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85 90 95
Ala Lys Val Ser Tyr Leu Ser Thr Ala Ser Ser Leu Asp Tyr Trp Gly
100 105 110
Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 3
<211> S
) <212> PRT
. <a» AIF
<220>
- <223> D2E7 BEHE O] B4R CDR3
<221> VARIANT
<222>)9 o
<223> xas ~(EEIKER
<400> 3
‘ Gln Arg Tyr Asn Arg Ala Pro Tyr Xaa
1 5
<210> 4
<211> 12
<212> PRT
<213> NTJF3
<220>
<223> D2E7 ERGEA] B4R CDR3
<221> VARIANT
<222> 12 o
<223> xaa - (LR
<400> 4
Val Ser Tyr Leu Ser Thr Ala Ser Ser Leu Asp Xaa
1 5 10
: <210> 5
<211> 7
<212> PRT
213> A\TF5)
<220> B .
<223> D2E7 ERFEA[SEA[R . CDR2
<400> 5
Ala Ala Ser Thr Leu Gln Ser
1 5
<210> 6
<211> 17
<212> PRT
<213> A TFF3
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<220>
<223> D2ET R B A EE[E CDR2
<400> 6
Ala Ile Thr Trp Asn Ser Gly His Ile Asp Tyr Ala Asp Ser Val Glu
1 5 10 15
Gly
. <210> 17
. <211> 11
<212> PRT
<213> \ TR
’ <220>
<223> D2E7 BRSE O] 4R CDR1
<400> 7
Arg Ala Ser Gln Gly Ile Arg Asn Tyr Leu Ala
'.’ 1 5 10
<210> 8
<211> 5
<212> PRT
<213> NP3
<220> .
<223> D2E7 ERSHAJSE[E CDR1
<400> 8
Asp Tyr Ala Met His
1 5
<210> 9
<211> 107
<212> PRT
<21> \ TFE5)
. <220> B .
@ o BHEAEE
<400> 9
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Ile Gly
1 5 10 15
. Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Arg Asn Tyr
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
) 35 40 45 ’
Tyr Ala Ala Ser Thr Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Val Ala Thr Tyr Tyr Cys Gln Lys Tyr Asn Ser Ala Pro Tyr
85 90 95
Ala Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
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100

<210> 10
<211> 121
<212> PRT

213> AT FF5)

<220>

<223> 2SDAEE FE O] S [E

I <400> 10
¢ Gln Val Gln Leu
1
“ Ser Leu Arg Leu
’ 20
Ala Met His Trp
35
Ser Ala Ile Thr
50
Glu Gly Arg Phe

o 65

Leu Gln Met Asn

Thr Lys Ala Ser

100

Gln Gly Thr Leu
115

<210> 11
<211> 9
<212> PRT

213> AT

<220>

Val
5
Ser

Val
Trp
Ala
Ser
85

Tyr

Val

Glu
Cys
Arg
Asn
val
70

Leu

Leu

Thr

<223> 2sD4 ERGET] 4R

<400> 11

Ser
Ala
Gln
Ser
55

Ser
Arg

Ser

Val

105

Gly Gly Gly
10
Ala Ser Gly
25
Ala Pro Gly
40
Gly His Ile

Arg Asp Asn

Pro Glu Asp
90
Thr Ser Ser
105
Ser Ser
120

Gln Lys Tyr Asn Ser Ala Pro Tyr Ala

. -. 1

<210> 12
<211> 9
<212> PRT

@1 NI

<220>

5

- <223> EP Bl2 ERGET[EE[E

<400> 12

Gln Lys Tyr Asn Arg Ala Pro Tyr Ala

1

<210> 13
<211> 9
<212> PRT
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Leu
Phe
Lys
Asp
Ala
75

Thr

Ser

CDR3

Val
Thr
Gly
Tyr
60

Lys
Ala

Leu

CDR3

Gln
Phe
Leu
45

Ala
Asn

Val

Asp

Pro
Asp
30

Asp
Asp
Ala
Tyr

Asn
110

Gly
15

Asp
Trp
Ser
Leu
Tyr

85
Trp

Arg
Tyr
Val
Val
Tyr
80

Cys

Gly
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<213> NTJF%)

<220>

<223> VL10E4 ERGE O] B4R

<400> 13

Gln Lys Tyr Gln Arg Ala Pro Tyr Thr

1 5

¢ <210> 14
<211> 9
- <212> PRT

213 A TFF5)

<220>

<223> VL100A9 EESE AT E5 [

<400> 14

‘ Gln Lys Tyr Ser Ser Ala Pro Tyr Thr

1 5

<210> 15
<211> 9
<212> PRT

213> AT 5]

<220>

<223> VLL10002 ER§ET[ 4[5

<400> 15

Gln Lys Tyr Asn Ser Ala Pro Tyr Thr

1 5

<210> 16
<211> 9

- . <212> PRT
<213> AN TF7)
’ <220>

<223> VLLOF4 B §#A] S5 [H

<400> 16

Gln Lys Tyr Asn Arg Ala Pro Tyr Thr

1 5

<210> 17
<211> 9
<212> PRT

<13 \ T3

<220>

<223> LoES ESHE AT
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<400> 17
Gln Lys Tyr Asn Ser Ala Pro Tyr Tyr
1 5

<210> 18
<211> 9
<212> PRT

<213> AIF}‘@J

-l <220>
v <223> viLoc7 ERFE R EE[E CDR3

- <400> 18
’ Gln Lys Tyr Asn Ser Ala Pro Tyr Asn
1 5

<210> 19
<211> 9

<212> PRT
® i TE

<220>
<223> vLLOGY ERfE n] B4R CDR3

<400> 19
Gln Lys Tyr Thr Ser Ala Pro Tyr Thr
1 5

<210> 20
<211> 9
<212> PRT

<213 \ T3

<220>

<223> VLLOH1 BRFEA[EA[E CDR3

. <400> 20
. Gln Lys Tyr Asn Arg Ala Pro Tyr Asn
1 5

<210> 21
<211> 9
<212> PRT

213> AT 5]

<220>
<223> VLLOH10 HRG# n] 58 [R CDR3
<400> 21

Gln Lys Tyr Asn Ser Ala Ala Tyr Ser
1 5
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Y

<210> 22
<211> 9
<212> PRT

213> A\ T3

<220>

<223> VL1B7 §RGEA] (8 CDR3

<400> 22
Gln Gln Tyr Asn Ser Ala Pro Asp Thr
1 5

<210> 23
<211> 9
<212> PRT

213> AT

<220>
<223> viLiCl BR g N S5 [T CDR3

<400> 23
Gln Lys Tyr Asn Ser Asp Pro Tyr Thr
1 5

<210> 24
<211> 9
<212> PRT

213> \ T3]

<220>
<223> vL0.1F4 BRGEN] B4 [T CDR3

<400> 24
Gln Lys Tyr Ile Ser Ala Pro Tyr Thr
1 ‘ 5

<210> 25
<211> 9
<212> PRT

<213> AI[‘%‘@J

<220>
<223> vL0.1Hs ERGH A4 [R CDR3

<400> 25
Gln Lys Tyr Asn Arg Pro Pro Tyr Thr
1 5

<210> 26
<211> 9
<212> PRT

<2135 A T3
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<220>
<223> LOE7.A ES g A] B4[R CDR3

<400> 26
Gln Arg Tyr Asn Arg Ala Pro Tyr Ala
1 5

<210> 27
- <211> 12
v <212> PRT

<213 AT

N <220>

<223> 2spa E FE A B[R CDR3

<400> 27
Ala Ser Tyr Leu Ser Thr Ser Ser Ser Leu Asp Asn
1 5 10

<210> 28
<211> 12
<212> PRT

<213 ATFF5)

<220>
<223> VH1B11 B fHA] S5 [R CDR3

<400> 28
Ala Ser Tyr Leu Ser Thr Ser Ser Ser Leu Asp Lys
1 5 10

<210> 29
<211> 12
<212> PRT

<213> N\ TF#5)
- ‘ <220> N
<223> VH1DS B p#AJ &[S CDR3

<400> 29
Ala Ser Tyr Leu Ser Thr Ser Ser Ser Leu Asp Tyr
1 5 10

<210> 30
- <211> 12
<212> PRT

<2135 N\ TFF5)

<220> .
<223> VH1AL1EE §EA] S5 [R CDR3

<400> 30
Ala Ser Tyr Leu Ser Thr Ser Ser Ser Leu Asp Asp
1 5 10
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<210> 31
<211> 12
<212> PRT

213> \ TF#5)

- <220>
<223> vH1B12 EESE O] &R CDR3

- <400> 31
@ Ala Ser Tyr Leu Ser Thr Ser Phe Ser Leu Asp Tyr
N} 5 10

<210> 32
<211> 12
<212> PRT

<213> A T 7%l
. <220>
<223> VH1E4 EEfEA] 4 [R CDR3

<400> 32
Ala Ser Tyr Leu Ser Thr Ser Ser Ser Leu His Tyr
1 5 10

<210> 33
<211> 12
<212> PRT

213> \T 5

<220> N
<223> VH1F6 EEFEA] %[ CDR3

<400> 33
Ala Ser Phe Leu Ser Thr Ser Ser Ser Leu Glu Tyr
1 5 10

<210> 34
<211> 12
212> PRT

13> A\ TFE5)

<220>

<223> 3c-H2 EEHE AR CDR3

<400> 34
Ala Ser Tyr Leu Ser Thr Ala Ser Ser Leu Glu Tyr
1 5 10

<210> 35
<211> 12
<212> PRT
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<213> A TFF5)

<220>

<223> VH1-D2.N EEHHAJE[E

<400> 35

CDR3

Val Ser Tyr Leu Ser Thr Ala Ser Ser Leu Asp Asn

1

<210> 36
<211> 321
<212> DNA

<213> AT F%)

<220>

<223> D2E7 EREET]EEE

<400> 36

gacatccaga
atcacttgtc
gggaaagccc
cggttcagtg
gaagatgttg
gggaccaagg

<210> 37
<211> 363
<212> DNA

<213 A TR

<220>

<223> D27 R A &

<400> 37
gaggtgcagc
tcctgtgegg
ccagggaagg
gcggactctg
ctgcaaatga
taccttagca
agt

11093 1-seq.doc

tccatcctcece
gggcatcaga
gatctatgct
tgggacagat
ctgtcaaagg

tgacccagtc
gggcaagtca
ctaagctcct
gcagtggatc
caacttatta
tggaaatcaa a

tgggggaggc
cacctttgat

ggtctcagct
attcaccatc
agctgaggat
ccttgactat

tggtggagte
cctctggatt
gcctggaatg
tggagggcceg
acagtctgag
ccgcgtcecte

ctgtctgcat
aattacttag
gcatccactt
ttcactctca
tataaccgtg

ttggtacagc
gattatgcca
atcacttgga
tccagagaca
acggccgtat
tggggccaag

-10-

ctgtagggga
cctggtatca
tgcaatcagg
ccatcagcag
caccgtatac

ccggcaggtc
tgcactgggt
atagtggtca
acgccaagaa
attactgtgc
gtaccctggt

cagagtcacc
gcaaaaacca
ggtcccatct
cctacagcct
ttttggccag

cctgagactc
ccggcaagct
catagactat
ctcecctgtat
gaaagtctcg
caccgtcectceg

60

120
180
240
300
321

60

120
180
240
300
360
363
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. wm RHPHFR:
s MELE LIRS SRS L N A CINEEE TV X S S

FE#4LHMA: £ A 8-
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N (#XF&R: XEZEAR BE) 38 - FHER HEAEe]
M #£%&EHES -+ 55— ARRELHE

J 1. £8 ; 20054058168 ; 60/681,645
2.
L) 2B EHEE 45— ARARE LY
1.
2.
(] 2% EA B+ AP —FAR NG -
[#XF&k: P38 - PR IRAER]
MEREHEE =5 M4
[] A% 4ssE
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L~ BB ¢

[0 P B 2 FATAR 3]

AEPLBMATNFadr # BN REEY S H MG
Z B ig -

CXIE TP

% 3% B B X T A 4% & & (erosive) & JF £ £ # (non-
erosive)#y - £ BN X P o KKK mBRE KT
EHREERABAT BREAZLTVE -BHY S HERMH X
AMEZHEEIRERS  REBRZLPELEWNFNABRERR
B o BHBVLIBERMGEXBANF S EF AL FABRNN
B XSRS A E(ErBEARFERXRSFHRARR
MG E)EIA MR EZIEEY - ARARGBYSZHNLH
HE2AENTSENSCAAEBETHARIMS RAIKR
4+ 4 3% B (radiographic progression) °

[#HPANE]

TERARSAEAHZIIANEEABERE S HMLME X -
EE Wi EDMARDZ £ 4R 5 H MM &H XX B R
TREFEBBR  AMmBrbthALAER  THHHRXE
ik  BTHABRAREFAEABN  ATARMB X
P EABAERERYVEFENGXRAEHEARBKEND
E o

ABROELRAEHRY S ERMHE X2 T E RETR
MTNFip 4 8 - R BEATRB/ LR EFIRGY S H R
B X2 ABHESHREZHFE 64K TNFal i R &
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HEXRMARMERRBE ZELME X - A EAFLE
2 TNFoir # Bz 20 REEH S
f£—FpF TNFoir # B G EadUATEDEARZ
R TNFaR B XARRLE L ¥ S - INFRAZGaHEA
INF& &% 8B - £ —FTHhbl ¥ ZINFRAEZEAKRNAE

}m

% (etanercept) e £ 5 — F s 6 F » Z L TNFoiL 8 X &£ &
/?**/\Fh\%:%éé/\zlﬂbkﬁ “HEMNBREZBERES
mZBE e fa— KB T 0 XL TNFal 88 £ L B & 4 &
o & % A& F 4L (infliximab) ~ # & X £ 4 (golimumab) &
FT i K # 4x (adalimumab) - £ 3 — F 3% # ¥ » #% $#ii TNFain
BEXERRELSS A ANBEILE -

