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I BEICEAT HIER

1. FRARORE

A7) X< TL, KE LY b2 7 4L (B Janssen Biotech, Inc.) I CiElnF
FAMAZ FAIC X o> THRFE S=Pte b TNF (LR a &/ 7 a—FL
R TH %,

W, TNFa lZfEEMIEOSL LS| &L 23 matEN - Th b i sni v
D, F D% O T, RIEDIEESCHMIE T 70 EOEMIEEH T 5914 N A
YTHDHIEBHLNE R ST FRICRIEIZR LT, TNFa IZ NF-k B % O#5
BRTHFEICH XFE, IL (f o2 —aAF%y) -1, 6, 8EDORIEMEYA F
NA L DREA, HDHVTIL-1, 6 ZAKROREIALZFHEST L 2, ZD2d, TNFa
IIRIEMEY A A Ry NU—7 O Eiita X7 2R+ THDH Y Z Lo
5, T EMET D BAI OGRS AR HR S Tz,

A7V FU~7%, ~ 7 A e b TNFa ik a2k s v k- IgG, OF
g 5720, B b TNFa lZx L THRERIVICHE A L, Al TNFa O 4 #E
PEa2hRT 5 &L I, AR TNFa 282 CDC (AR AR
) B DHWIEADCC (FUREA MG E) I L v EET L2 &, RO ITZEH
RICHE S Uiz TNFa 2S5 Z L2k W TNFa OfEfZILET S L &2
BTV D,

(1) &R Y v~ F HBE TIEREIBEE L 0 TNFa 7S KEIZEA S, RIEM
TR, VEREEARE, AR AR OTEME LR Bl X 0, RFTRIESCICE - Bl
B LTS ZEDRBENTWD Y, 1992 4F X Y st s\ W CRIET Y
v~ TN 2 BRI RRER O B Af S A, SER ORI, BRI R O Ik, &
TRHSHERE 5 O UCERN R D R S AV 72 AW T HBEAF D DMARD X° A
bbbt — MO U CIRB AR 720881 ) U~ FEEELZ R 1996
ENBIRRZATO, ARAMERRD b2 Z &6, 2003 42 7 A IZJEAT71)
ALV v~TFDORhEE « DRI ONWTHERB I NI,

B U U~ Tkt 2K To Eifitk, % < OEFD 3mg/kg O 8 HH IR
BHAZRNT D H 0D, — I RA T RES & 72 D BEDRFET
HZENRHLMNE IS T2, 3mglkg DHERF GIF & 10mg/kg £ TOHY
RO A NI K OV VE 2 i3~ 5 B AR Rk 2 520 L 72, & OFE R, B
ARNBEIZBT &5 8O &K O 5RO /mHE OB SR SN,
FYHMERBRICIS W T, (B OMENEEOR Ik IZBb 2205 bk
BINTZ LD, 2009 F 7 HICEEY v~F oMk - HEEES) &
OhHE « WD —TREHR KGR S iz,

etk B Y v~TFOBEExGE L, 7,889 Flof AR, 1,557
31 0> R Ak R R A AT (R 65 R L2 35 U 2 JRYSIE 25 O BIE A O 8 BLIR I
OHE & HREORRED 23250 L, 2011 4F 12 H ICHEKHFLESE 14 556 2 1H
F3EADOBNETOVTIUCHREY LW EOFEERENSG L, %)

_6_



RE « RN THE - HENIKRFHO LBV AL T2 WEBEH I
7o, I B A B OFHFERRTRIL, 2009 4 7 HORE - AR (EES) KO
BB« DWR O — B H KGRI ITFZY Le

(2) B b SREIBEROET IV Th HERIE i B s L o E% (EAU)
TlE, # OHEFECIZ TNFa FEAREDOEWRE G L TnD Z LY, i TNFa
PUARDS EAU ORIEZEIIHIT 5 Z & ORFE STV D, 70, ITEPED 5
YRR E AT HEBHE T, IEREES & 5 PR BE I~ HER D TNFa
PEARENTLHE L TV D Z ERHE SR TS 7,

1999 N HMEES & DR Z L) N—F = v MNiBRE Z XI5 L LIiaBk
ZERME L, ARMERRD SN EnD, 2007 4 1 AICBEFRR TR
Fo37_R—F = v MFIC K 2 EHAMERLS £ O R ORNEE - B OKR
JEAE SR X 2T T,

(3) Wi B E CIIEEOAEE R L OUiE+ O TNFa BERN EH L Tns 2
&8 EHICHE T E LR RO RBIEENE L OBEMES RSN TE
0 IBRNFIZ S T TNFa 2335 Z ERmEIN TS Y, £7, B
FEE P AR £ C IV, B SRR M OV R &R A O TNFa JREEHS E
AT D T EHE I TS 100D VSN C IS R R M OB B M Rz
(2% 2 R S S fite S O AMEDERE S, BEICRGE ST\ b,
AFRIZISNT b, FEIED D FAE O W R (S5 MR, BIEE I v, 2
S M HEARE, HOREMERL ROIE) & )T E21T 2006 E0 SIEBR 21TV, A FATE2 R
O Z ED, 2010 4 1 AIZEASEE L0 REOIEE - ZhEIZH>W»
TARINT,

(4) FRELMHER B I, IiEH O TNFa BERE < 2, (LGRS Tl &
NIRRT BRI I TNFa NEEH L TG B2 L8R
e S22 &0, TNFa 1XBfIV U~ F OIEERIZHIT H%EF & Rk
DFEN 2 FREMEFHER OMIGRAFHIR THH - TS Z R I T
2 AN TIE IGEIWE 2453 2 TRIEMEEHER 1T 6T 2 BRI 23 FEhi S,
TOHEHMENHERINTZZ L6, REMEFTHER OIREN AR I TV D,
AFRIZIBNT S, IHEMEZ A3 2 FREMEFHER 2 X512 2006 0> HIRER
ATV, HHMERHERR S22 Enb, 2010 4 4 AIZEASEE L 0 EE
PEFHER DZRhEE - HRIZHOWTERB I N,

(5) 7 o — R BE O[T TNFa & &R BIGEMESFEIR LT\ b 2 & s
SN A ENnD, 1991 FFE L VMW T Y B — 2RIk D
RARBR AR S 2 O FAMEDSHER S T2 AT BT 25 £ DS
2> O EEDOTREWE 7 1 — iR 2 5B 1996 0 HIRBRZ 1TV, 2D
BHHAMNRD b Z L5, 2002 4 1 AIZEASEE L 0 A&
M, [\AE 5 HICHTES N, £72, 2007 4F 11 HIISHERFRIE D BER R
BN S ki 503380 HvT=, 2011 4F 8 HIiZiX, 5mg/kg @ 8 IR
TEIZBW TR RN L72HE D, 10mgkg ~DHEENRD Hil-,

(6) BN KGR B CIRMIEF TNFa OV IL-6 28 EF-L TRV, JWrEN L
FETLHEHIZENODERTTHZ ENHESNTND U109 F 7 BEHE

g



KIGHRTT VEW) (F > #8128V C, §T TNFa FUERNRIEMEY A~ B A
Y OREARIEEEIIHIT D Z LIS E 0, BORIEEZIZ Dz 2 L AHRE
SNTNDL 1T 26D &b BB RIBROFREIZIE, 7 72—
DA LRI TNFa SEE 2 HZE 25 T D Z EXRBEIN TN D,
WAL ClL, BEAFIRIR CRVR AR+ 72 VE B E R BB & X T BRI AR 3
Fehifi K, FOAAMERHER SN Z D 2005 4 9 KR I AT
Do RIIZHBNT b, BEAFIRIE TR AR5 7 1B IE RG24 & 41T 2006
ENBIEREITOD, ARERED SN2 L h, 2010 4 6 HIZEALGME)
B X0 BIBIERIGR OREE - DIRICOVTER I NI,

F 7o, WA TIE, 1998 FEITKIE, 1999 4EICHE, 7T A, KA Y 7g EORM
15 » EICER W THAGR S, BIFE TIH A 106 » [EH THER STV 5 (2011 4 8
ABE),

2. SR DAREFEN - WEIFMEMN

(1) ARG OHLE » TNFa £/ 7 v —F AHUKEAITH 5,

(2) B Y v~ F
1) BF ORBIFEEICIS Ul 5 &, B 5 MRORINNARETH 5,

2) BEAFIRIE CROIREA 0 70 B L C, 3mglkg BEHRED 54 B OF
HMEF T 78.8% CThHh o 7=, 4RIEHG 1D 10mg/kg [ZH & LTI
90.4% & AEICHENENTE O i,

3) BB OREE AR O BL LR FRD BTz,

4) F IRBERE O UCED R RO S BN T — ),

* : EULAR t¢#H:4E (Good + Moderate response)

(3) X—F = v MEIZ X D EIEMHEREELS & FEK
PEAFIRH CRIRAR 72" —F = v MEIZ K 2 BEHAMERIRS & 5 IR EHE
2B\, IRFEIEDRAD, ) OHERFARTRD B iz,

(4) WzfiE (S MERCRE, BOEGEMERCRE, IIE YRR, FoRp MR EE)

1) R FFRERIZ @ PASI A a7 diER A2 /R L, &5 10 itk E Tz ons-
RN 66 W * 12720 Fie L7z,

2) INEZRE D BCEED B BTz,

3) BAFAE K 2 i L, BEARE O HE R 4 il L 7=,

% BB D 62 BB E TRE L,

(5) TREMETHER
BEAAIRHR CROIR A5 2R E MR HER B 1T T, SRR A, RIS
B O IFIZN IR, FTENR D SGEN R, B AHERE OSBRI LT,

(6) 7 v —F
1)@ CDAL S EA R L, 10 £ TICE LN 54 HIZH7= 0

Pt L7=,

2) hARIKIHIEBN K95 10mg/kg $5- 8 % O+ (CDAIS0 A~ 1 b

) 1 69.7%, FEARIL 39.4% ThH -7,
g



3) AT rA NOJEBEMERIRBD b,
4) B 5 10 % X v IBDQ ck#FE L, 54 HIZH- D @A a7 &R L=,
5) B M ETEIE A R T BT,
6) M 2 PHEH 3 2 W AR D3GR O BTz,

(7) BB KGR
1) #5- 8 %123 1T 2 BaAER BN R RO BT,
2) I E REIETR I R DT BTz,
3)IBDQ SEZ R NGRSO BTz,

(8) EINTHEN S N=REET Y v~F, 7 u—F, X—F = v MREIC X DEENME
HENEESS & 5 JB%, REMRE, TRIELIEFFHEDS M OB R 2% & 2 Lok GBIRE £ T
R R R C, AR G- S 4172 1,004 FilH, BWER 2N S v7- D1 876 14l
(87.3%) Toh -7,
BIET U v~ TF & xtg b U= KGR O RS 12 B8\ T, e Ve <t
£ 7,522 Bl 1,850 1] (24.6%) \IZBITEH S #HAA S vz,
7ok, ERZEIWEM & U CRYYE, #5#%, 72 infusion reaction, iR
B, M MENG S, TR RERR, B3 A EUE, BT dsDNA HUR DL 2 £ 5
Jo— 7 ARRIEERE, B MEEENHRE ST\ D,
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1. R34

(1) ¥4 :
L X 7 — RAEFER 100
(2) %4 :
REMICADE for 1.V. Infusion100

(3) BFRDHE :
REMI- (remedy : %), ~CADE (aid : %) ICH3k

2. — g4

(1) & (& H%) -
A7) X v~7 (BT Z) (JAN)

(2) & (M%) :
infliximab(genetical recombination) (JAN, INN)

(3) AT L :
T/ 7 et —NPR(F A F8) - -mab (-ximab)

3. BEXITRER
b b IgG, EH k& O TNFa Fr i 7e~ v A B A H 3 5E /) /7 a—F
NHUAT, 1,328 HO T 2 BRI O D E Y

ﬁj\%ft : @%fﬂ (0102SH1587N2790337S6)
Eﬁé (CZZOSH3411N5850682816)
Ly 1 %) 149,000

5. {L%# 4 (f4iE)
< ZHit b TNFa &/ 7 0 —F LHRO /I ZFEE L O | 1gG, & fEls
H7ebt M~ AX ARG N TNFa &/ 7 a—FAhilkaE a— 4547
/L5 DNA OEANICEY, ~ 0 AFHEMRCEASND 214 DT X/ BR%
55 (CLo9H1567N 5700457, 1 47T 23438.67) DS 2 43 & 450 fHDO T 3/ k%



55 (Cag03H 3411 Nsss046s2516 © 77 15 49516.25) D FEEH 2 73 L 0 AL S v 5 b &~
YR Gy K9 149,000)

6. [EA%, 54, BE, E5ES
B8R %5 : TA-650

7. CAS &&=
170277-31-3



. A3 I 5EE

1. MELEZHIMTE

(1) 5487 -t

HE(D, 7 O 8 0 K VL A A DR
(2) FBHEM -

BARRAR

(3) ImIE
A% L7g0

(4) R (DR R, B, BER
A L7

(5) BRIE A AR 20 -
L LR

(6) SEIRE -

RSN

(7) Z DD E 1 RIEE -
pH:6.9~175

2 EMHH ORBEHTIH T DREN
AR L

3. AR DHERAERE
o " EYRHGE

4. BRI DEEE
YRAN AT O T 2 V5 (280nm (235 1) 2 B VB IR 4 I )



IV. 2&IIZB8d HIEH

1. Flfz

2. HH O

(1) FR DR A, g RO -

PRI RS R IR, BRTES K TR L, AR R PR TR

LTHWLERFITH 5,
B c 1A TP A 7 ) Fo~7 (BB FE# ) 100mg 25 FH
ERAR

PRIR - A OB (BRAS 7 — %)

