
(ZARILET FBSETE 25mg R 0.5mL TMA] /B F3E 50mg R 1.0mL TMA] )

20. Bk EDEE
JEBRERAME TS D720 | AANIIMHIC AN TIRAFT DL,
FIo MR BB OBV IRIF T DT L, BT DL,

HAANZHEOTAR NI HOWNWT (BEFICEE TR X MEFIESE)
VIl 1. #ERNREZFOBEME ]| OE 1.1, (VI 5. EFE/LEAEEEZOBE ] OES8. 1, 8.9,
TVil. 8. BIWER @3 (1) 11.1.4, V. 11. @A EoEE) © (X, 3. ASEREETOE)

DI

5. BERITEH
REAELLHAE . BY
<FVoLEY >

TOMOBEMTEM ©  BHEEEE, B — b B OERGAE S
[XII-2. O BIHE R DOIESM

6. E—H% - E%hE
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