ABFARB - BERBABRYSELNE L AL
WMEZFE LA LBTINFaR B EREL O B A
FULRFERMERRHEAY S HEHHG

£ — B HB P > MTINFoir @ AR R & 4 5 %8 8
BARILIRE SR BAZERBARIHFORE - £
A—FwBF  ZTINFoRl B E R B ELSH 5 A K H &
FRABERER -

£ —FHpH P HTNFoR B AL ERREA NS> B A%
i E—FRH T BMABRBRERBRES N, UH#
BABERARAELZIxI0® MK B/ 2K 1107 57" 3
AR Z Kok 2% # A A4 TNFoi & » 3 4 42 2 7% 8 4
L9294 # ¥ sA 1x1077 M#K £ & 2 ICsoF #v A # TNFotm i &
e B3 —FnBT BABRBIEIRRLELHR>ALA
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YAF 4 AL

AR BB ABETELRAME 212107 s £ 1K 2 Kogs
ik B ¥ 3 A ABETNFosR & |

b)AE A — #E 4 CDR33Kk * £ & 4 SEQ ID NO: 3 & KX B
FAREMEL-4-5 T8RS BE —ABRBERRXA
LE1~34-6-7 8R/ZRIAEHIZSERFRAHER
£ @ B SEQ ID NO: 34 4 = Bk X 8 & 5| |

¢)B % — &4 CDR3% > £ & 4 SEQ ID NO: 4z i 4 & &
5l X M BE2-3-4-5-6-~8-910XK11E#EdhE—5K
BB R RAEMLE2-3-4-5-6~8~9-10~11&/%12
RiEGIEZESARTREABERA M A SEQ ID NO: 44 4 X &

KB F T
E B —FEHB Y ZABERBIXERBREAN LS
wee T ¥ BEB(LCVR) £ B A — & 4 SEQ ID NO: 3 s A 8

FH RXREMEL-4-5-TRERAEBE —AKBERNKM A
SEQ ID NO: 3# #h 2 B A B F 57 $yCDR3% ' B a2 — &
4T # B(HCVR) £ B F — & 4 SEQ ID NO: 4z g A &
Fol kA BE2-3-4-5-6-~8-~9-10K11R#EdhE—
A BB R A @ B SEQ ID NO: 4% &6 = B& % B /& %] #9 CDR3
BB —FEHRHAT ZABERLBIERRESN T2
— 8 4SEQIDNO: lz A FF g 2 EB(LCVR)R
¢, 4 SEQ ID NO: 2z i A B A 5 & & & T 4 &
(HCVR) . £ —E % ¥ BABRBRERREZEAS B
HBFTiEKRKER -

.
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f—FRHF > ZAINFOR B RERRE LS HH» U H B

—RZLULBIABREEZELRKRE -

f—F R P BXBREBEATNFaET R A4 T2 5
oo E—FHHF > FUINFaZ M AA T2 5 R4 EE &G
FRBHMG X BABFHEIRYEXNEREREHE X
MBS —FHRBP P MINFaE R AAE T2 85 4
BEEBMEMGE X - £F —FHpF > ZATNFat M A A
FExREAHBRBEMEMEG X

&*%mm¢’$%%@ﬁ£~y CRCE RO X F
MEXIWRE -~ L —FHRB T > RBAISLBEEAB T LS
(methotrexate) - £ % — B s ¥ » LA I35 & B B L &
% 48 R B % 4 (DMARD) & 3k # Bl 8 31 % X % # (NSAID)
ZBEEABERLALEEES -

A AL - B RTNFa 8 X £ R & & 8 » & &
AL EREMG XBMIHEERI KA BERZD
M FHk o B—FHwp P BMRTNFaii 2 X £ B & &
oz rkesd ERABFAEEY S HFHMH X
MMM ERRZTEEBHEN LS EE K %5 A (modified
Total Sharp Score)(mTSS) A& 3% # TNFa L 2 & £ L B & &

-}

L2 ELHBRYIMTSSR A T TNFai B R LR B & A
W zh g £ PmTSSK & K B 1& % 5« TNFai 2 & £ i1

ok
\

B4
RESI s FHXERAZHRAV S FHMGE XBMZME &
BLESGEIHERE - EA—FHwH ¥ mTSSHEIKLH-0.2-

TRl Y HEELEHBFEATINFaER LA £ 2

o}
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BE o L—FMHH ¥ BWINFoE M AHF T2 R EHESN
hAELFBMEME X BAMRFEIRSHERNHRA AL B
Xk x B o

—FHp ¥ GTINFoRBKXERRELS A % E A
BABRILILE - RERBRSZBERBARIFORE - £
— X ¥ RINFoR B R ERBRELF > ARHNTE
REABERER - £5 —FHs ¥ ZTNFa B K ER
BaALS s BABRRE A—FnplF ZAHALBIH
FBRHELEHIURS B ABEERLRAE Z1x107 MK £ &
Z Kg#11x107° s7' &k B 4& 2 Kogeik & ¥ 2 A /\;%aTNFaﬁmﬁ ’
i AR R GE R SLI20S M F A 1x107 MK £ & 2 ICso ¥ Fo
A %8 TNFata B & M -

LR —FHRB P O BABRBEIRERRLEESN T AR U
T4

D EEABERELRAL 21x107 s H B AKX Kogr
iR % % 3 A ANHETNFost 2 |

b)E A — 8 42 CDR33% > £ & 4 SEQ ID NO: 32 & A #
FO X AMEL 45 - TR EHE —ABRERRIL
M EBE1-3-4-~6-~7T-8R/ZAIREHIZSEHRIFTHRAHRER
& @ & SEQ ID NO: 34 4 = k& % 8 & 7]

)R % — &4 CDR3% » £ &4 SEQIDNO: 4z iz A B A
ﬂﬁ&m§2~y4\&6~w9~mﬁn£%¢$f
BB R A R AME2-34~5-6~8~9~10~11&/%12
EEGIZSESFTHRABZRAK M B SEQ ID NO: 445 4 2 A&
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E;é

Fol o BB —Fh#lF  GABERBEIXLRLELZ LN
o @/"a*—-égéﬁ'ﬁr%@(LCVR) # B A — & 4SEQID NO: 3
ZREABERFINXRAEAMEL 45 - TR E B E—-—AKE
BA @B SEQ ID NO: 3# 4 2 s K 8 A 5 #9 CDR33% ; A
A —F4T%EMHCVR)) £ 2% — & 4SEQ ID NO: 4
ZHRABEAFIN R AME2-3-4-5-6~8~9~10%11%
£ HE - ABKRBERAMASEQ ID NO: 445 4 % Bk £ 8 & 5
# CDR3 5 -

ER-KBH T TABABALARSSHH 05—
LASEQIDNO: 1z AR FF 848 T % E(LCVR)A —
4,4 SEQ ID NO: 22 A 8 5l &) €48 T & & (HCVR)

ERABERAZA —FHRHF  BABRBIERLBRESH S

BITEREBER -

EARABFRAZ—FHHBF > WTINFaR B X £ L B & 5
AURB - RLIBEFABRBAESKREFE - E—FHp T+
ZABAARRLEESN 2 AL (Hlo)F L2508
T Bl m AR B .

A AHE -—RERTNFaR B RERBRELELSH S BB
ABIREIGZHAVSEHEHD X ZAARO T E L 6
THREFRGBESEMMNG AL ELXHBLIOMNE» A
(MTSS) AR RBLATNFoR B X ERREE AN 2 24 & £
A ZmTSSR A XTNFai B A E R ERBAR ST F K
o A PEAEGHNI-27%e) BEHEMTSSHK Y 5 465-73%
B E AR BmTSSE E 5 R #9-28%u) &4 # B mTSS3E jo

110931-1011228.doc -11-



1399383

Rz B ERAA ZTINFoR B ALERRE SN
okt SR MMH XFARK-

EABHZ —FHwp P ZTNFoR B X E R R E 4
SHEAOABRALRE HROERBRIBRABARIHY
BB o A —THH Y RTNFa BIAANREESA D A

HEBERIBEARER - £5 K4 ¥ ZTNFar
%ﬁ%#ﬁ&éﬁ%%’n\%/\ﬁﬁ%°

AR —FTHB Y BABREBIARBRLESN s UAHES
£ ®HTHLRAE21x10° Mk £ /& 2 K2 1x107° s'& &
Ik 2 Koprik % % $ B A TNFo# 8 > & & 42 £ 7 8401929
St P L 1x107 M £ /& 2 ICsoF #v A 8 TNFata g & 1% °
EB—FRBT BABABIRXERELESN 2 AHMER

N‘/

¥l

B -

ABEANFOLE —HRARXTINFaR B X ERRESH T A
UspatrRMEMS XA IBFERYSEHMG XY
X Fk O ROALEAEAEERAYSENLRME R ELH
By G KB BEYIEMISOALRAFAROBMAREER

$ (PASI) > 14 % % R ACRA 14 & 4 1 4% 2 TNFaii 2 & &
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WA - E—FHHF > ZBEELSHESTNFo# &£ £
REREESHTTTERER - £ —FHRBlT > BHRadbha
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HBXRERBEELR,TAN I MG ERZIRARKFER
ZEBEROEFER -

E—FHp T ZEBHILIOLALAEABARLCRE - &
AR BRSEBERBEARZIFHRLE

£ —FHwp P ZTNFoR B XERBRLELS N2 A R A
LERABERER - £F —FHH T 0 % TNFail @ &
AR BREALCNTAABRYE £—FHHMF > ZABRRAE
ﬁ%ﬁﬁ@@%%u%éﬁ@%ﬁ%%ﬁizwm*Mﬁ
PRz Kef21x107 57" B A&k Z Kopeik 3 % 8 A A TNFo#
%*ﬁ&%ﬁﬁﬁﬁww%%¢uww”M&iﬁzmm
¥ fo A TNFatm o &M - £ 5 — § Z@f&d?’ﬁkiﬁﬁ%
ZRERRESNTAHATERER -
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I. 2 &

ABEABAEHINERE AR AL LW E

W AX P AHERZIHBE"ABINFO(AXTHE A
hTNFo % f§ & & hTNF)44 45 ;4 17 kD% it 5 X, & 26 kD 48
MU RAGALAZAB @B E: EAHEHBAaFERXREEL
AH 217 kD Fz =% &k - hTNFax & # & — F # i
# (4] 4o )Pennica, D.% A (1984) Nature 312:724-729 ;
Davis, J.M. % A (1987) Biochemistry 26:1322-1326 ; &
Jones, E.Y.% A (1989) Nature 338:225-228 F - 47 35 A #A
TNFo & 4k 03 &8 A8 TNFo (¢thTNFo)» E T a2 % &
wERF F LB XRBHEMER & D Systems » B £ % 210-
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TA% ° Minneapolis,MN) ¢ TNFoa 7F #& 4f TNF -

#7 3 "TNFa#p %) # "44 45 F 4& TNFoZ 1 2 % 8] - 3% 47 35
FEOFEAXPAREZERTINFaOABERBE R EN H» R R
£ B % A % 6,090,382% ~ # 6,258,5623% -~ % 6,509,015 %
B EBR EH ¥ 3% KA %09/801185% 10/302356 % Af il 2 4%
FRTNFoABERBRERBN > - E—FHRHF > ARK
#8 2 TNFoaip 4 # A i TNFoaiu 8 R £ B & > & & 42 3t #)
# % 3 (Remicade®, Johnson and Johnson ; 4% it # % B & #|
$ 5,656,272 ¥ » M E R G A FAHARIF)
CDP571(A R4t ¥ # #i TNFa IgG44i 4 )~ CDP 876(/\7‘& 1k
¥ #% 4L TNFa i 8 K £ ) 4L TNF dAb(Peptech) ~ CNTO
148( #% £ K ¥ i ; Medarex and Centocor °* % B WO
02/12502) & FT i£ K B 4L (Humira® Abbott Laboratories > A
#8 #L TNF mAb > % B 6,090,382 ¢ 4 it A D2E7) - £ % — &
M) P > K TNFodp ) # A TNFa 4 % & @ pl o RIP & L
(Enbrel®, Amgen ; # i # WO 91/03553 & WO 09/406476
PR ERI AT ANFARIT) £S5 —F B P
#% TNFadp %) # & € 24 TNF& 4 % & (r-TBP-1)(Serono) -

W AIXTHERZHE"RB"EHR L4455 K82
—meArgRz2GEMaRr2te)8)x s aKEa
>F o BERELELS —ERTEE(AXTHE AHHCVR
VHR —F4BEZE - HEHBELE & 438K (CHI -~ CH2
BCH3) - S éssd 65 —BRTEE(AXTHE ALCVRHE
V)R — 24 £6 - ZAEBLELELASIMAKCL: VHE
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VLE T —$ B AZELEE - B4 LHHEE(CDR)
HYHHERTLIE  HHEMEEFR) - VHAVLE & 23
MCDREA4MFR > ## A FTRAF B EAR®ERE X%
5 : FR1 -~ CDRI ~ FR2 ~ CDR2 ~ FR3 » CDR3 + FR4 - X %
xR —SH BN iR EANF6,090,382% - &
6,258,5623% & % 6,509,015% F > R x & XHUFANT
KHAEAXT °
WAXTHERZIEERBI"RELELSR>"(REHES
"B "L REEERESERRE (H hTNFa)Z 5
hzhRe—Hs2MBEE - CEHETREZIRNBRESCHET
BhH 2 ERBIAEAERIT WERBEI"RRELESH "N
o, 4 2 4 B Ke F# &3 ())Fabh & » 8 VL >~ VH -~ CL
ACHIS gz EF B & (IDF(ab') h & a2 £ 8&E
g s eEx2/@Fabh ey =18 h & 5 (iii))d VHR
CHIM & & 2 FdA B 5 (iv)d i # 2 ¥ F VLB & VHE & A&
#FvE & » (v)dAb B & (Ward% A (1989) Nature 341:544-
546) » £ & VH# @& & 5 R (vi)H> # 2 4 4 #] £ & (CDR) »
ok BAEFVA B2 2@ B (VLAVH)E & & 8 £ B %45
prh T REAa AR EARAE -~ F LT e Rk
2R FE g HRYVLAVHEARAHUMBAERE > T(HEAE
48 Fv(scFv) i £ R | 4o Bird % A (1988) Science 242:423-

426 ; B Huston %2 A (1988) Proc. Natl. Acad. Sci. US4

85:5879-5883)°%z%é#m%wﬁ" ANMEREZI"R
BRrAYs"F  Nas B BIERLYX B4
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R - EHRER RS HEHEMNRE KL P VH
BABVLEHE AR E - SRRt R XaEanfat s
MR EZHERIEHAESEET BREZERLEL S
— B2 I HB R ERARARBRRELEASMEB(ERH L
Holliger ¥ A (1993) Proc. Natl. Acad. Sci. USA 90:6444-
6448 ; Poljak % A (1994) Structure 2:1121-1123) - K % 9
ZHBH - T H N EREAHG6,000,382% - #
6,258,562%% ~ # 6,509,015 ¥ » &2 £ 22X U3 AYHF K
AR P o

o RhBGESDEADNARH R E B R L 4 A mééz

Bt 2 HmmAEL - %4 K& & HFab - Fab' ~ F(ab'), »
Fabc~Fv- B2 R E8iH# RT"EFEHEHL"R"E 3
"L BRKEEOA B BB EIRAKXKFTOIRHEL
EELMBABE c "EEHERR"EHAERBE LR A 2H
FRE/ERHR2ARABFNLE LM BEZIAIRIRE - £ F
HEMRB TR O BRSO IBRELEFab R &KX % #
F ok wm A A o 2 B (#) 4 )Songsivilai & Lachmann, Clin.
Exp. Immunol. 79:315-321 (1990) ; Kostelny % A - J.