(2) BBREARBED pH, (ZBEL, #E, LE, REL pH 8%

iR pH 1 6.9 ~ 7.5 (B - /K)

(3) EHFDRBHORKLGIRDEERVIELSE :

L

(1) B GEERST) DEE -

1A TAHRA 7 ) v~ T (Ea - z) 100mg &6

(2) &y
(L 3=h i : 500mg
AUV L_— | 80 : 0.5mg

VU= KFEFT MY T LA—KFY) : 2.2mg
U UBKFEZT NI 7 A TKY : 6.1mg
ZoMmoOTMY & LT pH WS 2 EHT 5

AKFNL, ~ 7 A EREE A SR Z DTG SN D, v A X —k AN
PRI T VR IRIMIE &, F 7o, BE TRICBW T Biliks s LTy v
O [ Mo ON i R SR e 53 (B IR 2 ) R MR F Rl 5 (1T 7 v
TV REME, VAR T e T A, TR T AT 2 ) B L TD
Do

(3) EMEDRE :

(4

~

AR L

ATBRBADHEBRUERE
RO

(5) T D

EER L



3. EHAIDRARE

BEAE  ARNTHRER L 35 2 &, BiR% 3 R INICERGRGET5 2 L)
IR ETY )RS THER L%, 21-G HDHWVITE HITH
WEREZ HWT, 1350 74720 10mL O H FEH /K (H
ﬁéﬁﬁ*ﬁ%ﬁﬁw%%ﬁ’&A#é:&ﬁ%@%ﬁ@&%
R TRWAAL TIUIERA LRI &)
« XA TV E AR SRS HEROONTIEME L, IR 1T 5 SR E
THZ L, FIREANRETIBZENWNH AT, L THLL
Rod, BRIV IEE Vw2 L))
- BERF 2O T, WG OMER & LT, BN L EREAK DI AR
Z L TCHRY, HER0 b EEROWRL 25T 2 L 03D 573, Tl
AT, (B, B, T OMORE ZFRO T b O L
RN kL)
- R DRI O FERRIFII T DR N2 &)
FmRAE $%@¢Eéﬁ@Tﬁ%bﬁ%%i%ﬂZ%mL@ﬁ%i@ﬁﬁ&
RS 5 Z L, (7 RUBEESRE &0 B RAEBEEIR U O
Wi%wﬁw &) BIRAPRERIR CART 5 BR 1T, TR 2 iR
WZHEA L BFOBE G FNIITOY 2 & HmREDA 7 ) o~ TR
FEIE, 0.4 ~4mg/mL 352 &,

BAEA FLADOIREICHT DR
Y E R L



5. HAIDZBEMTICEITIRE.

BRI (A2l BAEIE | IRAEIAR R
e R
AT 5C LT e B L
KT RBRIT 3 T
IR AT (ks
. ), & 7 AR T
A R 2
e 30°C m%%éf” 946 5 A |FE ORI R
g ) BT LR
BT, LR
A L
R BRI Z B R
I AR BT
(BiFsAY), & 7= vtk
S R o A A T L oz 1R (BRI 722
WET ) 45T (1) L s ) o0 T
e BT LT
FTERRER 75, {00 BRI 135
7L,
2 Eé&ﬁU%*T M A7 | 120 Hlx + h BApie L
S ST (B E) 200W + h/m? >

WS, TV (BED  MADH T AN, T TLE L, TAIFY v S TRERDE L2 D,
k LikBRIE B Mk, IAMERE, pH, ZE8iE kb, SIRERER, /Ky, KL T-RER, AAMEmck 78R, & &
k2 GRBRIE B ¢ VEIK, VEAREER], AETEE L, SRS R, R TR, RIATERCRL 1R, &

REM

AH 2 RS FHZKIC THaiE L 72 (10mg/mL) £, A B CAIR L IR O % €
PEIZIRD E B Y ThHoTz,

IR (LY EE S TRAFIETE PR A7 2914 (SRS
4mg/mL
iR (5,77 7 AR 24 W[ EibZe L
0.4mg/mL

FRBRIEH « pH, BTG IELL, MUEERRER, Ri7-AlBR, N IaPERohI 778k, & &

7. HF L DEEZE L (MBI FEZEL)
5% 7 N B TR L, 24 BRRIRAE L7 DWW T R B S IKE 21T -
TR, BEEEEDLDOEEZ LD/ FRRD LI,
HiERN A A RO A A DAFAE T TRV DB 2 T Al

8. EMENHBE
B L



9. WA DEMMS DHERHAERE
o " EYRHGE

10. RAIFDEMLS DEE!
YRS AT O I 7E 1 (280nm (351 5 2R VLR S 2 ) 7E)

11. A
M LN

12 B AT HRIREMED & 2 KW
3% B Ok -

13 AR LEENDELRRICEAT H1EH
MERR L

14. T DAt
%HE R L



V. amkICBY HIEB

1. SEERIIHR

BEAARIR TR 43 72 FRoR R
BIET U O~ F (B oM RGO 1 2 5 i)
N—F = v MEIC X 2 BIGVEEES £ O Bk

S5 MERCHE, BAENE M RORE, IR e R, RoRE MR BOE

SR IE MR HESS
WDONF DR Z TR 7 10— 5% D IRIE M ONER R E (BETATR R TR
+ 7 G EITIRD)

HAERE )N D B OTRBEINC & 5 B3

SNEZ A5 B

HEFAE > B BUE OTEISME R 2 D16 IR (BB TR+ 725512 RD)

<%hEE - DRICEET BERLDFE>
<PV v~F >
1) WBEDIRFICBW T, FEAT oA REEFIRIER KO OPLY 7~ FIK (X

th

2) KFNL T 27 b (B Z) OOFHIZAT DN &, [THEERIER

<AN_N—F = v MFIZE D ERMEREES & 9 Fg >

WEDOIBEIZEB W T, hoEEE (7 1 2R Y 5 L@ R IBE 21T
ST, RITEK T 258 5072 BRIER DR DG B ICABI O 552179 Z &,
< H A >

ATo Th, BB BNEAEEED 10%LL LICHFEET 2854, b LR &
5, BIRTEIR IR A BT 25 A AR OB G 21TH Z &,
<BREMEFHESR >

W E ORI BN T, O 3EWFRIE GERA T 1 A FHEHURAERISE) % OwE ) 72
AT - Ch, TRIZERK T 2 8] D MR ERIRIEIR 7% 5 5 5 1A R o 5
1TH 2 &,

<rzua—2fHE>

W EDIFRIZ I T, SRFIRIE, M OIEMIFRIE (5-7 X 7 3 U FOVERRAI, 27
A R, 7HFATY E)EOMEMYIIEEEZIT-> TH, BRIZERT AP 5
DR EERIEIR N DG BICAR OB G 21TH Z &,

bb L — MFE A ) BRI L B RIER A 1T o T b, RIS
T BB NSRS TR D B OB G EAT) 2L F i, A b B LFY
— MUAICARE ERET B L DY XY - KT 1 bEYWLE E
TR 5 2 & AR K BT, SE L TR D 14 BEPICE S |
D2 EBHERSNTND, 14 ALNIZEL DRBELNRVEAER, 1
BB IIRO BN & 1T > T b AEANE DNARVEAICIE, BAEOIANHE |
E Ok AL EICEET 5 2 L,

HITER | DI 13) 2 ]



ks, SUARHERFEE 5 IR L (TR A B LA BT = &L R AR E |
DI, 20, 6 & B LT b AIRARSD HIAVEAICI, & D ICRE |
B AT o COARB RS B Y, OWmIREE EET 52 L, |
| <WBME I > g
B BEOTRRICIS O C, O FHRIE (-7 X/ Y FOLRBRAL A7 A K, 7
T AT Y ) ORI E T 5 T b, BRICEET 58] 50 R ERIE |
IRV D S AICARI OB G- 21T 5 2 & BRI RITHER S TRz
| o, B AT ARFIORERER: 50 LEE 2 RS L, L OTHRIE A~ DB |
E%%Eiézko |

__________________________________________________________________________________

<S>

[ZhEE « ZhR ) DI W T, [BEFIRIE TR A0 7 FRiEA ) & ) sl

HY, N6 E LT S 72D BARIICEHE LT,

(B U v~ F]

1) B Y v~ FIZB WL, mEDIRIEICE W T, IEAT 1 A RYEFIRIEH &

UMby v~F I (A b UFH— MNUFI A ETe) I L 507k %
ToTh, ERICERT 280 5 R EEHRIEIR N E D BB ICAR O 55247 9
ZEoER THYE - HENICRE LZEY, A s — MHIEHT 5
EMRETHD, AN ML XY — NBICAKE ERETHEDY R
7« R 4w Ml Le BTS2 &,
K| 3mglkg & WAl 5%, 14 EUUNIZ &L DRI FRO b Wigs, £
72, AA 3mglkg TRIRA A5 AT RANES U7 EGNT 5 L, &, 355
FE DR Z1T > THIEDRD B0 oA, 18R & AK 2 B 54
T, MMDOIREIEEBET H 2 &,

2) 77 AR A RIS S HE S 7 AR R BRBR IS B\ T, R A G e bt TNF Y
FleT B2 N GRIE TR 2) OOF AL Z 50 7o B BT, 2RO TR
WRENTE ST, TNF A OREHREZ T BEREL D b IEYYE &K OVE
EREYYEDRBLRNE NS ORENH D720, 73227 N (BlsT
FAHAZ) IXPFH L7e 2 &y

[X—F = v MFE]

N—F =y MEICE D BEAMERILS &5 ERICB O T, BEORIRICENT,

L DOFEMPRE (7 v AR Y 5F) FEOHME) R IGREZIT> T, IKBICERT 5

B 5 23 R BRRIEIR DR D G A AR OB 52175 2 &,

[ ]

HLEIZ B\ T, BEAF O 25 ik CEAMMETLE 2 &) F O Bl /e 15 217 - C

b, FIZDMAREED 10%2L EICFET 23546, b L IXEHEM O 2, BEIE

WIEZ B/ T 25RO 552175 Z &,

(5 EPER HESR]

SREMERHER IO T, BEORIBICE W T, o RE GEAT v A Rk

PURIERE) S DY) 2B 51T - T, SBISER 2 B & ) 2R B R IER 3 7%

LGEICARKNOEG %2175 2 L,



[7 v — 5]

70— RIZE W T, B EOIRRICB W T, thoEYiE (-7 2 /% U F v
FRETRR, AT A R, THF A7V U5 SOMURIERETo Th, HAICHE
K195 B 5 DR BRRIEIR R D B A AR O 52175 2 &,
FARMERFE 5 21T O AL, BAR L TOTHEBE S AORBEBIZ L 2B 51T 9
e,

Fo, AKFNE WA %, 28, 6 EEE L THLHRNPEO LRRNEAI
1, & BT 5 21T > T ORI RN RWETREMD & 5 O T, DR IE %
THZ L,

V& B R 22 ]

EBVERIBRICBW T, BEOBFICB O MoRYEEG-T 2 /U F
WEERRIE), AT A R, 7THFA 7V %) SOMURIERET-> T, IRAICHE
K192 B & 2R BRI IR N D G B ICARI OB 55217 5 2 &, FfRHER DRI
MR SN TR0, BB AT I ARH Ok G- OBV 2 st L, thod
BRIE~OUEZ 2 BB+ D2 &,

2. BERUHE

<BEiV v~F >

W, ARE 1kg %720 3mg 7 1 BOF G 8 & UAaEET 5, P& 5%
238, 6 HICE L, % 8 HE ORI TEG21T5 Z &, 28, 6 DKL
DUt , hARA 43 AT A E5 L 72355121, & 5- B &0 G- Mg o 5
HEDNATRE Cdd D, ZAL D DI G- B O E0H 5-[IFR O B 1 LB FERIITAT 5, 1
[BIORE 1kg 24720 OFH-EO LRI, 8 EMOMNE CHIUL 10mg, £ 5]
b 2 5 L 72356 ChivL 6mg &5, £, O G MR 4 B & T
D ARENE, A B hLdY— NUANC L AIBFICHEH L THWS Z &,
<AR—F = v MEIZ L D EEMERBS &9 Bk >

WE, RE 1kg 4720 bmg % 1 [BIOFK G5 L LAHEEET 5, 9E#% 5%,
238, 6 WIZHEG L, LItk S HE OB TR G- 2179 Z &,

< HZfE >

W, AE 1kg %720 bmg & 1 BOF G- & & UaEHEET 5, P& 5%,
238, 6HIZHEE L, Uitk 8 MO CELG- 2175 2 &,

< BRIEVEFHES >

W, RE 1kg %4720 bmg % 1 [BIO#FK 5L LA ET 5, 00#% 54,
23, 6 IZHEE L, L% 6 ~ 8 HHOMBETHREEZITH Z &,
<rua— >

W RHE 1kg H720 bmg & 1 H OG- & LAEHET 2, AE#& 5%,
238, 6 HICE L, % 8 MO TREZ1TY Z &, 728, 6 DKL
LIt%, ZhBEs L= 3Ba02id, (A E 1kg 2472V 10mg % 1 o5& L 45
ZEMBTED,



EIBFER 2 >
iﬁ?Wﬁﬂgﬁkn5mg%1@@&5%&Lﬁﬁﬁ&?&&@@&5%,
23, 6 WITHG L, LIk S MM THREEITY 2 &,

RE, AR ERICE, 1.2 370U TFOAT I T 4V E =LA v
TAVT AN —FBLTEETDHZ L,

<SRt >

[Baf Y v~ F]