Immunol. 148, 1547-1553 (1992) -

W AXFPAERZI"RTEREABRK"A — ABRAR
A AFEM M S — AR ARK - BA MR 48
BREABBRAZRCAAATBEWTPER  ZENEoEHHM

B4k () do BEBRBE ~ O RRBE - AR EE) - BE M ) 48 (F) o R &
B~ RBRB)- AT EXIAERE(B o BRE - RAB
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PR Bk - B BB BB - 4 MEE - BRME - BE®R - FR

B ) A M (Bl ABEE - KR - AKE - RaK
B - M > XAKKE FTH KRS EKE) B-o&M
() o BRAREE - BB - B OBRBM)RF RN (K o B A
B - X AKEE -~ GBE - AAKEE) -

W AXPHERARZIHBE"ABRB"ERLOEEAF B AR
L HALARKZTARFNMTAEAZXITRERAEZEHORE - B
4o £ CDRY B L £ £CDR3¥ » KEHAZLAHERBIT LR
tHREBABLALLAKEBEORIN GBI BREABRE
CGEE ERE N ELEEE S EE R BB SR
BESI R EE) K@ wAXTHAERZHE"AH
nE'tEERAELETFEELIRZIS —EILOAEZLE
BATAEZCDRAFICHBHENABBEFII LZIRAE -

WwAXVHERZIEE"EAABRB " RRAERB E
My KB AR AR BIAMAABRALRE  #Hik
AR LtEEIeB(MRTE—FREA)NZETAEXZRABE X
Rzl Afe BAAERBEMRTE -F L)y
xR AP ABLAKZTEOARM T ABLARZY
() 4o N B B2 B (4 R % Taylor® A (1992) Nucl
Acids Res. 20:6287); S a4 HBAB L AKEEG A
BAs7 2 LwDNARFl 2z E R AR TARE - KR~ 2%
KX EBZIRE  UELEFAAERBAEAFAABLERAL LR
KBEARINIAZTLEREZE - KM > £ X L FTHwp
b L EAABRRBELFRIRE(REELAHEMNA

3
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Blgh 7 mT ABRAR LIV HI TN BB TE) A
Rt EFLRBIVHRAVLE G R ABEAF I A EITE AAH
£ 4VHRVLAE 7| L 2 A% 4 7% 4 VHR VLA 7] 48 B o5
TR FRARAGFAEANABRBAAAZAAAART 4 A
ZF 5 -

WAXFTHERZI"E@REaER B " EHEARLEFS4EA R
IR R AN AL BAOARE (Hl o4t 2 M L 45 hTNFa
ZEBSBERBABLIRSH ERLLE SHRhTINFaz 92 1 R
i) KM FEMEAShTNFaz & 5 8RB TH®
wREECHB(ATE— S HFmfg k)2 TNFapy F2 14
REEARXRIXREN - b4 B R BTARAEBERA L
wmhhE R/XICEHE -

W AXFTAHERZ"PRRE"(R"F o hTNFoiE & 2 3
#")& 3 £ 2 hTNFo & 4 § RhTNFox 4 # & M 2 ¥ 3 =
A - hTNFozx A i d TE S EN— X % %
hTNFa 4 # 7& M 35 4% (3% oo hTNFa 3% & 2 @ b & B (55 8 4
HEBPAN)  hTNFo$ § 2 4 fo 75 {6 R hTNFa#f hTNFa £ 28
ZHEALA)MFMHE c HENINFar B ERIEETES — % 3%
RUBARN P LI ETERIREZHERRNEZE S EF T
(% R 28 34 %6,090,382% ) c &4t 4 > 8 F Ho
hTNFo /& t 2 /) 4% # & 4 % hTNFof & 2 L929% i &) &
BEMMPFL  EAhTNFoZE M 2 B AR MH L T
F M AWINFof & 2 tm 51t 2 & B 9 40 2 49 4/ hTNFo
% £ 2ELAM-1£HUVECE 2 B 2 H -
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WwAXPHARERZFE A0 ITRALAR"AREAER
BIAcore % % (Pharmacia Biosensor AB, Uppsala, Sweden
and Piscataway, NNE AR A WA R B A TR EZTEER
EUSHROIMEFADEERBIAADLERSL - &
— S % R EBREAHH6,258,5625% 2 F ) 1 & Jonsson®
A (1993) Ann. Biol. Clin. 51:19 ; Jénsson ¥ A (1991)
Biotechniques 11:620-627 ; Johnsson % A (1995) J. Mol. Recognit.
8:125% Johnnson% A (1991) Anal.Biochem.198:268 -

W AXPARERAIHE K" EHERBAERLB/ARAS
M AR B 2 R BEIR B O¥ B -

WwAXTHERAZHEK"EHHERLRB-RMRMBL
A R i

WwAXTPHRERBZHE"IC"EHIHAMMELDRE
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WwAXPHAERZIME"MBES FT"ERLEDNAY F A
RNAHS F - B n» FT AHERIER  284EHER
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o A XN %% AHAhTNFaz L 8 B3 2 (F o
VH-VL-CDR3I)Z M EHERAZIME"ErBERBEY T"E
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A4 hBHELSKRINNFaz stz R B ZRBIRAABIT» 0 &
B AES BF A TAEAHELRADNAYT X RBH
B - Btk B4 M F > %% LhINFail 82 2 VHE 2
ABRAHE L BEBEARSL % B ASHRITNFaz bR X
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i EEIXTmpExARan BERLEMEEITARSA — £ #
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X) e
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BF o  AEHARB-—ERARNLGEBEERAN S BFRBE 24
Sk Ex Ha4/BERTNFRE -

W AEBE"HEEBR"FIWNB"HR"OEEE 23 A
ETHRALEE - HHEERAFTLEORAERARBE -~ 8=
RZRBAI BBz HE AR AN O LAY = XA
ShEEGFETHR —RBSEBZFTE AT HE =K
BHABRB (Bl o) THEABAAKE - LB R THEH R
Fl28H%BFPIT - BbHIMET —SBFTHEE —Sp8
REXREAELE LA ETHE _EBRBELTHRE

ERESHETRAHFRAFRASLMBENMTHT > &I
F-RBRBANEBIGAEZE — BB (RBEILEE )AL
ZHRBEAEFT - 2 HFALRETAABAT (A
)

W AXPHAERAZIHE"BAERL"HERLFHERHH
UL HmHME Gl TNFalR B R A — £ 4 - 2 (£)E 1
B THATINFoR B R 8 H - s 2R aR 248
;ﬁg_o

W AXFPHERZIBHE"EL"HELL B IHEES
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HEXREFEMAEARRIRELAZ R
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RBAERRESCHLTHRAERA - E—FhH P X5

% 3 5 (Food and Drug
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Bl 2 £ @ 8 3 6 4 A B B DT AR E Y 0 P
PCT/IB03/04502% £ B ¥ 3% £ % 10/2221403%% ¥ A7 L -

ABE Az L BERERAX TR —FH @Bl -
II. TNFaip 4] #

AEURM ARV EHRME R T E > R
K B L& ATNFa# # & ) ko TNFai B R L L R & & ¥
o —FHRB P BEFTHFLEEKAUAGTRFNRAAMR
R EHELEABETNFOL EAZ I PREIZIETHAR
NEBXRERBEEASNy B AEAZABREBAE
e ~ FH ABHLhTNFafL 8 -

f—Fwmpl ¥ o ABWAFAEMAZTNFalp # # A #R
TNFafi 2 % & B & » &3 % 4 % % $i (Remicade®, Johnson
and Johnson ; #% i # £ B & #| # 5,656,2723% ¥ » # £ ™ 3l
A & 77';{4#)\411 ¥ )+ CDP571(A B4t B #k # TNFa 1gG4
L8 ) CDP 870( A R4t & #k #L TNFa L #8 K &) ~ 3L TNF
dAb(Peptech) ~ CNTO 148(# % K ¥ 4L ; Medarex and
Centocor * % B WO 02/12502) & T i& & £ 4 (Humira®
Abbott Laboratories * A %8 #L TNF mAb > US 6,090,382 % 4
it & D2E7) o

ABRR PR IELEL s PRARBAEARAXTHAHS
D2E7 » 75 %% % HUMIRA® & 7 i& K & # (D2E7 VLE 2 K& 4
B 5 %) 88 7 » SEQ ID NO: 1+ ; D2E7 VHE Z i A & & 7|
25 = N SEQ ID NO: 2% ) D2E7(HUMIRA®) = ¥ & € #4 i

#» Salfeld% A » £ B & # % 6,090,382%% -~ # 6,258,562k &
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#6,509,015%%: F » B £ il A F A HEARP -
TNFo# #l B 2 BB Hl O ST ERBERBELEMG X
ZERAXGHESEEAANARIL LA ARKINFoR 2 (£ R #l &
Elliott¥ A (1994) Lancet 344:1125-1127 ; Elliot% A (1994)
Lancet 344:1105-1110 ; Rankin % A (1995) Br. J.
Rheumatol. 34:334-342) « £ %5 — £ 5% ¥ ¥ > #% L TNFa it
BAEZEH -

—FHRB P AEFEAZLERHRY S EHBEH XS

AERHADZETR B AR B o - AD2E7TH M I L B &
HWBIPTREAAD2ZETE XA R E (R U BRBESH HES
ERPELSNhINFORFH P REN)ZEBLABERERR
BN - A —FRHG T AEARYE UL HEAHER
BRXERRELSCN > A EAEZERY S BEHMH X2 Hk %
BrB#ABRLRBRIRERREESN s UNELT A BT E LEAR
£ 21x10° MK B4R 2 Ko 1x107° s™' &% B 8 2 Kopeik & %
A ABETNFo s » 3t £AZEF # L9295 4 F % 1x1077

g

\n

Mz 1K ZICsoF fo ASETNFota o £ M « E 4 0 > H & H
BMABRBIAERBELELSH I U5x10" s'R B &K 2 Koge
REE R4 U0 sTR B M2 KorH A TNFos gk - 2
B ZEPBABLBIAERRESS 5 £2 L FH I
L9294 # # M 1x10° M&K E /& 2 ICso> # £ & 4 ;X 1x10°°
M# £ & 2 ICso B 5 & 4 2 1x107"° Mk 2 1& 2 ICso ¥ #o A
ETNFomfg &M - £ -~ BRETHRH T > SR BLEE B

ABEARBILRE LA D
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HE R TR B ELREBLCDRIEARBHAR
2B ALOHER/BRANTREEZHER - B £ 5 - B
P KRB ALMMNE RN EAAhWTNFalE Ml X KB &S
H 2B BHFEMEHBDETIAE 48 B 2848 &R E 4 CDR3
BOABRBLRFZHRYSHEMMEG XX F & - D2ZE7 VL
CDR3z2 4 E9T # h Alak Thris HE ™ KX € A £ ¥ & Koer ©
M4 > D2E7 VL CDR3z — & X &#HB a2 B AR F T - Q-
R-Y-N-R-A-P-Y-(T/A)(SEQ ID NO: 3) - % 4 » D2E7 VH
CDR3Z M BI12T # aTyrkAsnt E M R € B % % & Korr ©
B > D2E7 VH CDR3z — % X & ook ABAF S V-
S-Y-L-S-T-A-S-S-L-D-(Y/N)(SEQ ID NO: 4) - sb 4 » % 4
B %A #%6,000,3828 2 T HI2F A7 M it » D2E7 & 4& R 48 4
ZCDR3B B # AN A E —AKEERA(AEVL COR3ImZ M &
1~4-~5-~7%8%%ZVH CODR3m @ E2~3-4~5~6"
8~ 90 10RIDBRAMARECEAEY EKyre A5 > BB LA
B2 ek > 4% 2 D2E7 VLR VH CDR3B Ak # M & & i
B B4 > BICDR3Z M R s A8 2 AT T 4 » Fl 543
BHERABzAREREFTR  ALAEBRTEEBRK
# 4& > D2E7 VL& /% VH CDR33% A A K A8 & 1% 58 4% 7
B A E B A o 243 > D2E7 VLA /3% VH CDR33 A L R &
BIE3ERTHRABRAK - Z 4 HRTHEABZRKALAREL
# 4 04 hTNFom & 3 JE B & = A A B 4 & £ & 47 - D2E7
VL CDR3Z 4 2% 5& D2E7 VH CDR3z i E1R7TH R #
BmhTNFaz B A A EEAHME e AR LA TREBZERA
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BEXALEZEMELEFT(BE o LAAMETH L A£D2E7 VL
CDR3 z 41t ES L #47 A B BERRK)ELALEBREAHNZ
6,090,3823% ) -