BIE U v~ F x4 2RFIE, 0, 2, 6 MBI UENLIKIC S MR T, 1
FM 7= IRE 1kg 4720 3mg 25535 Z ERFRANZ /2> TV D, TIPS
F o3RG SN IRNGE AR E DT LI GAIT, &5 RO &0k 5]
WEOEMENRETH D, 7272 L, 1 RIDO-KE 1kg 24720 OFEED FIRIE 8
R CTHNIE 10mg/kg, #% 5B % B L7-541 émgkg Th 5, F72, #
HREfROEMT 4 BMETTH 5,

BAETY v~ T2\ T, A b b LS ¥— hERAFIOFH RO B ARK O FH 2338
LN TWLOTUTPHTLZE A N MLFH— F%ﬁ@ﬁm»%ﬁof
AR O EOFEREICIMZ, A b~ L3 — MK O MEH EoERE 0T
RAHiT o2&,

AENL, T 12370l FOA T T 0T 4N E—FHWNieA T A7
U NVE =B L TCHERT A L, B, HGHREFEOEREIZHOW T, L. 24t
(FEH EoFEES) O 14. 8 LR OEAZFREOFEEOHEZRTH 2 &,

<R%- AEICEETIERLOEE> |
1) VAR B O R v 5
AH 1A T AT20 10mL D R IR CHAiES 5, BEOREDD |
PR U 7o BRI R A K0 250mL o AR AR BRI AR L, oS
#l, RS L IHRA L2 &, (T Lo 0B ) |
2) #5571k 5
RFNLISE LI T A AT K, 2 BERIBL b 2 200 CHERIC AT |
T2 L, (NEA EOEE OEBR] i
8) A I R L — MURIOGEH (B Y v~ F) |
[P R OB DBRBRRBRIC L 0, A b b L — MUK ORGSR |
VRAMEDHR SN TV 2, EIRERRBICHT 5 A b~ L3 — M) |
OPFAEE, 6mgBLLETH Y, A b b LF P — MPHREOARAN 6
BURDFEAENL, A b b L% — RGN L 1 o 7o, 725, B |
Vo~FBEICBITDLA N ML — MNFILSOH Y v~ FHKHEHO
A HVEIRESL LTV R0,

4) BEET Y U~ FIZB W P, 208, 6 &S E Tl 10mg/kg S~ DH R
BEIITDRNT b, E i, BRI L 0 RISEORBUEE N & F 22
B DT80, EYUEDORBUITH0EET 5 2 &, (10mg/kg 4 @mﬁﬁ%%jﬁﬂ



| EMEG DTS 2 LIk D, B AR O RBURIE 158 E o 72 L O
L DD ZOMOEE] OH 4) B )

| 5) 7 m— R B T, AR IS, 2, 6 &HE Lo, B
L RSN EREET R X 0 IANR 2RI T 5 2 L RN DR
L DT, S D Ik 51T 5 T O RN B LAV AR S Y, 0
§ IBMIEZBIET 5 2 Lo ETe, 10mg/kg ~OHEIT, 5melkg 12K DA% |
L SRS RIERD SR b 00, 8 MR 5 K SRS R

%
PR L, SR O PR R S BEICK LTITH = b W 8 BT |
TR B VAT, MOBEES ZET 5 &,

6

~—

RN I3 C, AH A IR R 0, 208, 6 & b LTof%, 8|
A C B ARAERRP BEAT RS L 0 TR R A AT 2 = & BN |
R BB, & O ICHRE 5 41T > T b SRR DR TR |
HWRH Y, thoRRIEEEET 52 L, |

e

< fifga >

1) R M ORI 1E
AENE, HhA A B A F v DI T CREMEOREREZ TR L, 7 R
B & OFEAZALLERD DTS Z D, ik, /v U —ig b R
IR EET D AREMENR B 2 bl b,

2) &5 J7ik
AFNOEEESLCEL AL E B T2, JNL UT2 i 7 A NS T3 2 B
oo, Flo, Iz a7 ) SRR BN G 556, IR G217 9

BWERANRET D Z LN TWD T2, 2 KL BT TRk
HFnZ L TWD,

3) AN Ut — MUKIOHH (BET Y ¥~ F)

ENAORET Y 7~ T2 BT D KRR COFHRIE DA I & 23 i
BINTWVDIEFINA N XY — " ThHDHZ L, A b b — MEHEE
WCARFNZ KT D HURPEADMEE D Z &, A b b Ld¥— NA oty ¥
~FHE OO AMEIIMESL L T RN & D, RIEEERE LT,

KAIRBIZERIT D A B b LF Y — FOARMTOAGRHARITEE 6mg/ilHl C, HET 5 & X%
16mg/HAETTH D,

4) WAV TIT OB Y U~ FBE EZ xS & Uil R RER (START #
B IZBW T, #IEIDN G 10mglkg Z#5 SN2 BE TlX, 3mgkg 25X
NIBE XD b 22 M TOBEERBYUEDRBBE LA EIZ SN o7 & O
HERBH D,

5) 7 B —IRIZBWT, AAI 2 a5, 208, 61 &b L7z, BEARGER
RN R EIZ L VIREIRE T2 2 &0 F70, KA Z A=, 20, 6
I & 3 G LT HRRNBERD LA WIGEITIE, RANZ K DIRB &k L
THWEDRENE DN WAEEMEDN & 5 72, LOIRFIE~DOYIRE 2 = B E
THZ L,

F o, WER G OXGT, ENHE ERR &[RRI Smg/kg @ 8 HHER 5-1C
LV NEDRRBD LTz b D OMERFN RN PG LIEIK DO BB FE O b L7z i



3. ERPRALHR

FLITRETHY, bmgkg ® 8 MG TIEROSE N 2L

W B

PRVEBFITH LT, R TIER L  oRRiEE2 BB T2 L,

6) EN OB R R 5 R RBR T, KAl 2 Pn8 5%, 28, 6 HL
OB G E{T- 721, 8 KA T Mayo A =7 % AV TH M Z 5Fl &
NTnZ kv, $HEEAICE VT, BARERSCHRESIAT &I X 0 1A%
PR ZFMGT 5 2 & R DFR O DI WA DI, ARANC X 2 1R & ik
L CHEEDREPGE O N WATREEN S 5 72D, hOTREIE~DUIR X 25

E+anz L,

(1 ERIRT—% /Ny 7r— (2009 £ 4 ALIBRARME) -

< H7fE> (2010 4 1 H EZfEORIEEIBIN)

Phase

BT YA

PSES

E A ER A
HHH /R

A
SPIRIT 54

CHERIEGARR

SIME] N S R
# (PASI 2 =27 12
Pk, R Bz % o
T A MR T AR
(BSA) ® 10%LL I
<, i %2 PUVA
PRIE ST LIS D
EEFRE ORI A
T 5 HBH)

10 3 @ PASI % =
T T5% U 30
el

AR

EXPRESS 5k

CHERIEGARR

SIE A 5 PER e
# (PASI 2 =7 12
VL E, R s o
J75 B E P 2Y BSA O
10%LL Ok
SUTEHR L & B
LT HEE)

10 ¥ » PASI % =
7 15% S 50
b

AR
EXPRESSII
kR

CHERIEGARR

SIME A S5 PER e
F (PASI 227 12
VL E, R s o
J75 B EH Y BSA O
10%LL OBk
SUFEHR L o B
LT HEE)

10 ¥ » PASI % =
7 5% 50
bii|

EIA
IMPACT 5

T B R R
1FEH), A=
T~V B (2
B)

HMELN BEFE I i
BE(L AU ED
DMARDs TZhEAR
43, P B
5 LI b, NEAR B &
¥ 5Ll Lk, CRPfE
1.5mg/dL BL F ¥ 72
WEIO Z i 45
Sy LA b D HE A 7=
THE)

16 i » ACR X %t
20% 554 98




Phase

BT YA

PSES

FEAVERH
T H /R

A A
IMPACT2 &

T EEMRIRGAER

S E N B R
BE (AL Eo
DMARDs X %
NSAIDs T#%h R4~
43, oI BE A
e 500k, R B £
¥ 5Ll F, CRP &
1.5mg/dL LI EF 7=
XD ZbIiE v 45
Sy Lh b oo HrE A -
TREE)

14 ¥ » ACR At %
20%EH 54 11

5 IAH
TR R

CEEMRIRGAER

5 1AH

F—=T T
R

H AN = MR B
F(PASI 227 12
PLE, Rz % O
73 B PH 23 BSA @
10%LL o4t
UL 5 VB
LT HRE), LOB
B M R i AR (K
Jm B4k 5 LLL, IE
JREAEI % 5 LA |,
CRP f& 1.5mg/dL
PLEXEEI D = biE
D 45 4y LL oo JLvE
R e

10 # » PASI % =
7 T5% W ER 14
¥

PASI 2 =27 /52
T

AR
R R 550

F—=T T
AR

H A s PR
FH(PAST 2 =27 12
VL E, Rl s o
I SLFLFH A BSA @
10% 2L F o4l
TR A T
LI HEE)

PASI 2 =27 75%
iR 50 i

H A BEFE I i
H& (DMARD s X
AT A R THE
A5y, I
ik 5 LA L, MERR
ik 5 UL L, CRP
fi 1.5mg/dL L EX
T Z i 45
4y Db oD i -
JHRH)

ACR £:HE 20% 0 #
/50 14

et P A

#5501

HRFMERLBOAE

ML 50




< FREMEFHER > (2010 4E 4 A SREMEHER OZhEEEIN)

RO & 2 A AN
EPERHER B

e . EEE  Ep [ il
Phase nﬁ%ﬁT YA XT% I/E: H /3?1&@;‘1?&]
AR 7SRt NSAIDs T4 51 | ASAS FE#E 20% LA
ASSERT B | —EEMRIILEGEER | +072 UIRAMIC | Eok#ER, 24 1
D & % FME A5
B PR M B
HEIAH 7 Z 2 AR %R NSAIDs T#h &~ | BASDAI % =1 7
P01522 # B CHEEMRERER | /e NEARENE | 50% Ll Bk #ER S
BMES B 1238
A FERIBIEE MRS | NSAIDs T#) %1 | ASAS ¥ 20% LA
IE] PN i R ke TR TR RMIC | RkER 24

<JEGPERN S > (2010 48 6 HIEGIE R O ZhREEN)

T, . A TN
Phase uit%T ‘H‘/f b X:J-% I/E\ E /quﬁﬂj,ﬂ;ﬁ ﬁfﬁ
HIAH 77 AR5 BETFIRIE (AT a4 | 8 D Mayo A= 7T
ACT1 #Br TEEWRILEERR | N, 6MP, 7 VT4 | R 541
FANORGSE ¥ S
ARACANES PN ¢ LN
i IEaD
HEAH 75 R xR BEFFIRHE (T 2 /4 | 8 Mayo 2= 7
ACT2 5 THERILESER | U FUBRRAl AT | tER, 30 #H
oA K, 6MP, 7 ¥
FATY ) THR
A5y A E TG
PERRG 2 B
HEIAH 77 & R xR BEfFIBH (AT A | 8 oD Mayo 2217
[ PN e R ki THEHEMREEGARR | N, 6MP, T WF A4 | tEE 30

7)) THREFF
5372 FA N IEHE R
Wk

<7m—2h> (201148 A7 vu—md ik - HEDZEE (10mg/kg

B5BM))

Phase BERT YA PIER E%ﬁg%g%
EIIEE 75 R xHR FREEFE N B B E OTE | 30 3 BF o CDAI
ACCENT 1 it | ~HE B RLERR | SHINE AN 7 o — o | fifR, ZhR AR

(HEEITER NN | R 54 i

B B k)
AR 75 &Rt R PEIEPEBE AL 2 A9 5 | D O £ ToHIR
ACCENTI i | —EHEMRILEGER | MEANT7 v— 00 H | 54 1

(R RN | #

B 2 piE)
5 A F— 7 T X)L | bmglkg % 8 MK | 10mg/kg % 5-FA4A 8
[E] PN e R ke THEE LTS A | %D CDAI 227

(10mgrkg # 53k
57)

N7 v —JRBRED
PRCEIE N AR
*

b, 10mglkg
H.4 4038




(2) BRI -

<P U~F >

(BEA)
EWNIZB T 28V U~ F OEKEBROEITROEY TH-o7,
e A - ' . EER LI G E VA SR
S S Vi) -~ m
ARERAH RERT A P B 7k (B 5 ST
LA 1mg/kg X 3 9/27(33%) 10 @& D
e .. — . |DMARD*I% oy |ACR JEuE
B (A= T~ PN 3mg/kg X 3 11/27(41%) 20%5 F
1 H 2f R kK
VUSTRE 5melkg X 3 16129(55%) |
7T EHRX3 0
N T MTX 11/47(23%) 14 %D
£ 7 Rt s 3mg/kg X 3 o\ |ACR Hie
e “EEg L A0MEY + MTX 30/49(61%) [on0. )"y
U~ FEE s
10mg/kg 3 27151(53%) |
+ MTX ’
55 /MRS 36 %KD
s | BT, 148 3mg/kg X 4 o) |ACR JEHE
AT T o T + MTX BUL2TUS) Jo0041 1.
L7 YER
JEE R T 3mg/kg
+MTX % 0, 2 KW Smefke B
A oy, (BHICET L, 14 a0 meen 54w
e (i [MTX PRIRIEHD (DI R ER T, . .
R GEFEm| - i 6mg/kg ff : |ACR ¥
R M: % R4 BIHE Y [3mg/kg, 6mglkg X o o
+ZHER) S| 82/104(79%) [20% L1 |-
v~ FHEE X 10mg/kg (W37 v e
. 10mgrkg ¥ |
H+MTX) D) 86/104(83%)
o % 8 R T ’
46 W[

* : Disease Modifying AntiRheumatic Drug
kk o ARNBRLFH—h
% sk ok 0 ACR JEHE 20% L LUGELE, BET ) U~ FIZB W TA RS B LTV D BRI IR AT
FHiEkTh b,