B 25T T AEARBEABRAE B A
BRLBALERRESCR S AR S B X2H
h e MRBALR AL ON I RESHE R T B4

AR BB EABETREARATZ1x107 s7' % & & 2 Koy
R EEEH A ANBTNFuR &

b)A & —$# 4 CDR3s& » £ & 4 SEQ ID NO: 3 a4 &
Fo AEMEL 45 -TXSR EHE— B BEHERARA
MEL1~3-4-~6~T7 -8R/XIOREHIZSERFHRABR
£ BSEQIDNO: 36 they s A & / 5

c)BA — 4 CDR3% * £ & 4SEQID NO: 4z g £ 8 &
IR AME2-3-4-5-6-~8-9-10R11EE£EHE—7F
BEBBRARXLAEME2-3-4-5-6~8-~9~10~11&/%12
REBDIZSEARTHEAKLRNK M B SEQ ID NO: 44 45 &4 B
ABF 7 -

Fid BRBERARBLEASEH»USXI0" 'R E K2
KorsB A#ATNFof2 8 - RZEZ 2% SRBILERRES
WA RIx107" s K B & 2 Korr B A S5 TNFa iR 8 -

LAH—FRE T AEARME - HEIRAE N B AN
HWBEIAERRELN B S BHMH Xz HE-
IR BAERRLESCR T BRELF — 88T 4%E
(LCVR) £ B4 — & ASEQIDNO: 3z s £ 8 /& o) & £
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Bl1-4-5-TXBAEHE—AKHERNKMASEQ ID NO:

35 th 2z A B 5 7 W CDR3% - B4 F -~ ELTHE
(HCVR) > £ B4 — &4 SEQ ID NO: 4x B A B A 7 & £

M EBE2-3-4-5-~6~8-9-10X11KA#EHE —FEHRR
& @ B SEQ ID NO: 445 # x B A 8 & 7] 49 CDR3 3% - & 1
#, » %LCVRi&E — % B4 — & 4SEQ ID NO: 52 BA®A
5] #9 CDR23% (8P D2E7 VL CDR2)H 3% HCVR# — ¥ B 4 —
4 SEQ ID NO: 6% p % 8 & %] &) CDR23% (Bf D2E7 VH
CDR2) - # % £ 4 # » 3% LCVRi& — % & & & 4 SEQ ID
| NO: 7z s £ & & % & CDR1%% (Bf D2E7 VL CDRI1) & 3%
HCVRE % & 4 SEQ ID NO: 8 iz & & & %] &9 CDRI1& (B¢
D2E7 VH CDR1)» VLZ # ZEBER BV IAH LA A
% PHARBA0AEABAAVKARBERARAE 2B &4
% 6,090,382% 2 B 1A& 1B ¥ 7 5= 2 D2E7 VL# £ A& 7| -
VHZ  EZE 8 A R AVIABA R A K% > 4 R AEDP-
SIAEABAVHAR B ZARE 2B F 4 #6,090,3825%
Z B 2AR2B¥ v 2 D2E7 VHE £ 5 5] °
B 25 —F#%pF AEARM - HHIRALES
BABRLEXRERRLE A s R AEREA S HMHHGH
2 FE - URBAERRELSHN > BRESHF — € 2SEQID
NO: 1z g A 5 % = 2 4 5] 4 & (LCVR)(®r D2E7 VL) A&

q

— @& 4 SEQ ID NO: 2z m A B A5 5 2 & 4T 4B
(HCVR)(EPD2E7 VH) - £ X & Fwpl ¥ r S aes— &
B E X E ° ¥ 4IgGl ~ 1gG2 ~ 1gG3 ~ 1gG4 ~ IgA ~ IgE -~

110931-1011228.doc -28-
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IgM#ZIgDE X B - i it b > H S E X E AIgGlE 4 45

XExIgG4ERLEXE - it B BT LA —B42E T

B o xEBELBEXEXVBHLERE - B4 HRBLLH>—
KEELERTE - HF >  HRBH 2T A (#H d)Fabh KX B
42Fvh & °

A EETRG P 0 A AN — 4R S5 TNFan 8 4
BEGYVSEMLMG XX FTE AP ZRBAE N A
RBILRERBRESR Y BRBIXERRELAE s 84 4
A 2 D2E748 M Z VLR VH CDR3%, > il i B X E R B &
CH T EAF " BALLEBOUTEAIARIHEIREAE
B A 7 9 CDR33&k #h $8 42 5T 4 @ (LCVR) : SEQ ID NO: 3 -~
SEQ ID NO: 11~ SEQ ID NO: 12 -~ SEQ ID NO: 13 - SEQ
ID NO: 14 - SEQ ID NO: 15+ SEQ ID NO: 16 - SEQ ID
NO: 17 ~ SEQ ID NO: 18~ SEQ ID NO: 19 ~ SEQ ID NO:
20 ~ SEQ ID NO: 21 » SEQ ID NO: 22 ~ SEQ ID NO: 23 -
SEQ ID NO: 24 ~ SEQ ID NO: 25& SEQ ID NO: 26; % &
A—RALLEBBUTERNARIBLELABREFIY
CDR3#i #) & 4 5T % & (HCVR) : SEQ ID NO: 4 - SEQ ID
NO: 27 ~ SEQ ID NO: 28 - SEQ ID NO: 29 ~ SEQ ID NO:
30 ~ SEQ ID NO: 31~ SEQ ID NO: 32~ SEQ ID NO: 33 -
SEQ ID NO: 34 % SEQ ID NO: 35 -

AFATHERZITINFaRB A TEE4H - £ — LT
Bly » ZTINFOR B XA BELE AR K AHABILLE 8 M
REMBGHHUE - BBl M T AFARBRABEEZE
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LoEBAtATEHEGLERHFLEZIERTRL -_BLAKR
AT > (Bl )A T S #XBKF AL - Focus on Growth
Factors 3:4-10 (1992); EP 0 154 316 ; R EP 0 401 384(%
E2z2AXHURIBAOFABARIT) B ARE
MR -_BE»TF(REMREREKRKTERESEM)BRdBIAAR
BRABEAILRBEEBITRC _BILER  ARNKEAZIRA
BB AEZR LBt RAOBRBEARTERSGMARL
—B(PEG) - wAXPHER "R _B"EHFecCH
nATA LR EE T 2EEH K GPEG 3% 4 B (CI-ClO)
REARARCL_BRFAARL 8 -

UHEABHZ R -_BLRBARBARAEI I ZETE
AU TS HE QABURBIRABREZEN - X5 8
PEGA B 2 #4 FTHERBEIR B R KAAH wPEGZRE
BE XM AMZRI_BRE ROE/SREAEAY - L&
A B WERTERED S AANCHOLTHRAEBERESR
RAERBHKMS RBIERE

R _EBIERBARLBAARBETTARGRAEZA&EY 2/
MM XRARASTH L HATNFaB M B E » L BB LK
x btz TNFain AR B R HEAR - BFAHRERART =
B EBARLE L BB B _BILRBAREBARKRF
EHBE A  RL_BLRABRARBRETERLEA - —F
AL B EAShHASER -

EABR2ZH—FHH P TNFo B R E R KETEAR
o AT URBEIBREEEHUBENREEHIRAE

110931-1011228.doc -30-
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mMIPED —HEXZEHGZANABEHE - A5t K550
ZhRBROEEBETEHFCXEBRRZIESLS  THERLBE 2
R HKEEBREZER KAAEAHFcELB(FCR)YBEK A F L E
Z 4 R E R % (4 A B 4o Canfield and Morrison (1991) J.
Exp. Med. 173:1483-1491 ; & Lund % A (1991) J. of
Immunol. 147:2657-2662) - & 1& HL 8 2 FcR%& 4 /7 7 7T %
PHRBNFREZFAZHEHLLEDE  FEEHB R
ERARARARREKRBEL @B HEM -

TREABZRAIRB XA BE > TALREEN S — 9 4
TFW A —RRFE) Bt KEAZHERLHE L
TERREEARAXTAHAEZABEADTITNFa 8 2 4742 L R &
EEHBX L EMEIF  BpeimET » KEH2
nBIARBIAE ST (2B se - RS EFLEH
EREM)HRERLBED —REBEEEY>TFER B P
— BB EEFENRABRE SRR TR A -
mBEEFH > BEAR/ATAGRAEXRABE 285 — &
TR LEFTORAFTRCERFTARBEEBRR)ELNE
a &K -

— B TAECRBEDERELIHE N L(JBER
HRARARBE)VRBEIB (o B EESERRE )R A
A BEZRBBACHLEARDBERBAIHIHAR
FARBEBEEBZELEDAEIBABILoM-BRrBEIBRET
Be A -N-7 K sA 80 B MBS )R Bl 5h 5 R B B (6l &0 & =
— ¥ A BE T MR BR ) o M F X B % M A Pierce Chemical
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Company, Rockford, IL -
TAREARAZIRABIARBN>4TECLZIATRT AR
oSkttt TEMBATHAANBHNEERAET - &
k £ B 5 f B & - # J 8A (rhodamine) » 5-— W g -1-RiE B
i -RuFarRiBMY  FIT R HEBhesE  RR
BALYEE  HEHBALYERABE MDD Z TR R BEIR
BAT A - ERTRAANBEABTALT  HbdHAmAN
RppaaERBEmAERZITRAAREEY - RelAMT > F
ﬁ&']’ﬁﬂﬂ%ﬁ#& aibheset > K@ AALRR KL
BHEBRERARTHRANZIALRBEEYD - FITHRALD T
ﬁ%ﬁ%%‘?i&’jﬁ@édaFa'i%&i?iﬂ'lﬁi%‘%ﬁééiﬁi%é
mErRLsBAEFTREAR -
ABRHIRABANBE I THE AT I @A TEALR
s RNk EokREAARIMESE  HEARARE K
ErmPhl— 3R FTLBERBILAREOBRRE
2 2DNAR B ELA AR BB L /FERREIRER X
NG UEARLBRAR S LERLBE I B IBTRE
b RBT AR ALK REEFADNAG A GHRARRK
Bhirduia il BREARHAZTLAAEAT
ﬂ%ﬁ%ﬁ%%A%i@%m’%@Mme~mmm&
Maniatis(% ) » Molecular Cloning ; A Laboratory Manual >
#Z24% » Cold Spring Harbor, N.Y., (1989), Ausubel®% A
( % )Current Protocols in Molecular Biology, Greene

Publishing Associates, (1989) & Boss% A X £ B & #| #

110931-1011228.doc -32-
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4,816,397 T Ak 2 % ¥R £ E£@DNAK % -
% % L D2E7 % £ D2E748 M = 4 # - éi’“%%%ﬁ
&ﬁ%?%@zmmH&oa%mmq%éﬁ%ﬁé%%
BRPCRZHERAEH A AL BELRERTERFF M
o AR EMRERTRERXR 24 7 42DNAF 7 4 sk 58
HPLi(L Rl w"Vbase" ANBEA B L2 5N EHE ; F
% R Kabat & A (1991) Sequences of Proteins of
Immunological Interest, % 5HR * £ B & & 8 A % R 7% &
(U.S. Department of Health and Human Services), NIH
P.ublication % 91-3242 3% : Tomlinson % A (1992)"The
Repertoire of Human Germline Vy Sequences Reveals about
Fifty Groups of Vy Segments with Different Hypervariable
Loops "J. Mol. Biol. 227:776-798 ; & Cox % A (1994)"A
Directory of Human Germ-line V;3 Segments Reveals a
Strong Bias in their Usage"Fur. J. Immunol. 24:827-836 ;
EXBZABEHUAN AT X BAHERBFEARIT) &5
¥ 4 B/ D2ETR SD2E7TH M 2 L @ X £ &4 T % E 89 DNAK
B # bR EPCRHEH ABLEA 2 VHE B 2 V3 K % &
B - Rt g¥DP31 VHAE #H 4 A 5] - A % 13 % 5
D2E7# 2 D2E748 M 2 M B 2 8 & T % E ¥y DNAK & » #
BAREPCREMABLAAVLABR I VIR %R K B - & #
W W A20 VLA A & 55l o @R R K MDP-314 A & VH
B A204 7 % VLA 5 Z PCR3I F T AN LA 3 A 2 X Bk +

rig T~ 2L HBAFFIRARE T RRAITR -
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— 8 S A B AVHRAVLE & ATHEZEFINREN
415 KA X P AT 48 7 2 D2E7TX 2 D2E74 M X B A B A 7l o
4t kBB hABAVHRVL DNAR SIS B I BRABRF A
D2E7% 2 D2E748 Ml 2 VHA VLB A B A I b R A # 5 & 4
A KA F 2ZD2E7TX ED2E748 M 2 A 5 P 2 A BARE

s 1% A BETHERALRETTLEE TR A ELRLEASR
DNAA P Z B E TR RERAMBEEREZAALFI
BD2E7TH B D2E7Tia M 2 M ABAF - LA ZAFFIZRE
Be ¥ wPCRABZREG T & RLM T A UG APCR
3 FHRBPCREM G A RE)R AL RL 2 RET H A&
7 e

— B (b BB BERREE LM A VHRVLAR)A
4% 4 % D2E7% 21 D2E748 B = VHR VLA & 69 DNAK & » Rl
BZEDNAE B THE B ZEEFEDNAKHE —FHBHFREZ
Bl TELEARBE A2 KRB AR ~Fabh KA B
HscFvA R - a3 4B REY > %H#HVLVHXDNAA
BEEUAKEENFIORBEIERTHEEETZISHA
% —%at) s —DNAB K °~ - w RAEARNZTPARERAZIN
EA KRR "EEERNEADNARAELE L R R RERE
DNAK &R %2z A8 F 7 IR3FREE -

4B VHE 2 & 5 8 DNAT # & 1% % 45 VHX DNA R % &
#&ﬁ’:\%'—%&%ééﬁ'&ﬁ:@(CHl~CH2&CH3)Z.DNA5«}%@
g A EER AR ABREZLBERLERAXAR X F I ALA
B P O 4 (4 R #l o Kabat & A (1991) Sequences of

110931-1011228.doc -34-
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Proteins of Immunological Interest #£5ik » £ B B 81 A
#8 AR % % > NIH Publication #91-3242%)0 44 U L & 2
DNAhRh B TH R EPCREXEHF - ERLBETET A
IgGl ~ I1gG2 ~ IgG3 ~ 1gG4 - IgA ~ IgE ~ IgM % IgD & &
B > E&4 AH1gGlxIgGdlE & o ¥t Fabh &£ £ 4 X

mE » %BEVHIDNAT A R EBENF —# %% E4CHIE
Z & ZDNAR F o

B/ VLE 2 & 5 8 DNAY # b 12 4% 45 VL2 DNA A % @&
BRS —hEEREXECL)ZDNAY» Fm ik % 42 £ i
AR (A RFabB & AR ) ANERXEZTEARZ FI A
sb B B F B 4 (£ R B 4w Kabat® A (1991) Sequences of
Proteins of Immunological Interest » #£5i&k » £ R1Z & & A
%2 AR 7 ¥, NIH Publication® 91-32423% )H 6 4 %L % & 2
DNAR B THOEREPCREMEF - B4 BELET AR
BEE 2k AEEER -

15 BlscFvA R » # % B VHRVLZDNAK B A % &4
WA — % ETHRMRET (6 % B KE AR A F (Gly,
Ser);) X h & * RAFVHAVLAE A T AR AB UL ELE
@ EVLRAVHE # & THMHEE FEE(L R Bird2
A (1988) Science 242:423-426 ; Huston % A (1988) Proc.
Natl. Acad. Sci. USA 85:5879-5883 ; McCafferty % A >
Nature (1990) 348:552-554) - |

BARAEAZ B AREN D > o b A2 2 %
BT R ERBERRETFLIDNAGFBAZRBE N BB Y%L

110931-1011228.doc -35-
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ARAALEBNHBEKREGEFLENAI - LALAFARETT
WEAAER " EEBARARRLERBAEARARN
2GR AELHAFINRAFTRBARIHAKRAEEFIR
MR  c EBARBRBRAARZHNAFFIRERLTARAREA
2 AABEI@BBE THRABER2ARAABRELLR
BEALARBRY  ZEFBFTHEIBABHBAEARLR
Bd BoREFFWLEERABABRNRAKRAKRAEL
2 GRS M A B RS R AR R A B R Sk R R )
ﬁ%%@ﬁA%%ﬁ%¢oﬁﬁkmmﬁﬁMMﬁ%z
BHXELFIN I ZAREABTLREFTRHEEZER
5| « B4 @ 5 > — 44 D2E7X $1 D2E748 Bl x VHAR VL& 7|

B A ERBAR T RGLAEE SN EBEACHRBELE

TEAREMEZBEZAABRETY  HAVHREKAHRER
AREBE RN XCHE RAVLA A X ZENZRBRXICL
BE - B HIEL XA BBRTHBERERBELAR
Fmp Yyt ZNER  THABLAREAANRBRPIESR
ZMER G AR AEEEN R BLEAR A KM - AIRK
TAHLAKEGMNERIERMAKTR(FRAFLARKE
8 ZMIAR) °

R ABRZS AEBLIELAARABRBEFEZEMNR
B AR AEABEEI@BREARZAGFT - WE"HEHF I

AEEHRBELAREEIBEFIMYG T > BiLT R
B EAREHNAH (Bl 5 BB EALRNK) ZFAEHF T
# ik # (#) 4 )Goeddel; Gene Expression Technology:

110931-1011228.doc -36-
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Methods in Enzymology 185, Academic Press, San Diego,
CA (1990)F - A B UL AR M ERB B OLIZEEAG F 7
ZEARBRBO R TR AN S A B E L o2 8
B MEHECRAKRKTFEUERE: - AN FALSYHE X
MRRAAIBAEAGHFIOCEEEAL D @rR E6 3K
FEEERRZIABFASG  HWEAERTRETMEZIHEGFA
/% %1 F * m B Eft K F(CMV)(# o CMVE & F/% 1t
F)~ B R FHA40(SVA0) (3 4o SVA0EL & F /3% 16 F) ~ B B
FHl B AEEIZTRNASH FAIMLPYR S BHEH - 4
- S H ARV AR R A £ L o Stinskiz A
B % ) % 5,168,062% ~ Bell$ A 2 £ B & 4] % 4,510,245%
B Schaffner® Az £ B & #] & 4,968,6153% -

PR ERARNRAG FI 29 A AL EFH 52088
THRFRINFF > Ao AGRBEE L@ ANHE L AT
(Bl B HARAB)VRTEEZRZ AR - TEZE2£202 4
FHNEZCLCEANRBIE LB (4 A6 403 4 Axel%
Az 2 B % A ¥ 4,399,216 3% - % 4,634,665 3 &R &
5,179,0173% ) - Bl T > B ¥ TEBZ R L ABRF O
EANBBLIEIT B HELGI8 B EFR TR L L2 &
MBI BAEXTEERLAROCE — A 8RR 5
(DHFR) A B (A 7 R ¥ 2 EF /%% £dhfr E £ m fo ¥ 12
B )R neok B (A » G418EE) »

ARABRRESL HOBRERN B HBERRIELHZ
AR RBBLEE T BN  HE"BL"2L88HRXER

110931-1011228.doc -37-
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BABETRANBIIRADNAE AR XREAZE T MO KE
B B FHL > #8454 DEAE-A R B EHELRAE
HUBN BELERBRAEABBEEXOBEBRNRAALATAIR
RAERA LTRSS AW RABEREARLAABBRAELR
HAHEEA DY E XN BAREYAZ@REALAKLAH
AL et REeREiFATRAaKELs BB FTHNRE
BEA S RERZHRE CRERBEABZIREZERAHNE
ML zxs5 A E 4L AR AMKEMA (Boss and Wood (1985)
Immunology Today 6:12-13) »

ARERABT AL TARNBYBREA ALY E LT R E
PR A2 A9 L(CHO% i )( & 3 dhfr-CHO % f2 - 4 & #
Urlaub and Chasin, (1980) Proc. Natl. Acad. Sci. USA
77:4216-4220 > #DHFRT ZE 2z B —RER *» fldo > &
Kaufman and Sharp (1982) Mol. Biol. 159:601-621 ¥ £
i) NSOF 378 4a B ~ COS4m s R SP24m fi - ¥ 1£ % %5 4L
BARNZ EUARARBEAGAG Y E I @BeE > LEHE
BRAEAEITOREAANERBABIDRANRAXLESLS
FPREIBEE T BN AETAERZIEERAAN G — KA
mAEA HBITRERAZEZTa&LFTEAEREELABDK -

BxmB FfTAREARERBZIIS » #wFabh &
% scFva BN A ERFIERAERTAIR
M BplmET TEEUARBAEAIRR B4R T4
(23 —FF ) DNA# $ E X mje - £ 4 DNAF KT

TRAUBKR H B NEAShTINFot JE X 84 R T 482

110931-1011228.doc -38-
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F-RBmE - L 2EDNA B R E L HEDNAS F %
BRIy FHhaesh AR ERAZRBT - s> TEHEZE L

PRBITZEARAEAZIRBAEE LB IB AL E YRR
B A HBRELR BB ARTFAZIRABELS — K&
# R ERHBRITINFaz 2 R A& 45 & # o

EARANEEERARATAIRBREARBRLE AR ey & 14
A Y HOBBSAHNIBLEHBERBENATER
2 FmARARBEANII-CHOW B - £ €4 % 5 # 2
S #mﬁiéﬁé&é«w AR &8 A XEEMPCMVELLTF
/ADMLPE & FHAH A NEH S K TFH X B @4 - £4@
ARBBNTEFDHFRAR » E A HFELCHER T k44
HEE/BEEAEBEE L 2CHO@ME - 32 A 822 2 @1 #%
BEWREARAARBRELRAEL L AR E AT REER
B-ERARES TADER W RESEEAXAAEH - 8 3
FEimig  ERHLK REBFIBALBEREEADRR
A

RAX A B TZD2ETR LB & 4 3 o & £ D2E748
MBI AERAZETLAERBTEDHESLAG
TAEBABEKRE 2B ZmRNAZ # 2 A VLA VH cDNA#®
mHEa Lo RN BE - BEAScFVERBERER & -
HHBERGEREREI T L ALERNT T 40 c BB E LT
BMAIZRAMNAEAL XA M EAEZZE A (H o Pharmacia
Recombinant Phage Antibody System > B 4% 3%£27-9400-01 ;

R Stratagene SurfZAP™ % ¥ # 23 £ 4 - B 4 3£ 240612)

110931-1011228.doc - -39-
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24 AERBANALERBERBEIREZI T HRAAAY
& 5] T 2% 3, 7 (#] 4o )Ladner ¥ A £ 4] % 5,223,409%
Kang% APCT2 B £ % WO 92/186193% Dower% APCT2
B £ % WO 91/17271% ; Winter & APCT 2 B £ # WO
92/20791% ; Markland$¥ APCT2 M £ # WO 92/156793% ;
Breitling® APCT/2 B £ % WO 93/012883% ; McCafferty %
APCTA M £ % WO 92/010473% ; Garrard¥ APCT2 K £
% WO 92/09690 3% ; Fuchs & A (1991) Bio/Technology
9:1370-1372 ; Hay % A (1992) Hum Antibod Hybridomas
3:81-85;Huse® A (1989) Science 246:1275-1281;McCafferty
% A Nature (1990) 348:552-554;Griffiths & A (1993)
EMBO J 12:725-734;Hawkins % A (1992) J Mol Biol
226:889-896:Clackson% A (1991) Nature 352:624-628;Gram
% A (1992) PNAS 89:3576-3580;Garrard % A (1991)
Bio/Technology 9:1373-1377;Hoogenboom ¥ A (1991) Nuc
Acid Res 19:4133-4137 ; &K Barbas & A (1991) PNAS
88:7978-7982F -

E—BEFTRB P AN EEHINNFoR A &R N REIK
Bk ik R ¥ Bz AL 0 & &1 A Hoogenboom#%¥ A
PCTA B £ % WO 93/062135 F AL Z R K XK RT
i A HhINFo R A B RPN AKREREFHIAHR
hTNF o 82 (4] 4« MAK 195 % £ 358 A ECACC 87 050801
BAB)AEZEHININFOR A BAMELFRZIARELR
B A c bk F kPR IR E K4 A 4o McCafferty
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¥ AN PCT2 M £ % WO 92/010473%% -~ McCafferty % A -
Nature (1990) 348:552-554 & Griffiths% A » (1993) EMBO
J 12:725-734 % fr il B # 3t # B 2 scFvE - scFvii 8 B &
% A £48 ABTNFatk & L R & 47 4 & -

— B EEMBABEVLAVHLE & B EIT"RAREE"
AB(EFHERARH Y HEHEZLVLAVHAE &A
hTNFo# &) B &2 VL/VHH @4 - B 4 > A & —
& HhTNFad &2 Ao ) R/RBE R H$hTNFad 4 2 1) &
R EH o BMAVL/VHH 2 VLEVHE BT £ 8807 X &K
i&ﬁ@ﬁﬁ#%ﬁﬁ%%ﬁﬁﬁ%z%%m%@%%%

Bz B FHEER *‘é’sﬁifi&VH&/gsLVLzCDkz.ﬁm
RE - FRIRFPARABTHEA S 3 82 VH CDR3 % VL
CDR3Z # 2 PCR3| F# 4 #H ¥ VHAVLE fm & & * 3% % 3|
TEeHRAODEZETERRRALIERLAO AT EME"H X
##m#AFPCREYM%BBVHRAVLA K PR EEHERC
# & ANVHA /% VL CDR3% o T & %k # & B » & 4 hTNFa
2% 2B BB EY 2 VHAVLAE & & 7T & EFE BT H P
hTNFo &M=z RPN RBERERENHFF -

BELLRKEBOZREHE LS B AHE P 2 HhTNFa
HBXIE THEBHELEFLIRBOLESR 2R HE (4

BEBARBRARA)D R LA R EEADNAK K R ER
NEWERRABRBRY - FAR A THBEE - FBHERE
UG8 A AZ LA B X (F o2 8RN %S % 3
BREEZXZHRIILZEAREECBRGOBE) Ul kit — % ¥l
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sk AEAREa S EESCERMYRZEAABRA  H#
EERL R 2DNAZAANTFLARBBEIEIAFRAAHDE X
m BE o

S hTNFoRE A @R P I ABRRERREFTHZIARR
B ey kRN 2R E A ¥6,000,3823% ~ % 6,258,5623%
B %6,509,015% ¢ » £ AN AHHFXFARITF -

3 TNFodp &) # 7 T 5 INFa 4 & & ° #l w KA & %
(Enbrel®, Amgen ; # it » WO 91/03553 & WO 09/406476
o %%%L‘A%’lﬂé@ﬁi‘iﬁf}\$i?) £ B — F % B
$ , 3% TNFo # % # % & &4 TNF & & % & (r-TBP-
I)(Serono) ° |
1. #&Y $HEHMHGRXRZER