ACR A:#E 20% UL il

HERRBIE R J OVImBIEIEGS 209 8L LUGE L, 2~oLUF o 5 HEH 3 IHE T 20%
P LEOUEENRD b6 % ACR FAHE 20% L, L¥GEH YV L T2,

OREIC L 27wl O—BF I X 5 2k
QERNC X 2 2fkil i @/FIC X2 BEAFRMEO M GCRP £72i1% ESR

ACR: American College of Rheumatology CKE U v~ F242)
CRP: C-reactive protein (C FtMEEF)
ESR: Erythrocyte Sedimentation Rate (ZR I BRL R )

1) AFIOAGE STV D HE - ARIIROEY,

<MY v~F>

E,RE 1kg U729 3mg & 1 [0 L-&|E LAHIET 2. E& 5%, 2
A, 6 WIS L, Uitk 8 BRI OMIRE TR 2175 Z &, ks, 6 HOKELE,
BHRARAY AR L7 A2, 5 B o B Beo 5 R o0 454 23 FTRE
Th D, 246 DOFEEOWEECK 5 M RO MM IXEBEFEIICAT 5, 1 BIOKE
1kg %720 OELEFEO LRI, 8 BB ORIE CTHILIE 10mg, £5-IFE % H5iE L
HATHIIL 6mg &9 5, T2, RO GRIFIE 4 BHE L5 AFNE, A B
L& — MR KDL THWS 2 &,



(iB5t)

WM BT A8 ) U~ F OEKRBROBGEIILL TO®@Y Tho 7z,

. e e . . AR (FRR) | Lot
= = N S Vi) - N
REAE | BT A * 5 P 5051k B U< LA | PR 1
1 HILL Eo 10mg/kg X 2
DMARD (2%h (2 )
ARV OBE| 5mg/kg x4
U~ T B (4 Bf)
omelkax 1 7 PIRBAEEL, AR [P RA ik
. PN mgkg X 1~ 7 pasise, TDA* M |FEAR B &%k
B AT T O'CRP O |[IDA
RDPFRD B 10mg/kg X1~ 7 338 57~ |CRP
TSR Lz
BE 10mg/kg X1~ 7
10mg/kgXxX1~17
o e 4 B ETO
R X 9
LA TTERX1 6/24(25%) LD
75w AR%tH IDMARD 12%h B2l
CEER oo B 1mglkg X 1 17/25(68%) T Paulus
1 F.E‘ Yk * o,
VUSTRE | omakex1 22/24(92%) ﬁf&g}é’
ERIEE ~
RN B 3mg/kg X1 17/32(53%) .
ey i 48
F—=T LT BBNENER| 10mghkgX1 | 1014(T1%) | oA
S S R 20%LA
b BRI s
R LT 20mglkg X 1 11/16(69%) -
7T HRX5E
T MTX 3/14(21%)
1mg/kg X5
SR 12/15(80%)
™ 26 W% ET
1fﬂﬁﬁx5 13/14093%) |y huin
e MTX 2@ R A OFHM A 2
S il
FA 7Z£i§” oo f?gi? 11/14(79%) |31
—=H ~F B PR Paulus L1
mg/kg X 20% L4 Eik
+MTX 12/15(80%) - £
10mg/kg X5
SR 12/15(80%)
10mg/kg X 5
+ MTX 12/14(86%)
7T ERX1
+ MTX T
5mg/kg X 1 37
77 R R ) + MTX 4 %O
. —EEs  MIXICRA T kg x 1 ACR At
EIRE +ooEE Y v MTX 517 20%L. |-
20mg/kg X 1 57 Eh
+ MTX
= MRS 12 B 50 ~ 60%7° 40
F =TT~ ~10mgkgx3(8 i)+ MIX | &= CHERF
IR+ MTX | 15/88(17%)
3mg/kg8 ¥ [H 3 #
oo o aevrpn |MIXAZZIRAR + MTX 86/86(42%) |54 ﬁfﬁfp
ST PA Al ORI Y _ ACR #L¥
THEER | L 3mg/kgd BIIN | 1 oeicon [20%E0 Lk
o + MTX k=
10mg/kg8 ¥ Mk
"L MTX 51/87(59%)




= - = ES SN N R . NEoY:3 ﬁ;‘ﬁ”ﬂﬁ(ﬁ;ﬁ%ﬁ) ifﬁ;ﬁ@’@
AR | RBRT YA IR < BB G U< A | S

- 10mg/kg4 B 54 1% D
o enr g |MTXACEHRAR ¢
A AR %t R o b
g | 77 R s oy +MIX 48/81(59%) ACE,R e
Rig=]4 20% 2 Ltk
~ i o

% : Index of Disease Activity (JEIEEIFEE)
k k : Paulus &EMEIRIE ) 7~ T OBKHEER TH 5,
Paulus 2% 20% L RgGE £ 13,0 6 HEH 4 HAL EIZBWTCUTOSRENRRBO HND 2 EEZRT,

@O > Z1E Y K] (min) @7RUEfE (mm/hr)
OFIMBEfH A 2T ONEARBIEI A =7
OB & D EIEEAR O®ERZ X 2 BAERE AT

HHO~@IZHOWTIE 20% L LodkE L T 5,
FHHO,OIZoWTIELUTO 5 BEOHIEND 2 BFELL EogEEm D LT 2 BE-1: BEORA 2k L T2,
1=MEE, 2=WE, 3=th&yE, 4=FJE, 5= TEAE

) ARIOAGE SN TWD AL - BREEKRO@ED,

<PV v~F>

W RE 1kg %720 3mg & 1 [EO& 55 L LAHFET 2. 0% 5%, 28, 6
5L, Ltk S OB THRE 2179 2 &, 728, 6 MoH5-LI%, 21 BRI R
DT Lo aI2E, 5 BB G RIBORMEA R TH D, 2N b OG- EOH &
RoP GBI OB LB RICAT 5 1 RIOIRE 1kg M7= O L-FEO EIRIZ, 8K DM
T 10mg, #5-M 2 6 L2 5Ha Thiu 6mg &5, 2, KEOER5HMEIX
4B ET D AR8IE, A N M LUF— MBI XTSI LTS 2 &,

<AR—F = v MFHIZE D EIEMEREELS & 9 K >

(Em)

NR—F = v MFIZ L DEEMREES L D K ORKRBROGEIZL T O
WY ThHhoT,

A TRk A R 5B .
g | OCHEIRILAE) (5 I 054 ) (BT {14 )
& | m ft 1| me DML 01| e e
I I A e IR I

5mglkg | 7 |3.962.23 | 0.98£2.19 | 4 [10.05%2.96[0.500.58] 12 | 10.17£10.60| 0.66+0.98
10mg/kg | 6 | 3.7951.94 | 0.16+0.40 | 4 |15.055.681.74+1.68| — - -
43t [13]8.88£2.01 | 0.60-1.63 | 8 |12.55=4.97|1.12+1.34| 12 [10.1710.60 | 0.66=0.98
1) AR OAGE STV AL - EIIKROEY,
<N—=F = v MEIZ & DEHAME MRS £ ) Bk >
W, RE 1kg X720 bmg & 1 M OFKG&E LAREET 5, 9R 5%, 2
#, 6WICHG L, Ltk 8 B ORI Tk E-2175 2 &,

< HizfiE >

(EM)

i MERRE B R R BB DMER AR O 10%LL F, 725 PAST 2 27 73
12 LA &), BARE P e £ 5 (R R B i A5 S O B |4 5 LUk, 7o
CRP 7 1.5mg/dL UL ESUFEAD Z i 0 28 45 43 LI E) , B M i me fR s
e OSEREVMEAL RO B 2 )l 5 & U, Al 5mglkg ##)lal, 2 Ht%, 6k
IZBEE L, Bl & i x 8 MR T 46 1% & TG Lz (B 538k), =
DFER, BT W T, | EMEREERTF O PASI X 27 75%4EH 1%
54.1% (20/37 51]) , B3 & 4iE 1M w2 fif 8 & > ACR & 4E 20% o 3 £ (%
83.3% (10/12 ), IV REfiE B & WOF AL BOE FE O 2 UGB E 3



MO E 72138058 OB EITZNFN57.1% (47 #)), 87.5% (7/8 #il) T
Hol-,

< PRELPEFHESR >
(BEA)
BRI CORA T3 I MIEE R HER B 20 & L, A4 bmglkg % 4]
M|, 2%, 6 HEICHEG L, 5l&HkiE 6 @R THREG LIZGEERT),
TORER, 24 Mk, 48 1% D ASAS (Assessment in Ankylosing
Spondylitis) #E%E 20% LI EdERIZZNZI 97.0% (32/33 #1), 96.9%
(31/32 #5) T > 7=,
a5
BEAFIEHR CRURA T R EM B HER BE A RZR L L, 7T B R K UA
#l 5mglkg Z A, 2 #tE, 6 HZICHEEG L, sl &kiE 6 HHRE TG L
Too T DORER, 24 WH D ASAS HHE 20% LA ESGERITT T BAREE 19.2%
(15/78 Bi) Lzt L, AHIBe H-HETIE 61.2% (123/201 f5l) Td 0, FEZED
P BTz (p<0.001) 2V,

21) van der Heijde, D. et al. : Arthritis Rheum. 2005 ; 52 (2) : 582-591

< a— >
(ERW)
ERNIZEBIT D7 0 —J{OERRBROMEIZILL TO®E Y Th-o 7,
BB T
B | RABRT VA PSS BG5S CDAI ® AT 5 1
e . 1mg/kg X 1 2/3 4 %D
TRE 7 o—
% I * j— R S5 fﬁ (IOIBD*Z 3mg/kg>< 1 5/7 IOIEQ 3?(%
— ~ -
g TLTIM S LomA| smekgx 1 4/5 (g%“b <“§21
B 10mg/kg X 1 6/7 LR )
o WrE| Smelkg 8 MK DAY
— D TEER JED T Nt =5
Bk e 5| D7 2R (L4 BERERIRIR 0 000 50 [ (25%81 1
% (CDAI L7451 4 8 E0 by
220 ~ 400)  |#4) A
[N
95.0 L O'
. 10mg/kg %
o . |5mg/kg 8 HEM 103.5+87.2 Ao
S ?;Orz o d LT TIAR, (o g | O S, i%}%ﬁ?{f
e [P TEARL FRESANE 1 esomu |2 000
o a— AR 109.7+98.8 9%1%;) =
(Bt 40 ) |5

* : IOIBD (International Organization for the Study of Inflammatory Bowel Disease)
EN T EICHNLN TS 7 o —ioiFEitEfaikcd 5, FitO~OHEH OF R

HEKQEAE 1A 2B L, I0IBD (0~ 10 &) & B, —f#ic,

filk) L&D,

0 F 72T 1 mTHE

OEWD

Ol @1 A 6 ML Lo TR EITRMmE OILMEHE @FEL ©T oMo G IHE
ORI

®38CLL LD OMEHMLR 10g/dL L F oMtk

% % : CDAI (Crohn's Disease Activity Index)
WS TRV SN TN D 7 B — i OIFEIEESTH 5, FitO~@DHEE %%
Aa7ib L, INF LSBT 5, —%AIC CDALLS0 Aiili % EfEH ), 150 DL k% TS )
Lans,

OKRBRE £ EOR . ORORE QBRI —HuRiE
OIEROEN OMMEE O~~v k27U b ©FE

OB EN G PHEDIFAE




koskosk o HUOLfE R OV B A e AR A2

1) AFNOAGR ST D Y - AEIIRO®@EY,
<Tm—fE>
W, R 1kg 2720 bmg & 1 OB E L UAEEET 2, 008 5%, 28, 68
Beh L, Ltk 8 M ORIE TR E21TH 2 L, 72k, 6 OGS LIL, ShRNEH Li-8E
W2, R 1kg 4729 10mg & 1 BIOFGEETHZLNTE S,

B
WAMZ BT % 7 v — IR OEERKRBR O MERIZLL T oMY Th -7,
R |smry | wa T B T
N — cppep:|  10mg/kg X 1 17 8FDWT
%140 2;&7/; ;Zfigﬁﬁﬁ 123517 C CDAI
20mg/kg X 1 12 [§EfR (150 i)
; O 1mg/kg X1 5/5 4 LN D
w | 7Y “(ﬁc%iﬁé;g:/ B SmglkgX 1 4/5 CDAI &3 (70
7o 00) 10mg/kg X 1 5/5 RA 2 PR
20mg/kg X 1 4/5 b)

. o AT 4/2417%) |
B R S ekgx 1| 22/27(81%) |4 A% D CDAI

B |77 2R

7 e AR (CDAT220 ~ o) | X (T0 A
i | ZEER |00 L0mgrkg X1 | 14/28(50%) |7y |.jg 1)

20mg/kg X 1 18/28(64%)
75 ERXS 8/31(26%)

. 7T R S EE TS . SMIEFASY
B © 2 e U 0 D 5mg/kg X 3 21/31(68%) | (500, 1) 1)
10mg/kg X 3 18/32(56%)
5mg/kg X 1 LAtk o |2 BREITEADS
75 %% 8 s | L0 |5 e i
o — .1 E@J%? D“—:/ﬁ NP is&j‘}:) 54 ﬁ?&@
] 5mg/kg X 3 LAt%
e | ;;ég:g (CDAI220 ~ 5mg/ke 8 MK 43/113(38%) |CDAI tir it
400) Smelke X 3 DL (25%LL Eho
mg/kg 3 %) [70 A~ FLLE
10meg/kg 8 K 53/111(48%) )
5mg/kg X 3 DN 19/98(19%) |14 BB RN
I T RARRRELEFT D 77 &R 8 RS LAY lssE gt
“HEMR |7 r—U 5mg/kg X 3 LA#% B2 54 %D

Bmafke 8 MK | S391G36%) oo ben mgtss
V) AR S Ik - BRIL KO D .
< U wma— >
@ R kg M7 0 bmg & 1 FOR SR L LRS- 5. WIEE 5%, 28, 68
B U, L% 8 R ORI GG 2175 = L. ks, 630 0B 5L, 2 RARTE L5
WU, R 1kg 24720 10mg & 1 [BOBEE LT 08 TE D,

<IEBEMEKIG 2 >

(ERA)

5 MAEEKER

BEfFIEH (AT a4 K, 6MP, 7 W F 47V %) TRHRAR 0 e &5k
KGR EE Mayo 227 6 /b 12, NIEEEY 7 227 2 LI E) 208 #ilc
* L, 77 R (104 6) L OAA| bmglkg (104 #1)) Z 4], 2 Wik, 61
BICEE L, 5l &pmix MM T 22 W% ETRE L, 30 H% £ THY
PEZ G L7c, & OFE R, FEADMRHMEEE Th 2 8 It D Mayo A =
T ERIL, 7T AR 835.6% (37104 f) 1T % L, A H 5B
54.8% (57/104 #) Th U, KFNIAH EIZE W BEEFRZ R LT (p=0.005)
AR I 1T D BIVERFEBLER X, AFIEGHE 73.1% (76/104 f), 77 &
THE59.6% (62/104 ) T o 7o, B/eRERIEL, DNA FULBEME 51.9%
(54/104 #1) , FUEEHUIRENE 7.7% (8/104 #1) T - 7=,



GE)
S48 (ACT1)5KER
BEfFIRIE (A7 a A K, 6MP, 7 V547V %) TRhERAR 72185 0E
KIGRIEE 242 BlIZxE L, 77 &4 (121 1) k OARH] 5mg/kg (121 1)
AR, 23t%, 6%ICRE L, 5l xHkix S MR T 46 M E TG L,
54 1% £ THIMEZ TN Lz, & OfE R, FEANMFMER THh 5 8
#% D Mayo A2 7 &ERIL, 77 wAREE 37.2% (45/121 Bil) lxt L, AFH
B 5HE 69.4% (84/121 ) TH Y, KFNIFAEICHEWERZ R LT (p
< 0.001) 22,

22) Rutgeerts, P. et al. : N. Engl. J. Med. 2005 ; 353 (23) : 2462-2476

(3) BRPR AR . BAMRER
<PV v~F>
()
% 1R (MTX EGRA —T > I N)LERER) ¥
D7p &b 1 FILLED DMARD 2R A+ OREE U 7~ F i3 (20 i)
W2kt LT, 15 Bl BEICAA] 10me/keg & 2 B (F)E], 23%), 5 Fl0H
FITAK| bmglkg % 4 [01(4 H ) #5 LT, & ORE5E, FEIRBIEI%L, & ES
ik, IDA (FD Z X0 Frfe s, 42 77, &%, Ritchie Articular
Index, ~E 7 1 E ) IZB W TR HGHIZ /L 5 H, FHH 725 BRIk
I HRBD STz, T2, DRI LI ZITFE L7 B3 (8 451) 12kt
LC, A%l 10mglkg % 1 ~ 7R (2 ML EH T THEREG)EG LIZE 25,
RN B W T2 72 & TNT CRP OSENRD iz, 7k, &
5% 5D IRBHR P ICR O SN ZRIWER T 2K T 13/20 #1(65.0%) 12
25 D LTS, AAEMEITRIFTH - 72,
23) [ =K (kK) : DMARD 2hBAR+45061 2 %5 & U255 T HERBRICE
LB (FENEED
1) ARIOEREN TS AL - ARRKROEY,
<PV v~TF >
W, A 1kg 24720 3mg % 1 [E OG-8 UATHEEET 2, gIE#E 5%, 2
W, 6EICHE L, Uitk 8 HIORMB TR E%21T5 = L, 70k, 6 HOELI%,
DR A4 AT EDNRTT L 7= AT, $% 5 B oo g R R0 B 5 (IR o> 4 73 T RE
Tho, b0 EOHECH LM IE O BMFIXERMIZIT Y, 1 RIOKE
1kg %7- 0 OGO FIME, 8 M OEIRGTHIE 10mg, B 5-RINR % 4 L

FHAThiuE emg &35, Fio, IEOKSRINEIL 4 BRE &35, K80, £ b
h Lt — MRIFNC L DTRBCPFH L CHWD Z &,

<7 wa—F>

(E5)

B 1 HEEER 2

AT uA FFPEOTEE 7 10— iR EBE T3 LT, A% 10mg/kg (8
), 20mg/kg (2 ) Z BRI 5- L=, = OfE R, s wT6E 72 9 il 8 4
N 8WHE TOWNT NI T CDAIL 728 150 i DFEFR L ~JLIZE L
oo £70, BWERNIIRR® T, BRI SE, FrICRIE & 72 2 P JLE 722 0

-7,



24) Bl =z WK (1)« BEF IR CORA e PSS E O BE OTREIY 7 =
— IR BT 2 5B (BB 1 FEEBR) (FhPNE R

1) AFNOAGRE N TV D AL - AEIRRO@EY,
<7 m— 5>
WE,AHE kg $4720 bmg % 1 O EREE LAHHET 5, 0% 5%, 2
H, 6WICHES- L, Ltk 8 M ORI TG A1TS 2 L. 728, 6 oKL,
ZhEMNWE LIZ5AC i, KE 1kg 472V 10mg # 1 ROEHERELE T2 L0
T&X 5%,

(4) FFRWEER - BERICERHER -
<BHiV v~F>
(Em)
5 T HERER (MTX EGFRA — T > SN ILEER) 2
D7p &b 1 FILLED DMARD IZRREA+4rOREE v~ F 3 (91 #i)
%k LC, A% 1mg/kg (30 f31]), 3mg/kg (31 ) %7213 5mg/kg (30
f) & 3 [\l (glal, 2 %, 6W%) kG Lic, £ ORR, HlElfE 10 #Hi%
F X IERFD ACR ZE%E 20% DL Eei#=3 01X, 1mg/kg # 33% (9/27
), 3mglkg BE 41% (11/27 ), 5mg/kg £ 55% (16/29 f5)) TH Y,
FHEDOHINT L, SEESRITHIN L7228, & A BRI 2 a B AT
RO LIRS T, S BT, FRHMIERFIZ 31T 28 BEi B O LI O HER
ZH-1112R Uiz, #5-BRA% W37 o 2230 T 6 0w B i AR 38
DL, BB 8 Bt E Tl TOME TEIRMEER OB BRD b,
F 7o, WA S 10 1% £ CIOE LERERARBRIZZNE N 1mg/kg
BE57% (17/30 #1), 3mg/kg B 65% (20/31 f5), 5mg/kg B 73% (22/
30 ) Thot=2, AEMICEEEITRO LN h o7,

20 - —0— 1mg/kg
—— 3mg/kg
—— 5Smg/kg
15 A
—~ (mean*S.E.)
)
¥
e
& 10
&
oK
E
4
5 -
0

0 1 2 6 10(GA)
(X -1]1 %It DHER

25) Ml =2 (FK) : DMARD 2R+ 2 %t G & U726 T AHERER (FhN &L
) AR OERENTCOND Ak - ARIIKRO@EY,
<BAfiV v~F>
W, AE kg %720 Smg & 1 B0 &L LAHHET 5, 9B &E 5%, 2
H, 6ICES L, itk 8 HE OB TG 2175 Z &, 7k, 6 HOFELIE,
THERASA I U DTS L 7235612, B 5- B B B0 5B D 48415 03 T hE
T D, 21D OE G EOMECE G MO MM L BEREIT S, 1 RIOKRE
1kg 47- 0 OG5 ED LRI, 8HEMDME THIIT 10mg, #-5- M & 4 L



S ThNT 6mg &5, £/, IAEOF G-I 4 8 & 95, A%010%, A b
%v%% MUANZ ZDERICOFH L THWD Z &y

(i@5)
FIHERMTIX EAZEERHARA — T I R)LHER) 2
e &b 1KLL ED DMARD (2R3 OB U v~ F B35 (73 i)
WX L C, Al 1mglkg (24 #1), 10mg/kg (25 #i) £7-137 7 &R (24
B) Z B[S Uz, 2 OF 5, %5 4 @ £ ToOWFR0MECR
i} % Paulus 34 20% 2L Eek#ER 1T, 77 B REE25% (6/24 ) (2%t L
T, lmg/kg Bf1E 68% (17/25 i), 10mg/kg #i% 92% (22/24 ) Th
0, HEENED bz, £72, 10mg/kg FEOWERIT Imgkg FEL D b
BlzEhoTo[F-1), £/, “EHERRBR TG 4 HBIZRER 2o
7B, BXORITEDO NN 4N 6 » HORMICEHR LB
RGN, A—T 2 T~V TAHK| 3mglkg, 10mg/kg F7-1% 20mg/kg %
B E Lo, ZOfER, —TEEMRRBR T 7R EEE L0, 4 —T
B TARR ZD TR INTZBEICBT AR (EEH% 4 BUNO
WAL OFHI B 12331 5 Paulus £ 20% DL EicE#) 13 91% (20/22
Bl) ChHofo, A—T7 0 T VHBRICE T A UEERIT EERAR TR
ONTCUGER LRI TH -T2,
P, TEEMRARBROBIERIL, 77 AR I8 6.5 1 T 8%
(2/24 B IZRD B, AFN B HRFEAE CITEH B 11.5 T
22% (11/49 B IZ38D bz, £, A—7 0 T ~VLRBROBIWERIL 27%
(18/66 i) 1588 B L, FBIE & & & OMBEITRD Doz,

[#-1] Paulus £:4E 20% DL FofER

75t R S

1mg/kg 10mg/kg

B5% 4 BRILAINO W 25%(6/24) 68%(17/25) 92%1(22/24)
*7T R — p < 0.001 p < 0.001

p it | 10mg/kg %} 1mg/kg — p=0.024
B84 T 72 KA 89%(2/24) 32%(8/25) 29%(7/24)
B 1 381% 8%(2/24) 52%(13/25) 67%(16/24)
B2 % 13%(3/24) 63%(15/24) 75%(18/24)
Be 5 3 17%(4/24) 48%(12/25) 88%(21/24)
B 4 0% 8%(2/24) 44%1(11/25) 79%(19/24)

26) Ml —ZE83E (BF) : DMARD #RA+0fl 2 x4 & L Bnl%k G —HEHR
bR (55 TARERBR) (HEPNEER

) AR OARENTWD Ak - HEIZRO®EY
<PV v~TF >
W, RE 1kg 4720 3mg & 1 RO GRE LATEHET 5, MR 5%, 2
H, 6 IS L, Ltk 8 ﬁF"ﬂ@F"ﬂﬁmfﬁ%L—?%ﬁo i B, 6 HOELLIE,
HER A4 TN R3S U T2 3B 213, e G- o B 0B G- e o0 i 3 T g
Th b, :nf‘o@&ﬁ%@t%%%&fﬁwmmaﬂa IRBEREROICAT 9, 1 [l RE
1kg 4720 O HEO ERIE, 8 MM ORI THIUE 10mg, 5[k %2 FHEHE L
A THNIE 6mg &9 5, 77, EOFRLGMEIL 488 &+ 5, AKNL, A b
b LSt — MHNC K DTRFICOFH L THNWD 2 &,



FIMEARMTX tHEFR_EFTHRAER)

A MR UFEH— b (MTX) 2R A 5O Y U~ F B3 (101 1) [I2 %
LT, MTX ffH (7.5mg/i) * K OFEGFH T C, A% 1mg/kg, 3mg/kg,
10mg/kg £72137° 7 &A% 5 [H (FE], 2 W%, 6M%, 10 #M%, 148
BB Uiz, Z ORER, AR ERL T 7 B REERIC S, FEkE
(Paulus Z:¥E 20% LA 1) 2358 B vz, £ 72, DR OFRGe IR EAA] 1mg/
kg « MTX FEOFHBELISN DR TOARAR GHICBN T, 777 AR (MTX H
MY B AEICEPoT[F2],

KB OEEE G2 L D258 E MTX otz L v s Eh, Lo E<HE
Franiz, &7, AR ORERR I Tm G ERE THRO b, MTX (7.5mg/
) OPFRIC X v s s T,

[5-2] Paulus 7 209% DL Bl =R M OR) R O FrfgeRF ]

R LIy—F
A N
1mg/kg 3mg/kg 10mg/kg
MTX* | MTX* | MTX MTX* MTX MTX* MTX
n=14) | =14) | (1=15) | (=15) | (=14) | (n=14) | (n=15)
e 21% 93% 80% 80% 79% 86% 80%
e (KEpE) | (314 | (13/14) | (2/15) | (12/15) | A114) | (12/14) | (12/15)
(ﬁ;’;ﬁ% ) — < 0.001| 0.006 0.002 0.002 | < 0.001| 0.004
Frg i 0.0 16.5 2.6 16.5 17.2 > 18.1 10.4
SV
fi (ﬁ;?ftfﬁ) — < 0.001 | < 0.126 | < 0.001 | < 0.001 | < 0.001 | < 0.001

(MTX* : MTX {f F#E, MTX : MTX 3E0FFH )
*ReHA 26 1 F TOWT ORI H 123 T Paulus FE%E 20% LI
% 26 ﬁi’( Paulus 54 20% LA F 2372 L 7= IR ()
MAREEICEB T D A N b XY — N OARHTOREH EITET 6mg/H T, ¥ ET 5

L XL 8mg/ETTH D,

F 7o, KRR GHEORBIVER B RIL B55% (48/87 %) THV, 7T &R
(MTX H) BETIX 29% (4/14 B1) T - 7=, AF 0 A&7 5 ONZ MTX
G:F)Eﬁﬁﬁk@iﬁ%g mu&b%niﬁﬁ)oﬁ_li@ 3’