ALARELACHY S BERMBEXI T X RO H

4, 4 5] o TNFodi # 2 TNFoadp 3| Bl R R Z E A R & &
PR E Rz 2 E o A% AR R K TNFadp # & 6 &
Eaa SRR E X2y E o B % TNFak
ABTINFo L% 2 EAABSKRE - £ — TR T > %
TNFaip ) # % M & & 8 4 > 75 #% 4% HUMIRA® % D2E7 * F
x#—FHEA A LI RILE NS ZTNFo 5 & &
EEeaR S HEHME XOAR £ L & B £ TNFoaidp % &l & %
e S BERMB XZHHBH T IE -

HE"SEMME R "BESAELELREZIARERHME AR
T RZBERX O BER - BRXIER -

W AXPHERZIME"ZEAYSELME XA IR

e
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AEMEXIHMELERBEZISELME X -

ARNRB-HERRBUSEHHMEXZI I R b
A 3% 8 6,35 5] oo TNFa i 82 2 TNFop 4] #) o K 2% 00 JF 42 4
— P ARG ZEENS X BRI ERIAHLR
BEWH T A o TXRHmbf 2 B TNFail 8 % £ £ &
HedrRANEeRRGBAESERMH £ F %k -

ABARB - BARLRTINFat B E&D 3 EMHHEH X
ZABAFTE  BRLAIBRZERNOERNETLRAELMG &
@ﬁ@&%@&%%%ﬁ°$%ﬁ€’%ﬁ%z%%&%
B >MEAMTSS)TA RN EZHRFEBRNE&Y 2 H5MHHH
R2z#E  mTSSHETANRBETEEZE&Y S HEHME X
ZHEEDH e

$h ¥ % 15 (Sharp score) A & F 24k & M & & % ¥ 3
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ERHFEAKBEART ARG AR £ B bl
Sustained and Controlled Release Drug Delivery Systems,
Robinson# » Dekker, Inc., New York, 1978 -

TNFofi BT T U OEZTE LB ETa & RAR
HHARE  HEEZALBFRLENRSRB N AH A
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s BREmA RO SBERAEYZLERRTAEARBYER
A EESES00OME L HAKBRIRATAA L ALPBER
TAMM  FOLBIEMOREERAEAZIRABTX
ETFTHFAGE - £—FHpBl T AFEAZTNFa B Ed
EadiarsBkt HPB-—EIEFELERARY RE
L nz EAATNFoRMZ B AENIKRE - @cH AR
HELAT R ELBRINB RSB IRBREARHMZIT AT
B A WO 02/072636F » MERI A FAFART -
£ — Tk B ¥ 0 4% i »PCT/IB03/04502 % £ B ¥ 3% & #
10/222140 5 ¥ 2 4 S BILR B R A2 ARB AR AL
BABRZ LRI 2B HEY S HEHEMES X -

EEETRH T ABAZRHE  RAIS LR
TNFafp %) 8 T O JRZ % > Gl A HEHEHFEH R TREKT
’?:ﬁzﬁi@"lfﬂa‘&”0*74b/\#h((“’5%)&i%ﬁkfn)ﬁ

TEANBRAKAABBREESRKH  REBHANES
Z AT  HPHUOBRLSEBZERT > THAS AR A
R HEANBLTATHRKE -~ o s - 0obe - BE -
EE Bk BE O BErRAEHNRABUHHAER -
A aR e REzSIHABRBELREAZILLESY » £
EUBLEREABIHEERLA D RBLEHHARA -

ABH2BEaSYTARE"CAAXBE"R"BAYA
HBE " HATAZIRBRAENRY - "ERA KB T "H
EABELRARHAMEZZ2HMAMTHERMEERE
EAHKZE o B WS REWTNFadp 3 26 &
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AFHRBETREZLDEABIANL - $8  HINRBERK
BB HALTNFar# B A B RN A ERE
ZHRAMB EMELL - EREXBEFAELTERA ZEHK
ABBHRHE LB XELELTNFoalr # B 228 F & %
FEXRRZE "B AKBE LELBMNE LAY NAE
E2BREAMTHERMEEARLERAEARKXZE -BE ' &
REBRELAERIBRIFHABBRIANREERZIBRFHY
BEHEANZRE  BLABRBAAB ELLEE AT E
N e

TRAGELEINAUARBRATOAMERE(H &8 % K
AHRE) BRelmET > THAEMBAALE > THSFHX
EToHB ERAEXEBAT T E 6B KIUE T &L H R
PREMEE A RLAFAANARFERFABKBERBEY — 2
HMEERMANFLEHRAAY - D AXTPHERZBEER
XN GEEBEANFELERIFAL G L REZEMLREY
TREHEM L ERMCALHERNARMERERBEL
FMEERBMROBARZENH TR ILSY - AEAZHEEM
BAZRABRBOIRATRELAERATHE ¢ (a)F KL
HZEHBERRFERZIBEERIBABHAR > R(D)AR
BZEHRACEDANERERIBA MR BT PZEER
# e

E—FTRHGY  AEARB-—HREEFHYSEHRLE G
ROWEBEREFTE RO TELBLIEREHRAERS

Z#w ABERBE ZTNFa¥p & & - £ —F % 6] ¥ » 3% TNFa
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#p %) B & 4L TNFodi 88 /T 38 K £ 40 o % TNFodp #] &l 2 ¥ 3l
ETAEELRIEHAAXBNE - £E—FTHRH 7 0 #20
mg ~ 40 mgx 80 mg¥ & ¥ &H T & K B R (F M 4FD2ET)R
E L L BERETEIAEMWPIATREZIEER
Ems e HA - RLBFXTAREGEBBHERHBEY S
MM H XA - S MENERPFEFL0/1636575
b o B RTEABZIT S ERALBEFT AN T A RS RE &
HEaD 2 HEEME XL - FSHRAENPCTY FE R
PCT/US05/012007% ¥ -
BEE  BEATHARABLIARBAIRRENR®E
b - #— S RBAHNEEHIZIKREmH T > BREBR
TERBEARERASOY/ BT AL E E B SR A
%é#%/’i%%%ﬁi’i’ﬂiiiqaﬁﬁ#%thzm%é@Eéﬁéﬁ'ri
B ARELRMHBAEIRZIAEODHBERTH - TREE
3 ABAMNEREBEEESEHME XX T L A A
mzAEMRERBEHRE -
ABBANFAHENANZAERERAZHTNFR B B EE
AR S EMMT X IEHERBREabhRER  ELARH
Z —F P HE RO LW R X TNFaty & & ~
SES L RBZE_RE Ao HRANRERNEREHY
L HEMH XZAERA - RERAERA T HE o f7(H
o 8 & FIRAMTH (#l ko £ F 0B R F28B)HE R F & & &
TNFodp #1 # R /R EI G R BB AEZXRAF AN G R -
ABRAZ R —BHAHENSH LS TNFoi B A & &
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ELTHXZIBEZIBLASGDRLEOLLERANEREER

—

REBFHHMPRAXLIEYRBEZ I TERSZERBZ -3
HEE2uohEr - REF > HEAOLASESHRTNFai
RS BEBANSEBREBAY S ERLMG R EYHRE
LTHE2BRANME-—BRELLY - BEBEFARN
SEESMULERERY S EHPE AW A LRS-

SHERE LT A% TNFadp % & LT # £ 12 & % (£ #
ERXRESEMAAEAREBAXTHEZIBE - &
HEBERXZAAINSTOERERE — & B (AT H
H)RB G — BB (o AXTAE)ZAEZRA - FHHE XL

]

i

EY
71

P
% i

>

1% 2 % — % 8

B. 5 7 /& A& A/

A TNFo#p # B 2256 B B a8 6% E - K48 A K&
BRBLHRERAEAARIGHRB B ERBEEY SR
MR Fh Ak BRASGMOULLREERAZHMLHG
R2ZE 28  BBRERALSYNFTOLLATHBERS X
FoBE kT2 BE_ERALEMOBLADESE
BHARG  AAEBEMRSELABERE - EE - %2
BREHER - -£—FRBA T %E BB THEARANER R
A e SEMHME X EF TR P RE = &P
TRV REREZ) —HAGWFEABENG R 2 HEZHD
tHEMMHp XMz RrEAMBMZIER - £33 —FkH ¥
SRS EBBAN SRR S ELMS X BB EE -

ABRBATHALBERBRYSBERNG L2 % L as
B R
5
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¥R _ BB THEIEMREMHERRHNEELLY

M R AP Bz E—RRETEBSEFAR

HBEELAYBRE  BEALSYTTLLE=ZA4-HHE

E3 4o EFYHE=Z=(REw )b HEBERFAER

B E AR AF A

@ N EEMATRAMET > AXTHEZXRE
MAHEABRELZL TR ZERBAFRIARDER S

A

FTREZZRBFZE-RF = s B = RBEE
& — 5 B R S R A Sl % NN =
¥ = BB R EA SR BT R Bk AE c REH R —RRF
—EB TR/ B = RBE BB T A LA REEE
Z A RZHB/HE -

AXVYHREZFEREBEEZ A THRERAIEZR AL
THLCERERERELARBIRWMBEEREBER - KX A
M2 F 2 RE B MW FTrRERIERNSASETTRDE
EBEAAREH AL B bz A ERGRE ) B
BBHZAEEER Relmt > —REBHNZFHINEAT
S huabhzs —EBHF BRAFEIZHEE HEE
2R RN BAELALER WM ZHISXMBEIBE ~ &
RAESMASEBIRBAKHEIAHRBA)XBIILS
mA Y -

WAEEHRILSO A THABLAS Y - EXFEFTRAEA T -
AHHAZRBIRABR A - RS EBANGRREDY S
BEMHMH XZ2RIIEEBLEARR/ LKA - R2H M

(-]
9

-
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T AR A ZHhINFaR # -~ R B 3 » % & 46 TNFaip 4l
AR EELE M E M IR E (o dHE
MR FRE b mBERas FIRB) — RSB K
%> THEMTNFoX B (£ A6 wwPCTAMH £ % W0 94/06476
WIR/HK — R % ## #IhTNFok & 3% 75 1 2 16 8 % 3] (% &
WwPCT2AMEZEWO 93/19751 5 P Al 2 B -3 K 47 &
MIXABRR/XELRA - b —REFBERBFHZHRE R
HWATNFa#r #| H TA RE R HERN L2 L L% B @b
TR ZEAECBREIAANETHAERBEHLE AL E
B BB XAEHEE —BRZRBEXTESEMERHHH
A X ¥ AT 2 ] 4o TNFadi 3 & £ L R & & 3 4 2 TNFa
¥ BT RBRIIERBASCER RSB S BERN G
Ko m o R EWAAE R B AR AR E Y
(DMARD) %, JF %5 B 8 41 % X % 4 (NSAID) & #8 B 8 % £ 4£

T4 - DMARDZ 8 # T H AR AT - R AKX H
(leflunomide) ~ ¥ B ¥ =& - JE & B 4 (parenteral gold) -

AR 42 (oral gold) & #p £ #% @t %€ (sulfasalazine) -

W T 8 4] 4o TNFodu 88 % £ L R & & 3 % 2 TNFo#p 4] #
BeERAAGREEA S HMEME X o kR B M EE S E R
LR (R BRAD)RT B @ FHRE BERE XEY
(NSAID) : 4= At #% % 49 #] L % % % # (CSAID) ; CDP-
571/BAY-10-3356( A /& 1t 4L TNFa 4t ¢ ; Celltech/Bayer) ;

cA2/ % # & B 4 (# 4 4L TNFa 3L # ; Centocor) ; 75
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KdTNFR-IgG/ & #F @ % (75 kD TNF% R -IgGa 4 & &
Immunex ; £ B %] o Arthritis & Rheumatism (1994) # 37
& > $295; J. Invest. Med. (1996) % 44% - 235A): 55
kdTNF-IgG (55 kD TNF % # -1gGa 4 % & : Hoffmann-
LaRoche) ; IDEC-CE9.1/SB 210396(3k i 4 & & # 1t 4L CD4
4L 8 ; IDEC/SmithKline ; % R 4| ko Arthritis & Rheumatism
(1995) # 38% - S185) : DAB 486-1L-2 % /5% DAB 389-IL-
2(IL-2 & 4 % &  Seragen ; % R # ko Arthritis &
Rheumatism (1993) % 36#% > 1223); 4t Tac( A & 4t 3 IL-
2Ra ; Protein Design Labs/Roche) ; IL-4(3L 3 X M %= fg 3
4+ ; DNAX/Schering) ; IL-10(SCH 52000 ; % & IL-10 > =
% % M fm b % &  DNAX/Schering) ; IL-4 ~ IL-10 & /% IL-
442 % Bl () o 42 BB 3B IL-IRAIL-1% & 4 4 #
Synergen/Amgen) ; FI A & & & (anakinra)(Kineret®/Amgen) ;
TNF-bp/s-TNF(<T & M TNF & & & & | % B 5] 40 Arthritis &
Rheumatism (1996) % 39% - % 9# (3% #1) » S284 ; Amer.
J. Physiol. - Heart and Circulatory Physiology (1995) #
268 % » %37-42F ) R973401(IV R &} 8 — &5 85 3¢ #| &
% B, 5] o Arthritis & Rheumatism (1996) # 39% - % 92
(3% Fl ) S282) ; MK-966(COX-24# # # : % R #l &
Arthritis & Rheumatism (1996) % 39% - £Z9H (¥ 7)) -
S81) : 4 # a7 % & (lloprost)( % R #l %o Arthritis &
Rheumatism (1996) #39% » B9 Fl) > S82): F K%
o ; i x B B (thalidomide)( % R # % Arthritis &
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Rheumatism (1996) #39% > H9ZHOGE 7 )+ S282)& £ 7 3
ERiBMzEN(H 4 BB AL (Celgen)) s RAKHFULE X
B ot Bo % F W % B % R # ko Arthritis & Rheumatism
(1996) % 39% » # 9# (3% 7 ) » S131 ; Inflammation
Research (1996) % 45 % > % 103-107 B ) s # # o &
(tranexamic acid)(f % & B F bz ¥ # # . % R #] %
Arthritis & Rheumatism (1996) % 39% » % 988 (3% ) »
S284) ; T-614(# fa 3 & ¥ % & : % R ) o Arthritis &
Rheumatism (1996) #39% » 9 7)+ S282); # 7 &
+ E1(% B %) v Arthritis & Rheumatism (1996) % 39% > %
O (¥ 71) > S282); & R i & (Tenidap)(JF#H B BE 4L 4% X %
M % B 5l 4o Arthritis & Rheumatism (1996) %39% » %9
#7 (3% 71 ) > S280) ; # # 4 (Naproxen)(Jk %5 B 88 #1 % X #
M 4% B 1] 4o Neuro Report (1996) # 7% » % 1209-1213
B): 28 % & (Meloxicam)(JF BB BRE X&) A &
%4 (Ibuprofen)( Jk #& B2 L B X ﬁ %) 5 B ¥ E