[Z-3]EIEHFE IR

LIs—F

77 'R A
1mg/k 3mg/k 10mg/k —F
gikg g/kg gikg o
MTX* | MTX* | MTX | MTX* | MTX | MTX* | MTX
TRIBE |6y 26.3 20.2 26.4 24.9 253 | 24.0 24.5

(i)
FIVEH B3 29% 50% 53% 73% 57% 43% 53% 55%
(B0 4/14) | (7114) (8/15) | (11/15) | (8/14) | (6/14) | (8/15) | (48/87)
MTX * : MTX fFFRE, MTX : MTX JE0FARE
27) M3 28R (BR) - MTX W RA+ofE2xtg s Lz, MTX 0FA & 5\ X
FEOEH T CoEHRI G —E 5 e G THERER) GENEED
1) AFN O STV D YL - AEIFROED,
<BAf U v ~F>
BE, AHE 1kg 4720 3mg & 1O &L LAHFET 5, MRk 5%, 2
W, ez L, Lt 8 ﬁF"ﬂO)F“iﬁrﬂf&*%%ﬁ )z kB, 6 OB G LI,
ZHRA A3 AT F DN 5H U 78560121, % 5- B M B0 8 G- [ g O JAE A3 vl BE
Thd, _ngm&ﬁimﬁiﬁﬁﬁfﬁﬁﬁm@@ﬂa IZBERERIICAT 5, 1 IR E




1kg 4720 O HEO ERIE, 8 MM ORI CTHIVE 10mg, 5[k % FHHE L
A ThNIT 6mg &1 5, £/, OGB48/ &35, AHNE, A b
hLdY— MUARNZ L DERICOFH L THWD 2 &,

FIHRBMIX R/ ZEFRABR/A—T S N)LHER) 20
MTX ([ZZBAR T4y O BEE Y v~ F BE (28 #i) 12 LT, MTX ffH
(10mg/ifl) *F ¢, A%l 5mg/kg, 10mg/kg, 20mgkg 72137 7 &R
(ZNZFNTH) ZHEEEE L-E 2 A, #E 12 LN O ACR E% 20%
PLESGEREL, 2 6/7 Fl, 5176, 6/7 %, 1/7THITH-T,
F 7o, 12 BHBOFHIAKE T L72BE (19 ) 2% L C, 51 ki X 10mg/kg
A= TN T 3 (8 M) B L& 2 A, ACR REHE 20% L0
USRI 12 @05 40 £ T 50 ~ 60% A M L7-  BIVEAIL, 77 &R
RHET 217 B, ARA 5RET 14/21 HHZFRD B L= 28, K5y O EIVE I3
EFIIREETH Y, KRR GEEE CHE L OMEBITERD b o Tz,
28) M = ZE R (FR) : MTX 2R +06laxt5 & Lz, MTX ffH FCo#
[m#% 5 BRI & OV 5Bk (5 AR RER) (FEPNEE R
TE) AFNOEKBEN TS HE - AEIFRO@EY,
<PV v~F >
W, RE 1kg 24720 3mg & 1RO G &L UATEEET 5, MRk 5%, 2
W, 6L L, u?’ﬁSﬂF‘aﬁ@F‘aﬁﬁmf&ﬁ%ﬁ Z Ll B, 6 OB,
B4 UL AT L 7= B 11, 325 B od HY B0 B 5 R I o0 i 3 AT RE
Thd, 2NbDEEEDH E%&aﬁﬁﬁmmﬂ%ﬁ ZEERERIICAT 5, 1 B OKE
lkg W72 0 OEEREO FIRIZ, 8 HEEORMETHIE 10me, B 58156 2 %G L

A THIUL 6meg L 95, 77, HEORSMFEIT 4 B L 45, K501%, A F
MY — MUANZ L DERICOFPH L THWD Z &,

<N—F = v MFIZ K DEEMERRELS & O Rk >
(B
ERIR R
BRI COIRA T @IS E SR 2 /T 5 X—F = v MifE 13
Bk LT, AA bmglkg (7 41]) &Y 10mglkg (6 f5]) % 4 [R5 L7z &
Z A, IRFAEDHK LTI 240 517 B, 5/6 Bl T -7z,
29) Ohno, S. et al. : J. Rheumatol. 2004 ; 31 (7) : 1362-1368
) AFOERENTND Bk - HEIZRO®EY
<ANR—F = v MEIC K D EEMRERS &5 Rk >
W, {Zlii 1kg %720 bmg # 1 [BORERE L L 5?%#&?“5%)]@&5?&, 2
H, 6L L, Lk 8 M OMIR TRE %2175 Z



< Rz fiE >
(&)
% I #8 (SPIRIT) &t E& 30
HYERREBE (R DMERFFED 10%LL E, 73> PASI 227 /3
12 VL b)) B3 249 B2kt LT, A4 3mg/kg (99 f511), 5mg/kg (99 #41),
FXT 7 'R (BLED Z 3 AW 8], 2z, 6% &G L, £ 0Ok
R, 10% D PASI 227 T5%ERILT 7 B ARRED 5.9% (3/51 #)
[Z%F LT, 3mglkg, dmg/kg BEIZHBWT, TNEH 71.7% (71/99 #1),
87.9% (87/99 f5) TH YV, VTN HLHEZENRD b,
30) Gottlieb, A.B. et al. : J. Am. Acad. Dermatol. 2004 ; 51 (4) : 534-542
1) RANOAREZ TN D AL - AEFROEY
< Rz >

ik ﬁiﬁ 1kg Y72V bmg & 1 WO G & Lﬁﬁ%ﬁﬁﬁﬂ‘iﬁ“éo?ﬂlﬁl&ﬁ?&, 2
W, 6 WIZH5 L, Ltk 8 W ORI TR 52175 Z

S II4H (EXPRESS*) 5 E& 5132
PR (R B2 AMARERED 10%LL E, 7> PAST 2 27 73
12 DL E) BB 378 ikt L C, AAl bmg/kg (301 fl) £72137° 7 &R (77
#1) & 3 [\l (Flal, 2 uﬁ 6 %) feh5-Litk, 8 KR T 46 # £ TG
L7co £ 77 B ARBEITIE, 24 BRI 2EICAA] bmg/kg &5 LT,
O R, 10 # ?&@ PAST 2 =27 T5%cERILT 7 £ RO
2.6% (2177 BFNITxF LT, 5mglkg BEIZISUWNT 80.4% (242/301 7)) TH
Y, bmglkg BEET 7 EARREL L L THERUELZ R L, ZORIRIT 50
W E THERFT 2 2 &R ST, 72, #5-BALART 81.8% DT DN TVRZAE
EEOFLT B0, KA G BLE% 24 WXV E 250 2 8F O
26.2%, $¢5- 50 % IT1T 44.7% THRAEITITREDH LR L,

* European Infliximab for Psoriasis (Remicade) Efficacy and Safety Study

31) Reich, K. et al. : Lancet 2005 ; 366 : 1367-1374

32) Rich, P. et al. : J. Am. Acad. Dermatol. 2008 ; 58 : 224-231

FE M4 (EXPRESS I *) st E& 39

T MR (R SO MMAR RO 10%LL |, 7> PAST A =27 3%
12 DL k) /55 835 fillzxt LT, A4l 3mg/kg (313 ), 5mglkg (314 i)
F2IET T /A (208 41)) 2 3 B (F)A], 2 H%, 6H%) &G L%, 141
%12 3mglkg #Ed X O bmg/kg BEILE N E 4 8 WM REE G- A & As-
Needed #f (FFARFICEEE) O 2 BEIC R EAEL \ZEID F T 7=, — 7, 77
BAREEE, 16 U2 AK] 5me/kg % 16 1, 181, 22 &5
Lit%, 8MINE T 46 £ T Lz, ZOREE, 10#% D PASI 227
T5%UWEHRILT 7 AREED 1.9% (4/208 ) 1I2%F LT, 3mg/kg, 5mg/
kg BEICHBWT, ZNE4 70.3% (220/313 f511), 75.5% (237/314 f5]) T
HY, VTR OHEEESRO b, £, 14 BLUBEOHERRIEOKRE O
FEE, Bmg/kg O 8 EMIFE GREAN 50 £ T b WO A MERF L 7=,

* Evaluation of Infliximab for Psoriasis in a Remicade Efficacy and Safety Study



33) Menter, A. et al. : J. Am. Acad. Dermatol 2007 ; 56 (1) : 3l,el-el5
W) AR OERE N TND Hik - ARERO®
< HLHEE >
W, AE 1kg 2720 bmg & 1RO G L LRt 5. M 5%, 2
W, 6WMickes L, Ltk 8 M ORI CHRE421T5 2
<rZnm—r >
(BRW)
% I HA5EER >
THENH 7 v — R 85 (IOIBD 2 L Lo PR ABE ) 25 BliZ%f L
T, A& 1mg/kg (3 1), 3mg/kg (7 1), 5mglkg (7 ) 721X 10mg/
kg (8 f3l) Z Hi[E# G- L= & Z A, A7l S #u72 22 #1o> TOIBD g
BEG 4 EZIC0 R EITL A, b LT 2 AU RET) G, e
h 213 i, B/7 4, 4/5 IR 6/7 T 7o, BITEMIE 37.5% (9/24 1)
IZERO B, IRE, BT ETh o 7o)y, HERREMIIRD b7, HE
HKOMEMHBEME LD bR oT,
34) Asakura, H. et al. : J. Gastroenterol. and Hepatol. 2001 ; 16 (7) :
763-769 M OV = ZE R () © 7 v — I3 2 [EIN G I AHARBR (LY

Eh
1E) RANOAE SN TV HE - AEZkoE
<r7ua—l¥F>

W, RE 1kg 4720 bmg & 1 M OF G & LSMEET 5, 0% 5%, 2
i, 6 WIS L, W’ﬁsiﬂf‘%?'ﬂﬁ%ﬂ&%%ﬁ’ Lo, 6 ML,
HFLNES L7256 120, IR 1kg 4720 10mg % 1 BOESG®ET 52 &N
TX5%,

FEMMAHER (A — T SRILHER)
AFH| 5mglkg ZFIE], 2 W%, 6 WMBZICEL L 10 # £ Tl (CDAI
TS 25%LL E7v> 70 ARA v RUAEOJD) 2580 TS E NS EED Y
0 YRR BT BN 6 LA 8 BN T 46 £ THRE L, R
4 L7=%4A (CDAILTS LI ETH Y, 10 FE T T bIKMEZ 7~ L7= CDAI
ttiﬁa LT 35%LL Lo 70 ARA > RELEHI) X2 LA 4 R T
W E TG L, 54 BH%OUERIL 82.5% (47/57 B)), #&fiE= (CDAI
1@%w0%ﬁ)im4%T%OKAIW$%M%E®4@%%&5%ﬁo
TIEB S B Ee)  72ds, - HIMAMEIC X 2 AR OV TSI LT
b\fﬁb\o
35) M) =2 (BR) 7 1 — R [E PR s R B (fENE L
) AKIOAR SN TO D - FIRIZROEY .,
<z m—F>
W, RHE 1kg 24720 bmg & 1 [mMOF 5 & L LAHEET 5, MR 5-%, 2
M, 6mIcHkE L, L/Lﬁ‘z SR OMIB TG %175 Z L. 72k, 6 MOIXELIA,

RIS LA, (RE 1kg 24720 10mg &2 1 [BOFGEE T2 RN
TE 5,



FMHER (BN 10mg/kg %5 i ER)
A bmglkg, 8 MHIMEOHMEFHREZZ T TV AHIZHE b b T, IR
+o3*D 7 v — A (39 B) & X BT, K] 10mg/kg & 8 MR T 5
] (A4l 10mg/kg #%5- 32 &£ C) &5 Lz, EEARMFHEEE Th 5
AF| 10mg/kg #%5-Bl4h 8 % D CDAI A =t 7 2 k& (h4efil) 1% 95 7R A
Y hTHY, AREBRICEBIT DEREETH D 50 RA > & b7 &
DHER ST, 72, AAI 10mglkg % 5Btk 8 1% D= (CDAIS0 &
A v M) 1 69.7% (23/33 ), T fig 4 (CDAL & = 7 150 Alilii) 1%
39.4% (13/33 i) Tdr o 7=, 7235, ApBRIB Gk S 7= I (45 #i) 123
U DEIWEFZEBIEIL 75.6% (34/45 i) Th o7, 71, BERBYESR X
O 5B OGS ORITER B BLRIL, T 4.4% (2/45 1), 0% (0/45
) TH o7,
MEREA D OY E IR - Smg/kg #5- 8 %D CDAI A= 773 175 ARA > MLk
o, 4% O CDALI 227 LY & 50 A > b L E#EIN
) RFNOARE I TND AL - AEEFROEY,
<Jm—gE>
W, RE 1kg 2472V bmg & 1 IO R L USHEET 5, 0E# 5%, 2
W, 6 ICHE L, L% 8 MO CTHRE21T 5 2 &, 25, 6 HOB5LIE,
SEETS LI BAIE, (RE 1kg 4720 10mg & 1 HOESRET5 2 LR
T& 5,
(7 a— A - AEBMEBFERER : 2011458 H)

(e
% I +E5ER 59
BEAFRIE CROHIRA 0 7 P~ OIREIH 7 v — i3 (CDAI220
Pl b)) 20 flizxk LC, A% 1mg/kg, 5mg/kg, 10mg/kg * 7-1% 20mg/
kg (% 5 ) ZHEE G L& 2 A, #5 4 LA O CDAI &3 (70 A A
v RN UL RV BIEE, EiE R 515 B, 415 15, 515 B K& TN 4/5 il T -
72 BIERIE 38.1% (8/21 ) IZFB B, O F W, 57, R B ip L
Thol=n, BEELRBMERITRD 5T, BEEOHEMEMELRO L
IRo T,
1) AFNOAGR I N TV D HEE - HEIRO@EY,
<7 m— 5>
W, NE 1kg 4729 bmg & 1 M O#F 58 & LSMERET 5, 0% 5%, 2
W, 6 WG L, Uitk S MM OMIME CHRE 2175 Z &, 72k, 6 ML LI,
R LI AI i, IKE 1kg 24729 10mg % 1 [H0EHGE L35 Z LN
T&E 5,



(5) HREERIEEER -

1) EEALHITHERGHAER

<Y v~=F>

(EmR)

FI/MARBRMTX GtRA-ZEG5HRHER) 7

MTX (2N EAR4 0BT Y 7~ F 8 (147 #) 12k LT, MTX ffH

(6mg/ Ll ) T, &A% 3mg/kg (49 #1), 10mg/kg (51 #]) £721%~7

ZA (47 B)) %2 38l (#El, 2%, 6 %) xS Lz, ZORkE, 14

FH D ACR FEYE 20% UL ek ##RI1L7 7 BREED 23% (11/47 #)) 12

5t LT, 3mgkg BE 61% (30/49 #1]) ¥ L Y 10mg/kg & 53% (27/51

B TH Y, ZNENORETHEZEDRO LIV, 723, HEMEME

D HENIRINo T,

F 72, PlAl& S 14 87 £ TR LZBER BhEMEDO T E T 720

BECEIESR) BRI ZFN TN T T B REE 51% (24/47 #1), 3mg/kg &

49% (24/49 #1), 10mg/kg # 51% (26/51 %)) TH Y, HEMIZHE

IR Lo T,

37) M ZZERLE (KR) - MTX 3R+ 2 %4 & Lz MTX fHH F T
I /T AR R ER (FEPRE R
) AFIOEB SN TS HE - ARITAOED

<PV U~ F >
L, RE 1kg 4720 3mg & 1 [mOKEE L LARSET 5, glR& 5%,
20, 6 WICHRE L, Utk S HEOMB TG 21T Z &, 70, 6 HOKE
LA, DR A4 U ANIREE L1235 A10iT, B 5 B o B8 SR04
HERATRE T B, 25 DR 5 DB BBy 5 RN O AR LB BEICAT 5, 1
[ DORE 1kg 4720 OG-80 EfRIE, 8 MBI DMK CHhiiE 10mg, #5-MH

b 2 &iE L2 A ChhiL émg &5, £/, B OR G 4 W &4
D ARFNE, A B b L — FUANC L DERICHEH L THWD Z &,

FEMAHRE (MTX R4 —F > S NILEER) %
TR ERBEE U T EERAR G /RS (25 ki, 14
W H OB T L7 B (129 #) 123 LT, MTX ffH (6mg/ilE LA
) BT, AH 3mglkg & 4 (A1 (8 ) B G- LT, & DORER, H5-BHAh 4
HZIZ1X ACR H:HE 20% UL FHGEERD 60%LL BIT72 0, 0% 36 1
F T, T L AL OFHIREHIT 50% 2L EOUGERNBHER S 7,
RIVERH (BHhEMED S E T & W BEAEER) HBLHRIL, 24T 61% (78/129
B) T o 7=, MBI IR DN -EWEH TREEOE NS T2H O
I, FEES 21 B (16%) , I 'E 2% 18 1511 (14%) , BEMkAS 16 1] (12%) , A3
9 %1 (7%) T o> 7o, KB FIZFRO LNZEWEH O L 1L, M —EE
FRERER (PN A I/ IAHERER) HIZER 0 DL ER LR CTH - 72,

38) Ml =ML (BK) : MTX 2R+l & x5 & Lz, MTX JfH FTo

SRR (REPNE R



FMARER (BEHR FER+ZFGHR)

A K bhLEH— FFH T (6mg/#E L E) TAAl 3mglkg =¥, 2 M

%, 6 WRIZPHEE L, 5l #Hi =X 3mglkg, 6mg/kg 7213 10mg/kg % 8

IR ARG L (&R EIZLA T O LB Tholz,

OF {3
54 I % ©» ACR-N ti #% (¥ ¥ {5 £ SD ) I& 3mg/kg #f (99
%) 51.3+32.1, 6 mg/kg AE(104 ) 53.8+34.4, 10mg/kg #f
(104 #) 58.3£31.3 TH Y, 10mg/kg £ Tk 3mg/kg FEIZXT L T
HEENRD LN (p = 0.024), 10 H#%IZ ACR HE:YE 20% L4 Lk
B C o 1o BF D 54 %D ACR FEHE 20% UL FGERIT
3mg/kg ¥ 5- 37.5% (9/24 f5]), 6mg/kg ¥5- 61.5% (16/26 f41),
10mg/kg % 5- 61.5% (16/26 ) T > 7=,
72, 54 1% ®© EULAR ok 48 1L, 3mg/kg B Tld 78.8%,
6mg/kg #f Tl 83.7%, 10mg/kg #f TIL 90.4% TH %) (Good +
Moderate response) T > 7=,

Q@ EE DB ERIBEDRH L
FAFAR M 2 T L OVE O X A =2 7 (Sharp Score) TERAM L 725G
B, AFNEHA% O 1RO A 27 2{kiE 3mg/kg #f 0.00, 6mg/kg #f
0.48, 10mg/kg & 0.00 (Wb Hfi) Th -7,

OF &3k
C“HEEMRME (14 ~ 54 ) O, BELRAEFRORKEFEIL Smg/kg
FETIX 7.1%, 6mg/kg BTl 4.8%, 10mg/kg #ETIL 8. 7% TH Y,
HEICL2ERLAFFLOEMIBD Lo T,

39) H3 = ZEBRUK (KK) « BT Y v~ F A5 L L ERR GENE R

(B5)

FE I (ATTRACT*) HER (MTX St —E5H&aER) ©

MTX (ZRNRAA-5r DBIET U 7~ F 8 (428 #i)) 125k LT, MTX §fH]

(12.5mg/HLL ) *FC, A#| 3mg/kg, 10mgkg £7-137 7R % 3

[ (RIEl, 2 381%, 6 %) &L L, Bl&kiE, 77 BRI 4 T,

AR GRITEN LN 4 R L0 8 WHRE (7 7 ARk L) T

54 1 F TG LT [F-4),

* Anti-TNF Trial in Rheumatoid Arthritis with Concomitant Therapy

KANREICIIT D A b b LY — ORI TORGBH RIS 6mg/i#l T, HEd
5HE XTI 8mglETTH S,



[FAlEGA Y 2—

0 2 6 | 10 | 14 | 18 | 22 | 26 | 30 | 34 | 38 | 42 | 46 | 50 | 54
GE) | GR) | G&) | G&) | GR) | GE) | G&) | GB) | G | G&) | GA) | GR) | GB) | G&) | (&)

~77kK| 88 | P P|P|P P P P P | P P|P| P |P P P

BHRE | Bk

3mg/kg
4 AR 86 | 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
3mg/kg
& AR 86 | 3 3 3 P 3 P 3 P 3 P 3 P 3 P 3

10mg/kg
4 JA R

10mg/kg
8 T [ bR

P: 77K, 3:KH#l 3mglkg, 10 : &Kl 10mg/kg

MDACR £# 20% L) EigER

54 1 F TP ACR HME 20% UL FeiB R ORRHES 2 [KM-211aR L
Too KA SRR W T, B 2 % ICHECOITIERSGEDR RS
AL, € DOUGERIL 54 T F THE L7z, £72, 54 % D ACR AL
20%LL FEGERIZ T T B ARRE 17% (15/88 #i) I2%f L, 3mg/kg8 ¥
MikE, 3mg/kgd FREIFE, 10mg/kes #ENE, 10mg/kgd i EIFEEED
SERIT, TN 42% (36/86 ), 48% (41/86 f51), 59% (51/
87 #1), 59% (48/81 %) TH YV, R TOM THEENRD LT,

81|10 | 10 |10 | 10| 10| 10| 10| 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10

87 |110| 10|10 P | 10| P 0P (10| P |10| P |10]| P |10

70

60 e\ f\.J]

40/' K
'
|

(%)

» P SN
o /M
V

oLt

20

ACREL#£20% L) P&

6 10 14 18 22 26 30 34 38 42 46 50 54 (3E)

—— 7S RS E —&—3mg/kg8 BEIX 55
—o—3mg/ked BEIZSE —— 10mg/ke8 BEREGH
—— 10mg/ked BER 5

[ -2] 54 BETOLTOFHMERFIZISITS ACR HHE 20% UL FiiE=R

Q@ MR ERF LR

Van der Heijde % 2 % W TR (LR OVE) O XA 27 2 H7E
L, BIEWMND 54 lHETOXMAaATEbEKTHZ L2k
C, BB D HE RS 12 A2 Mt U 7o B R O 54 JEIZ T X ft
A U 72 BB 2 b RIS D X A =2 7 OB b & [£-BJITR Lz,
X 2 a7 AL OFEMEE, 7T B AREE 6.95 1%L, 3mg/kg8 H# L
b, 3mg/kg4 FMIME, 10mg/keg8 RN, 10mg/kg4d HREIEREILZE
< 1.29, 1.63, 0.16, -0.71 TH Y, ETORETHEENED
bz,



[E-51RBET5 54 W FE TOMRD X 2 27 DAL,

LIr—F
FEAIRE 7IvR
3mg/kg 3mg/kg 10mg/kg 10mg/kg -
8 J [ 4 AR 8 JA 4 AR !
e 88 86 86 87 81 340
FEAM % 64 71 71 77 66 285
SEHfE+SD | 6.95+10.30 | 1.29+6.02 | 1.63+8.48 | 0.16+3.16 | -0.71+3.83 | 0.61+5.86
gL 4.00 0.50 0.09 0.50 -0.50 0.00
pif - < 0.001 < 0.001 < 0.001 < 0.001 < 0.001
77 ER) ’ ’ ’ ’ ’

E 51T, ACR £ 20% L EekEOH IR 54 HD X A 2 74
b Iic & 2 A, BRIEROSEO H D856 L WG Om FIcE
WTC, AR GO XA a7 OBE TSI REEL i L CHE
Ko 72, 2D Z &0 D, BRSO B2 H b AR DR
Hifl O RE RS IR DVR Sz [£-6].
[F-6 AR D 54 W E TOMRED X #4227 Ol (B A SE IR S A )

LIr—F
HeAHE ) 3mg/kg 3mg/kg 10mg/kg 10mg/kg e
MG | 4R | SHEMKE | 4 @M "
BEE 88 86 86 87 81 340
REGRIES 64 71 71 77 66 285
FRPRIER St L 50 36 35 29 22 122
(Noresponders) ¥k |  (78%) (51%) (49%) (38%) (33%) (43%)
4+ SD 7.20+10.78| 1.10+4.70 [2.57+10.74| 0.24+3.38 | 0.74+3.19 | 1.25+6.64
o e fiE 4.02 0.54 0.50 0.00 0.31 0.50
(ﬁ;ﬁ’f{zﬁ — < 0.001 | <0.001 | <0.001 0.002 < 0.001
BRI S H 14 35 36 48 44 163
(Responders) {5l %t (22%) (49%) (51%) (62%) (67%) (57%)
FEMEESD 6.04+8.65 | 1.48+7.20 | 0.73+5.47 | 0.11+3.78 |-1.44+3.96| 0.12+5.18
o fiE 1.96 -0.50 -0.05 0.65 -0.96 0.00
(ﬁ;};‘%zﬂ - 0.017 0.009 0.006 < 0.001 0.002

* 0 OBIZI KO 54 W1 X BSEHI S LTl D 2% F de
@FARIEIRSGE B (Responders) & 13 54 W F 512 ACR HHE 20% LA Ed®
MR B AVTIER & R

©OF3==1:

54 1 E TIZERD LN -RIEHIFEBLIRIT, 7°7 B AR 44% (38/86 #i)
WL, RN GRETIE 64% (219/342 ) TH Y HEZENRD 5
iz, LinL, EEZRBEMORBLRIL, 77 AR 4.7% (4/86 i)
W2t L, AR GRET 3.8% (13/342 ) TH Y, AEZEITRD B
7o i=[#E-7],




[£-7] 54 % TIZTREO SRR R LOHEERBEEH SR

LIg—F
SFIRE 77eR 3mg/kg 3mg/kg 10mg/kg | 10mg/kg e
SUAHINE | 4 MG | 8 MMM | 4 WEEN !
BEH 86 88 86 87 81 342

T 4w =7y TH
(#)

1 OLL EORIWERR RS 5
N (%)

p fiE 0.017

49.9 51.6 53.7 54.1 54.0 53.3

38(44%) | 55(63%) | 53(62%) | 56(64%) | 55(68%) | 219(64%)

1 S Lo FEERRIER-N
PR BT B3R (%)

p fE 0.145
40) Maini, R. et al. : Lancet 1999 ; 354 : 1932-1939 (1999)
41) Lipsky, P. E. et al. : N. Engl. J. Med. 2000 ; 343 : 1594-602

1) AFNOERE WAL - AEIXRO@EY,

<HEY v~F>

W, AE 1kg %720 3mg & 1 BlOE G &EE LATET 5, PR 5#%,
238, 6 WIcH L, LItk 8 ﬂFﬁ@Fﬁﬁmf%—E@%ﬁb Ll B, 6 EOKL
DU, SRR U BN L7238, & G- R o o5 R o &
HamSAIEETH B, _zh%)mi%ui@i%i;@&%?%mﬂ% IEBE AT D, 1
BlORE 1kg 4720 OEGEO EIRIE, 8 HE ORI THIUE 10mg, 5[
W2 480 L7233 A chhid émg &35, 272, IIEOBREFMEIL 4 B &
D RKFNE, A B b LSt — MRS L DIEWICOFH L THWD Z &,