b

(Piroxicam)( JF %2 B & # 4 X # 4 ) . #% & #
(Diclofenac)( JF %8 E] 8 L % X # 4 ) ;. =5 =% £ ¥
(Indomethacin)(JE 38 Bl BR 4 % X Z 4 ) # R 2 (£ &
5] 4o Arthritis & Rheumatism (1996) % 39% » % 9# (3%
F]) > S281) ; &i ok °Z & (Azathioprine)( £ B 4] 4o Arthritis &
Rheumatism (1996)% 39% + % 9# (3% ) » S281) ; ICE# 4|
B (BN & F -1 1L 85 X 3¢ 4 &) 5 zap-TOR /R lck#p 4] &
(B B B % B8 zap-703k Ickx 3¢ 4| %) 5 VEGF4p % # & /%
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VEGF-R#p#l # (TN Ata A kB FRetT RN et
ERFLBz48 AT LERZIWHB) KEHEE
FH kB4 () 2o SB203580) ; TNF-#&& 1t & ¥ %) # © 4 IL-
1240 8 - RIL-184 8 5 N & F-11(5 R 4l o Arthritis &
Rheumatism (1996) % 39% - £ 94 (% F1 ) S296): /v & % -
13(% B 4] 40 Arthritis & Rheumatism (1996) % 39% » %9
(3% F) > S308);: & F-174 4 & (£ & 4] ko Arthritis &
Rheumatism (1996) % 39 4% » % 9# (3% ) > S120)

(gold) 5 & 1;"?& B2 (penicillamine) ; & & (chloroquine) ; X T
& % 3+ (chlorambucil) ; # 1t & % (hydroxychloroquine) ; &
i B & (cyclosporine) ; 3% %i & B (cyclophosphamide) ; &
# B BB 4 (total lymphoid irradiation) ; 4% 4 A% 4= JE 3K &
G $#iCD44i # s CD5-% % ) S U RLAZHKABREE
a8 ; B E %A =4 (lobenzarit disodium) ; % fe B & A & B
(CRA)HP228 & HP466(Houghten Pharmaceuticals, Inc.)
ICAM-1 R £ &1 4K & 8% 85 & % A & # 8 (ISIS 2302; Isis
Pharmaceuticals, Inc.) ; T /& ¥ # % % £ 1(TP10 : T Cell
Sciences, Inc.) ; # & # (prednisone) ; B + % &
(orgotein) ; B B B A ERE —F Ko R E
(minocycline) ; JWIL2RIL B - B F R W EE (L A E D #E
FRE R B 4 R ) 2o DeLuca® A(1995) Rheum. Dis. Clin.
North Am. 21:759-777) ; 4 # % (auranofin) ; X & T &
B 5 ¥ £ B % & (meclofenamic acid) 5 # & & (flufenamic
acid) ; # M W £ KK & & ; & 9 i@ (zileuton) ; FT % 3 F
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(azaribine) ; f# & &8 (mycophenolic acid)(RS-61443) ; 4 %,
¥ 3) (tacrolimus)(FK-506) ; & & ¥ 3] (sirolimus)(& M & &
(rapamycin)) ; £ % 3 # (amiprilose)( & # % T (therafectin)) ;
AR A (cladribine)(2- R+ AR ) FTHR K2 Kk F
2, R AR AGB - - FERLERRZEBHT A LR
TNFoii 8 X TNFo #l Al e 6 R AR b REZ A 5 HFHH
R F MR R I RARBAEER -

f—FHmH P B INFORLBRXEREL AT » 2
TNFofp #] B 8 A T X & A 2 —F @A %8 %GR BERER
i3 E§ B X ¢ KDRZ /4o F # & # (ABT-123) ~ Tie-2Z /) &%
FAp B FREES D ERE D EAM KL B (celecoxib) ; #
B MBI 2 BIAE H (rofecoxib) s KA E/ L ; #
HE B RAKSE D BREA KM F H (valdecoxib) s ¥
Amub® ) FRRE G AKES . 2BER BBRTAER
f& 5 B 3B R & 2 4 (gold sodium thiomalate) 5 ] #f IT 4k
(aspirin) ; &R =4 °% »& | d# % & 1% (triamcinolone acetonide) ;

Rz

R

% & A 4, % (propxyphene napsylate)/apap ; # B B (3

8\4’-

B ) s X T % B (nabumetone) ; %4 & 7 8 (diclofenac) ; =t B
B K E B (etodolac) s R S EHM . RH% . BEER
# B (oxycodone hcl) | = /& & B & 7 &) (hydrocodone
bitartrate)/apap ; # £ 4 & 49 /K & A7 % 8% (misoprostol) ;
AR (fentanyl) s ARG R ¥ ABREQ . BB G 5%

# K #5 BE 85 (salsalate) ; 4% #k B (sulindac) ; & & B £ /fal
wop B LERREKE C Me BMEA G BRRAR FHBS
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& ; B & # % + B (lidocaine hydrochloride) ;: 3| =% % F
(indomethacin) ; BB A B K/RF £ KRB F 0 BHM
% wh % #k (amitriptyline hcl) ;s BB E % ; BB LA M/ &
B X By ; B8 A& 4 £ (olopatadine hel) 5 K & A7 7 8 © %
it o4 49 ; B £ 4% (omeprazole) ; 1 By B 85 ;5 3E B 88 B
#) % % B4 5 IL-1 TRAP; MRA ; CTLA4-IG ; IL-18 BP ;
ABT-874 ; ABT-325(4#. IL 18) ; 4 IL 15 ; BIRB-796 ; SCIO-
469 ; VX-702 ; AMG-548 ; VX-740 ; & #. 3] 4% (Roflumilast) ;
IC-485 ; CDC-801; & % |k % 4 (mesopram) - £ 5 — & %
Bl > AHFEAXLTINFoR B EXNERRE AN ERBABRAE
M6 X 2 BBz —Fabk LK AETNFoE M X% E

£ —F b ¥ Bl INFORBIAERBEESAH 2
TNFo#p # # 2 A R4 B A BB KE & L EE KEHEH
T HREHEMBAER TRHAREELER KEXERE
) & ) & 3% £ 7 & & (mesalamine) ~ & B & ~ Fiok R4 - B
£ 2 o4& (mercaptopurine) ~ 3% #| H £ 41 - A 3 £ 1& (budesonide) ~
Hp fL A b ~ F % R BE T — Bk 44 (methylprednisolone sod succ) -
¥ T 9% ¢ (diphenoxylate)/ 5 B T #& && (atrop sulf) ~ 2 Bf =& ik
T B (loperamide hydrochloride) ~ ¥ B o4 ~ B £ &
i B BB (KB5) B A E (ciprofloxacin)/ & & #-K -~ = B

% B & 7T &) /apap © B B w 3% % (tetracycline hydrochloride) -

gl

4% # (fluocinonide) -~ ¥ #§ = o¢ (metronidazole) ~ &} #f

Fh

(thimerosal)/#8 & -~ 7§ A& Bk (cholestyramine)/ & # ~ B &

N

e
&y & - B8 X 4L F % (hyoscyamine sulfate) - B8 B 4 /R

ek
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&£ (meperidine hydrochloride) -~ & & =k i¥ o4 4 (midazolam
hydrochloride) ~ 2 & & £ &7/ 8 it X & ~ B & & & 4
(promethazine hydrochloride) ~ %} B 48 -~ # B ¥ & o
(sulfamethoxazole)/ ¥ & ¥ € (trimethoprim) ~ £ #] # & -
. ¥ & 3 (polycarbophil) ~ % 2% & & 4 3¢ (propoxyphene
napsylate) ~ & 4t T &5 # (hydrocortisone) ~ % # %4 4 £ #| -
e # # (balsalazide) = 44 -~ & # < #4 B (codeine
phosphate)/apap ~ 2 B # R % 4 (colesevelam hcl) - & £ 4
B £ - g_f-t;gg ~ A A A7 2 (levofloxacin) ~ FE L -~ A &
#k & i (natalizumab) & F 4§ & -vy -

- FTHH P > Gl TNFOoR B XA R B LS H 5 2
TNFa¥p #l B @ F A R &R FHMEG H X% AS2 % 7
N i LI N A THh o RBERERXEY
(NSAID) » & # Celebrex® - Vioxx® & Bextra®2 COX 2# #|
B B 3% 45 & & (etoricoxib) o # 2 & ik T F A A5 B B B
R BYRBEEREXEHELSRITER -

E-—FHRB T > Bl TNFoR B REREBE L L H 2
TNFa¥r # B BB R B AL Z AN L EABEAMRSE®

BoARAE HAFE  RHAG - BELE - WA
g BEM RS HA RS ST RWRE
R~ R EER KA LR

E—FHB P > flo TNFait B X ERBE LA H 2
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TNFodp & Bl 2 S 6 B B A AR AR ERF A BERNEG

T AL BRERWHFEABEMS R ZIERZIEAS
m@ﬁ?%#%:m%&%:%#%%:%ﬂi&:%
B s MR AR s R LA RAKHS S BMETAREE
%%%?m&wm%%:ﬁ%&;%é@:ﬁw%m%m
(betamethasone) = A Bk 85 » # A F B 5 FHER% » ¥ B

B(RE) RSB BRFH; —F BHE RBRBE R

A F 3 B AN m%%mmwmmn:%&%&:%ém:?
R  F T A @ 464 0T (tolmetin) &y 5 5508 = B
(calcipotriene) ; 3B 7 & % - & R 3 8 5 &M /K & A7 71 8

mﬁ}

=}

ﬂ%%:ﬁ&%%%:mﬁ%%&@m:ﬁﬁm:ﬁz&
& B /apap 5 A & 3 ; # E B 8 4 (risedronate sodium) ;
B 9E 9% ; EL B " o (thioguanine) ; X 3 & & Bk R A
(alefacept) & 3% ik #] &4 ¥ 47 (efalizumab) -
A—Fwp ¥ Bl TNFeR B RERRESH T X
TNFa#p | B B B & EHEE - 24 FDAMYD R AP X
oREARLTRE AL LBRBARNERF AR - LI K
# B 2ZTNFol BB L T & Bz —H a6 KRA L s B S R
B : KDR=Z /9 F 3 % # (ABT-123) » Tie-2Z /» & F # #!
B - 458 = BE - R 4% 4 & (clobetasol)® BL &5 ~ W & R 4E -
& 4% 4 % (halobetasol) & B & - 4 % & /T (tazarotene) »

Brooh v A ERK - BALEEKRR - HBE - AE

PAS

(fluocinolone) ~ 4 # A 1t 4 (acetonide) ~ [T d 7T (acitretin) ~
# % & (tar shampoo) ~ K EE R4 X i ~ E Z DR KB
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(mometasone furoate) -~ & g = -~ % ¥ § F (pramoxine)/ £
28R~ R AT H R - A B A A #E (flurandrenolide)
B E kR R R A BB emoll s A K F A
(fluticasone) & B & -~ KT ¥ f#% % (azithromycin) -~ & 1t T &
B~ RS F - X B - A & (desonide) ~ M A b - — B
Bk # & B 4~ (diflorasone diacetate) ~ &K A8 & & - 3 B 28 (X
B ) ~ 3L B -~ ¥ A 7 A (methoxsalen) -~ hc/bismuth
subgal/znox/resor - B & ‘F AR CBEBREB S BRE B - K
¥ B ~ 4 %8 % 1& (halcinonide) ~ # #k (anthralin) ~ %7 X 8 &
W ¥ FE (clocorfolone pivalate) ~ R B 4 ~ K &£ /K5

F

KB /KRGE/E - & £ K # (desoximetasone) »
(diazepam) ~ B & & -~ w £ ¥ &) (pimecrolimus)/@ & # -
s B2/ JE B - w4 b /R Bk /3 B 45 (na lact) ~ BB b /0t
£~ o H/ T O RBERE - BEFRE - KBE® - BY
% B /= % /) & (tribromsalan) ~ Zi A K /M8 ~ £ H &£ &/ ~
RHSER B AEH  BEABAER - LLED - wi
¥ 35 -~ PUVA - UVBR # & 4 & o

Blidm INFoR B A AR R E A HF B - LHEIN > R
H4TNFa¥p 4] 8l THA X b 2R A ERAREERER
E e B MT o KAEAZHRE - LB E S RXHE 4 TNFalyp
w B B PUVAR k@46 - PUVAB M F A F(P)E A L4 % 3
SAREBEREZRAFSIBH(UVAZE S - KBERA 2
B~ B HE 4 TNFa#p 4 # 5 5T 1ot £ ¥ 3) &
e A —FHRB T ABRHZRBEARSEL LR £
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PSR AL i asRA - A —FRHT > LA
¥ ATNFap s Bl A TR EAR/ARLAFT AT HRA -
A B —FHBF  AEHZITNFoigH B XE > TFFTHE
ERBEUREBEFERB -

Tmm@Tmmnﬁ&ﬁwU?a 3 o X TNFop 4| & @
LU LB EBERE TR EZIRELERBAOFRFAETHE
2 UVARUVB & & - TR TNFadp # # @4 % A 2 £ 4
JEMRH T H LFEHRIL-12KRIL-184 % & > aF A -

THE-RLRRZERB(EHI AL as)R LR
TNFoaii B X E R B &5 »2TNFaip 4l Bl abRBEEE
Eaai s anmMe XxxmHg o TNFoRB R ERRE
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MEEARZIBES A BB ELER -  TNFa B & £ LR
ARSI FTHCLPHEARBESHEHMH XRZXKRE
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ABEAE AT EERMAEEE— S ME - BFRYF
HREPHIAIAALEIR ZTHREALICHAZIEHNFTHFE
AR EUI AT XBFARITF -
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BITRTHRLUFATNFw 51 & » £ B8 % 2 A TNF
RBFMERARERLCEREH S BEHEME XX hH - 4T
RAAFIEMERER AW ESA PEEZREPsAZ & 4
FHEEHEYVSEHMSG X AN IS ERORXRHRBER S
BRTE AKX -

HANSAIDBR 2 A B XL EAFTEERETHPARRE
PIERMBRRDENIKRG MG )X R F & & & 17248
ZEHMARALEBEMN AR - RETF BEELMTX)E R (R/
FIRF R BERECIMI%R AN FRI%HE & & % [BSA)H
BESR - -REAANENIERMSRAANERIKH M
iz AAREOLEHNSAIDBE 2 IR ASRE ~ 4 &
BALRFEANENISR - BB EEHUATRLE #
ARTINFBZ - AEMHBATI2ER R EEA LB - F X
6B A REbE PR ER - AEHMBLATIERNRY 4
RBEFTDEBBRERARMNBA2ERN LT LB ZERAB
W& o

EEEWR —B(cow)EEM A THFMTiERKEHRIO mgh &
BB B 248 - % R24BRB 2 B H 3 00 AT B A AR 2 A
KOLE)YM % » EvAmA S A ER —_BEFTELRE
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MG LEFEPAY B A ZHREFTHE AR HAEKE
B A o mTSSHE G B M A B®KRE S MMO-192)BEE& S
4 (0-378)a & @ B & » o B la¥ A~ o W& A PsAR M
B R 4 Epl ko EEE - ANLHA A FZImTSSH R
éﬁPsA#ﬁBﬂz&%ﬁﬂ@ﬂﬁ%%h\ﬁlﬁiﬁﬁ?%la/ilb“l’
KA LBEEREFAOEUATRE HMEBRARMHEGH
b & R B HAE%K%FZ@&ﬁiﬁm% BRoo 3R R
1A RS R E24EBB A 234 c FRE2HKESE - F24B R
FABHEB R XL F 4 o
7?'JFﬁ%%ﬁﬁi&’\#ﬁu‘%%#k&%ﬁﬁ”Hz g (5
@%%&%~%é&%m~%%%ﬁﬁm%ﬁ%ﬁz%%
BS50/7T5B P HBILRETHHNSRAFTRRBRL FZ R
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%248 5 ¥ &
XBpmF248B
SHMEAERTANE RABEABIN A BEHETRE
ABB HH o Z AT HBF FA48AB R (KT FH & /N #H50%8 H
$) BBITRTRBESHN  2REHMEHERIALNEF R
RO % BEMEAERMBLHEALCANERMELHEKE
hEATHRME S H -

A A0 % RERAREREFUA P EE KR EPsA—
HALAEHF X ZHBEFEETEREHRRN=ISL THE
N=162 ; F 34 {4 +SD) : 4 # 49.0+11.8 % : PsA ¥ & & R
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1.0£0.6 ; mTSS 20.8+40.9; S1%R A K4 F gk op o 4
302968 BAEELRRE24BR M XS % 0 B2654 & F
WA FA8E BHXH K -

WAHAEFTHRE SR UMEABERLGAZEEM
+T & ¥ 2438 2z ACR20 - ACR50 % ACR70 R f& & PASI50 -
PASI7TSRPASIOOR R B F AN X B H - £ %248 2 ACRR
PASIR BB F~H AT RIR2F (AT A & Rp<0.001 & & #
MriERER):
%1 ACRR /E @ & #%

ACR20 ACR50 ACR70

2 &’ B (N=162) 15 6 1
BT i K B 4L (N=151) 57 39 23
A2 PASIR FE @ & #%

PASIS50 PASI75 PASI90

2 B B (N=69) 12 1 0
FTiE K B 41 (N=69) 75 59 42
AEXEARRKQIA)ERE T > FMiEKE R EFHFmTSSHK

BBEV N RAHEE2mTSSHE A (mTSSF 34 2 ¢ 4 -0.2
# 1.0 p<0.001 » ANCOVAS &) - A ABEHE T #H ¥4
Bt ENE - B2EFmTISSHrA oM » A &xWAHEL
RRBLEBHEEMRL  A24B LB BRFTE DY UNITE
ARERGBZELZEHBEE N - sHEZEE G L H248
FEHOTFTHSAEAMRBBE PRSI EE 2 EHXHE
BREHMBE(LFRAI) AR M224B L R BRE T
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mTSS#¥ A (ANO0SEM)Z EX YU ZRBERZEL A
UFTEREREGBZEZHHIE -
E3 BB BEERBEE BT R

2 & B FTiE KR E4R
N=152 N=144
n(%) n(%)
sh A A IR 8(5.3%) 27(18.8%)
sy AR g 100(65.8%) 104(72.2%)
S R o A 3 e 44(28.9%) 13(9.0%)

p<0.0014¢ A CMHR X & & & # /T & R £ i

* BHILE AR ARXMNOSEMmTSSH 4

EAUMEAERARERERZIIRAE X MH H N IRE
1 9B 8 % F o 1 (p<0.0014 A ANACOVA R & )3 ¥ K 2
G EE LR - A F248 By EZIEL(BEREL)
HRNZRBEERTAHAORHENMELREREE M T A
0.0(p<0.001, ANCOVA% &) RM & B E 5 4 %1t(4
A 2P RHEBEF M TAHOARH N ERERE
@ T A-0.2(p<0.001, ANCOVA%¥ &) -

BITRARED EEFBRLIEREIHBARAAATHZ
HEMBRFH B EN M R ARDIPZ F# E 8 E
B F P R ADIPE /T — o4 E B AT A DIPH & & 47
Fopi e amBESW PHARERITBAEHN -

AUFMERERARHBB R IIREIBMARESTHRL
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AHEBEIMIXYE RN AT EBEEL£2E - HPRAKEYD
MIXZ 85 M s FHELEME - HAE—BRAZELH A
HPRFERER(=68)8 AR 21-0.1%m #»n %A B (n=74)

AR % 10.9(p<0.0014 A ANACOVA% &) - #x ALK
MTXZ $EBTHMNPMERERL(=76)8 AL EZLI1-03m
#HWNEHE B (n=78)8 & 4% % 1 1.2(p<0.0014 A ANACOVA
¥%)  B3aR3bBETFTHARFHFEAMIXZ £ KR #F 2mTSS
MEBRT>HIHE -

BB R A BRBRER - HRAALFMERERESF F A F248
BENZABREMTSSE )47 45 2 F48B (£ LB 4) -
RHEBEERABZ EE LA B BB EREER I HKH
BIBERER - RIERFT AR HHﬁiPsA#ar}ﬁz##f“iﬁﬁ wE - A
PsAMZE&RZLATHERBETINLRI? - A AL R 5@z
FMABRRBELRE  A24BHRPHMAE -2 FTRABRE
¥R
#4 HBPsAAl 2 B RZ A TIHERX

4 3 & F (N=313)n(%)

B &% R 38(12.1%)
S EFHER 60(19.2%)
xR & M 49(15.7%)
4 % 18 9(2.9%)

MR B X 247(78.9%)
wARE B R 140(44.7%)
EFEBRLK 224(71.6%)
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A mAFMREMERERBE LA RFA LN
S BiEt 4B RKRHAUMFERAERIPHAHLR
ERBEREAX LARAHMHYTEELSZIEZFTERA
MEABRFAE—BEZIHREEIHLFT WERERERT
AN RABZEERE AUFMERAERERIELT £
4B MBI VEBRBERAO I ERKFTLIF - &
z  WHHERAMERERETEATEE R EEMHPsA
2 EEFPHERAEABHEAYSEHMGRXRARAFTRERRER
E1HF UL E -
M¥EY

B BRI EF R AR A EEERA T A RBREILR
XA ZABFRAZIHBEETROGFSHEY - LFEHEYD
EROENUTEIHFEAN LB Y - BFATHEFTHAIIA
2 AELEXH - FHNARL2HZEHNFHFEHR ZH UG
Ay Xt AR T o |

[BXHERA]

laZk IbEE T & H S LMK 2EmTSS)E (B la) R &
PsAta M 2 7 & 4 % 48 & £ (8 1b) - |

Bl 7 2B LMBRSEMTSS)Z EH oA & HE -
SEHAAGLAEUBLIHAHEHIBATIRAIARE
%248 2 %16 -

B 3a& 3B M A T B b (mt)(B3a) R F KA T B4
o0 (mtx)(B3b)X £ F2mTSSH EHR - H JHHBH -
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% 095117300 S & A P F £
P X A5 & %R0l £ 12 A)

(%)

120> TNFoIIEIA SR S 2RI R 2 Fisk

<130> BBI-224CPPC

N <140> 095117300
<141> 2006-0516

<150> 60/681,645
<151> 2005-05-16

<160> 37

<170> FastSEQ for Windows Version 4.0

<210> 1
<211> 107
<212> PRT
<213>AI}$§U
<220> N
<223> p2e7 EREET[ R
<400> 1
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Arg Asn Tyr
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Ala Ala Ser Thr Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 _ 70 75 80
Glu Asp Val Ala Thr Tyr Tyr Cys Gln Arg Tyr Asn Arg Ala Pro Tyr
85 90 95
- Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 " 105
<210> 2
<211> 121
. <212> PRT
<213> ATFF5)
<220>
<223> D2ETEREA[EE
<400> 2
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asp Asp Tyr
20 25 30
Ala Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Ala Ile Thr Trp Asn Ser Gly His Ile Asp Tyr ARla Asp Ser Val
50 55 60
Glu Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
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B~ PXEAFE:

ABEARE L RSPV SIEEMG XTI X HasR
ATNFoR B R E N B LEAH S - AEAFHE —FAR
TNFol B R ERBRESH > ABRAEY S HEMEMB XX

T E

N HAXBAR/E

The invention describes methods of treating erosive polyarthritis comprising
administering a TNFa antibody, or antigen-binding portion thereof. The invention also
describes a method for testing the efficacy of a TNFa antibody, or antigen-binding
portion thereof, for the treatment of erosive polyarthritis.
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l.

Aol 571 01 %
o B K (102 2 A)

1054 A BAE(R)IER
PHEAEER -
— B BZABRTNFoR B X AR ARESF -2 A R
EGRANPHLEBREREARBAE S E MM EHE X (erosive
polyarthritis) x A B B A Z &4 > XY ZRBRRER
B Oy EAS4AHCDRIKZ 84 T 4% E(LCVR) »
CDR3# 6 4SEQ ID NO: 3z ABEAF S » RAME] ~
45 THBREBE —ABEBERKARXLEMELI3~4-6-
T~-8R/IRIRBLIEZESEARTHREBRRAXZHE 44 8 SEQ ID
NO: 3z s A8 A % -~ &4SEQID NO: 5= & % & )?«ﬁw;
¢, 4 SEQ ID NO: 7z B X 8 & 3| #9 CDR1

CDR2# ~ &
% A

4 CDR3%, 2z & 4 T # & (HCVR) » % CDR3 % &
SEQIDNO: 4z se A8 5% » RAME2~3~4~5~6"
89~ 10RIIREE -~ ABBERAKRAME23>~ 4>
568910 11A/H12RELI1ESER T EHELABRRA
z % 4 8 SEQ ID NO: 4z sz X 8 & % -~ & 4 SEQ ID NO:
62 Rt Sk 8 A 7] ¢ CDR23K ~ R & 4 SEQ ID NO: 8z & &
8 A 7| &) CDRI1#, -
Wi REIzA%  HEPZAHETNFa X LR & 4
Fntht BB -
HERBAIZAR A PHEABRTNFoRBAELRRE L S
Foas—E2aTE¥E(LCVR) 8T E2E a2 SEQ
DNO: 1z ABAS A—E4T % EHCVR) &
MTHELASEQIDNO: 22 A B A 5 -

N
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4, WwHEARIZAR RPUABRTNFeR B A LR AL S
3 4 A M iE K £ 48 (adalimumab) -

5. WwH KXEIFEA4PE—BAZAR  H P ZBHHARE—
Rz eBEFAKH -

6. WmF KFEIEZ4PE—F2RE APz EABEALYF
TNFoaZH A F T XA IE °

7. i KBE62Z AL HPHTNFad M AR T X R EHRSE
BEa4 EABREME X BAMFERXAYSHEAHEAAN
Ml & X 4 A 2B o

8. wH KFE6xzAK HPHTNFaZHAAETZIREAHF
BB s R

9. W KHF1E4FE—BZAR Ry ZEHt—Fasd
5 A A - o

0. bk K HO2 A it » RPHANBGEAAS T B4
(methotrexate) o

1. —#FMEARAERZIAR  EAAREHERANERR &AL
$HMMHE X2 BREasbyh APTasbhhAhmiE—
R2zBBEHFXKA -

12. mE KBFIZAR EvZadb eI XM
AER -
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