4(5%) 1(1%) 6(7%) 1(1%) 5(6%) 13(4%)

< FfiE >
(EmM)
FEMAARIIEER - BRIk 5HR
MR R & BIETE MR RS (R BB DMK AR D 10% LA
b, 22O PASI 2278 12 PLE) &5 L L, 77 v R £ 721344 5mg/
kg Z#)A, 2%, 6EBZICESG Lz (BEEIRER) , € OfE%, 10 #
#% D PASI 2 27 T5%HGERIL, 77 BAREE 0.0% (0/19 ) iIoxt LT,
AHIP 5-HE 68.6% (24/35 f5) TH 0, HEENTD B LTz (p<0.001),
FRAEAOGRBR 1 5| & ¢ & ARFIR 5L, A% bme/kg & 14 &% 5-LIt%, 8
WM T 62 M E CTHE Lz, 277 REE, 16 HLIEITZ 26
AH| bmglkg & 62 W F THG: L7z (ke 53800) . £ OFEE, 66 1%
® PASI 2 a7 75%UERIL, AFI#G-H 76.7% (23/30 ffil) TH Y,
10 F G BT ERR SRS Ergt L 7=,
AR GIEGI 2RO R EEL, BWEH, BEERAEFROBIRIL, £
NN 97.9% (46/47 ), 87.2% (41/47 #), 10.6% (5/47 fi) TH
> 77, F 77, B YesE, Infusion reaction O R H L |1L, F L Fh
72.3% (34/47 #1), 8.5% (4/47 f) Td > 7o JEIED 5 b, FEFE 72k
YUEDREBRIT 2.1% (1/47 ) TH - 7=,

(HZBEZNRE BN R GEIFE L © 2010421 )



(B5)
% D+ (IMPACT*) S E& 3 4
B8 i1 iE M vz R AR (JE AR B B 2 B OVE R B B B s 5 DL |, o
CRP1.5mg/dL LA E XX §D Z 130 8 45 5300 L) 104 Billzxt L C,
A bmglkg (52 f), £7213 77 &R (52 f5]) 2 3 [ (¥)[a], 2 ¥k,
6 %) # 5 LIk, S8ERMIME T 46 HE CTHRE Lz, £727 7 AR
16 W LEIL 2B A A bmglkg #H5- LT, & BT 50 HRHIMFHER 5-
DORIEMF L8B3 (T8 1) 12kt LT, AA| 5bmg/kg % 8 HHF T 94
W ETHRE Lz, TORE, 16 %D ACR JEHE 20%#1%, 77 &R
HED 9.6% (5/52 ) 12k LT, bmg/kg FEIZEBWT 65.4% (34/52 )
ThHY, BEENRD Nz, 51298 H# D ACR Y 20% 81T
61.5% (48/78 f5) TV, 2 MO R KR STz,
16 £ TORIWEH (JB5REE & OREBEBRNAEE TERWAEFRR) DR
BHRIL, 77 B AR 47.1% (24/51 6), A% 5mg/kg # 55.8% (29/52
i) Thotz, 16 W~ 50 1 F TORWEHDFELHRIL, 77 B AR 68.0%
(34/50 ) , A4 bmglkg £ 69.4% (34/49 #l) ToH >7=, 54 #H~ 98
HFE CORIERORBHEIL 66.7% (52/78 #) TH Y, E/2EIEH DN
U ERGERYE 19 61, Uz IR -1 A 1 5 51, B8R 4 il T o 7o,
% Infliximab Multinational Psoriasis Arthritis Controlled Trial

43) Antoni, C.E. et al. : Arthritis. Rheum. 2005 ; 52 (4) : 1227-1236

44) Antoni, C.E. et al. : J. Rheumatol. 2008 ; 35 (5) : 869-876

E 48 (IMPACT2*) 5B 5. 46
B £ JiE P vz R 2B (AR B E 2 X VR M B Ei %28 5 B B, 22D
CRP1.5mg/dL UL EXUE §lo ZbiE 0 28 45 iyl b)) &xfs s L, 77
YR EIIAK bmg/kg 2, 2%, 6EBICHEEL, 5l &HE 8
IR C 46 W% £ TG L, ZOREE, 14 %O ACR ZEYE 20%
KERILT 7R 11.0% (11/100 #1) (2 xF L T, A& # 5 7
58.0% (58/100 i) TH v , HE N BT (P<0.001) , B Eifk
HREZF K OED X #H A 27 (Modified Sharp Score) TaEAM L 7= ##
R, 24 BHBEDO A 27 b CESME EFEER ) 1377 B AEE 0.82+£2.62
Wk L C, RAIEERE-070£253 TH Y, FEENRBD LT
(p<0.001),
54 JH £ TOARH| 5mglkg BEOFEINER (REREE & ORFEBEFENGE TE
ROVVEEES) ORBIRIL 48.2% (92/191 f) T, I b RBLEN F Do
EWERANZ, BAGERRYE 11.0% (217191 6) Th o712, —J5, 77 B R
OEWER OFBIEIT 26.5% (26/98 i) TH v, EXGEKY: 6.1% (6/98
) T o7,
%} Infliximab Multinational Psoriasis Arthritis Controlled Trial 2

45) Antoni, C. et al. : Ann. Rheum. Dis. 2005 ; 64 (8) : 1150-1157

46) van der Heijde, D. et al. : Arthritis. Rheum. 2007 ; 56 (8) : 2698-2707



<BREPEFHESR >
GB5)
S 48 (ASSERT*) iR E&
9 B M A ME 2% FR A (TR B HE & 0 32 I 2L % (Modified New York
Criteria, 1984 ) |2 363 X i3] & Z2Wr &4, NSAIDs 12 L D1REIC
HED 53, BEAIEEINE & L CBERED BASDAT X 22778 4 LLE, 7
OFMER Y 10cm @ Visual Analogue Scale T 4 LA EDFEFE) 279 4
2t LC, A% bmg/kg (201 #) £ 721377 &R (78 #) Z#lal, 238
e, 6 WMBKICEE L, 5l XX 6 MR T 18 M E THE Lz, £ Dfk
W, 24 B % O ASAS FEUE 20% L Sk ERIT T T B AREED
19.2% (15/78 f3]) IZxt L C, 5mg/kg BBV T 61.2% (123/201 41)
THY, BEENED LI (p<0.001), 24 #H FE TD 5mglkg FEDH|
TER (QBBREE & ORRBZRNA G E TE WA FRR) OFBEIT 64.9%
(131/202 f5) TH v, ERRFRIEAIL, ERGERYE 9.9% (20/202 1) , NH
SAK 8.4% (17/202 B)), 58 7.9% (16/202 f1)), &G P THINN 7.4%
(15/202 B) & T~ 7=, 77 B RREORIWEFA OFHERIT 48.0% (36/75
) TH Y, EREWERIT ERIERKY: 9.3% (7/75 ) Th o7,
** Ankylosing Spondylitis Study for the Evaluation of Recombinant Infliximab
Therapy

(GRIELPEFFHES ZDREIB N F GERF TR - 2010 4F 4 1)

<r7ua— 2>
GBos)
% O/MAEHER
MGFRECHREA+ DR P EE~FEEOIFHY 7 v — U HEH
(CDAI220 LL F) 108 #licxt L T, A%l 5mg/kg (27 #il), 10mg/
kg (28 #5), 20mg/kg (28 #i) 7137 7 &R (25 f) 2 Hila# 5 L7
(e, £72, 4 WEFZSFE (CDALTO RA > b ELERD) 235588 s
Mo 7= BE IR L TARAI 10mglkg DA —7 0 T SR EHE 21772, %
DOFER, 4 %O CDAI SGERILT 72RO 17% (4/24 B)) (2% L
T, bmg/kg, 10mg/kg & 20mg/kg FEZBWT, L 81% (22/
27 %), 50% (14/28 f5]), 64% (18/28 i) TH v, KA HHEDOAFT
1% 65% (54/83 f5]) T, 77 B ARFHZHE AN THEENR D bz, BIfE
MZ, 777 B AREETIL, 8L 6.9 B T 24% (6/25 1) _.wzsb
DAL, AFIB G CIRFEIBIZE I 10.1 BE# T 35% (29/83 i) 1278
W HIT, F, BEEOHEMBME LR b ol
I 8 I Z SN B DIV IER], & OARA] 10mglkg DA —7
VT AOVEERIT X0 SGENGRD BT IER 2 FREIR L, wlE S 12 8
HBInD 7 TR EIIIAK] 10mglkg & 8 = LT 4 G Uiz, 2D
FE, 48 1 F TOFHM (CDAIL $5EEIC X 5 8B K OFRMR=R) TIE, K
FI 5EEL T 7 B AREE & ik U CREMEMERF I SR 1T D o 7203, BEEHY



\CAHE TR - 72 BIERIL, 777 B ARBECIL, FHE £ 30.7
T 36% (13/36 i) (258 &, AFIF G1E CTIRE 8L I 32.56
Z"EFE'EJVC‘\ 54% (20/37 B;J) K—utu&)%ﬂf;o

47) Targan, S. R. et al. : N. Engl. J. Med. 1997 ; 337 (15) : 1029-1035 X
OVHI =28 SR (BR) 7 v — 2 iicxd 2 8 B hikaBi (5 11/ I04HE)
(FENEEL

1E) AFNOAB ST HE - HElZko@Ey,
< m—E>
WE,ARE 1kg ¥72 0 5mg & 1 BOFEEEE LSETHET 5, 9)EE 54,
238, 6MICE&E L, Ltk 8 MM ORIRE TG 4175 Z &, kd, 6 HOKE

LI, 2RSS L7235 ATIE, IR 1kg %720 10mg % 1 [0 H#E 5
TEMTED,

SEIAEEAER *©
PEREYE DS (AL R FREAL A B Te) 2 A3 5 7 v — U3 94 4l
%t LT, A% 5mg/kg (31 f51), 10mg/kg (32 #]) £7-13 77 AR (31
B) 2 3 151 (F)El, 2312, 6 %) &G Lic, & DfER, A2h3% (i L
72 2 [Bl ORI L EOFEFLN ) 1277 B AREED 26% (8/31
)2k LT, 5mg/kg, 10mg/kg FEIZHBWT, ZNZ4 68% (21/31
), 56% (18/3241) TH Y, WTFILHAEZENRO LI, BER I
7T B ARRETIL, FIBIEEHIM 19.8 WM T 45% (14/31 fi) L.mb 5
AU, ARFPEGRETITEH B IR 21.2 HE T 51% (32/63 i) 127
DIV, £, BELROHEMEAELRO bR o T,
48) Present, D. H. et al. : N. Engl. J. Med. 1999 ; 340 (18) : 1398-1405
O = 2RI (BR) PRI 2 R AME R T 5 7 u— R At
B (RENE R
) AFNOARE TN D HYE - AR OEY
<7 a— PR >
@, AT 1kg 270 smg & 1 E O G LARSET 5, 0E# 5%,
238, 6BITHE L, LIk S HMMOMBETHEX1TH 2 L. b, 6 HOBS

LA, 28688 L 7= 35 A121, R HE 1kg 24729 10mg % 1 R0 L+5
LMW TES,

M (ACCENT I *)iER (ZEGHRaAER)
BEFIEHE CHRAR T+ EE~EEOIREM 7 o — VR EE
(CDAI220 LA |, 400 LA'F) 573 fllcxt LT, A% bmg/kg % Hi[alf 5-
L 2 MBI RHEEIT -T2, 2% ICUE (CDAL 28 25%L4 Es
270 RA > ML ERD) B3RO BT B3 (335 B) ICHB W TE DL, 8
W7 TR 2% G545 7T 2 R#EE% 58 (110 #1), DA% 8
F'%r"] 5mglkg 59 % bmglkg HEFFR GHE (113 f51)), 23, 6 %%
(ZAH bmglkg Z 45 U 14 LRI 10mg/kg & 8 WK G 5
10mg/kg MERF R G-HE (112 ) ICEEE R BIM 2 1T o 7o S RE S b 2 5%
(223 (CDAIL 28 25%LL b2 70 AR A > B LLEJD) 03380 B 7= B
FIZBWT, R RT 2 F COMM (Fflm) 1%, 7 7Jzﬂ<;ﬁ@?f%%§



BE190ICxt L, bmglkg MR G-8E, 10mg/kg MEFFBEGRETIZZE N
i 38 i (p=0.002), 54 Ll L (p<0.001) ThH -7z,
30 % > CDAI fEfERIT T 7 B AR MERAB 58 21% (23/110 i) (2%t
L, bmg/kg # £f #& 5 #F, 10mg/kg #: ¥ & 5-#F C ﬂi%i’b%“ﬂ
39% (44/113 f51), 45% (55/111 #) TH v, 77 & ANHERH GHEC
NCHBEENRD bz, £72, 54 1% CDAI SER LY 7Jzﬂ&
FREGRE15% (17/110 B) 12kt L, 5mglkg #ERife 58, 10mg/kg #E
R GRECIZE T 38% (43/113 1), 48% (53/111 #) TH Y,
77 B ARMERIR BRI TR EENRD DI,
fcﬁ:l% 2 WZRICUEERRD DNTIERO 5 B, 14 BLEEIZ S FIE M
B BNTSE, 7T B AR UIAFE G RFCAA] bmglkg BN 5
(7" B RBEIAA] bmglkg, Smglkg BEIIAHK] 10mg/kg, 10mg/kg #f
I IARA] 16mg/kg) 35 Z & & LTz, b4 BN A E TICHREE CDAT &
a7 DWENRD HNT-BEDEIRIL, 77 B REE (Amg/kg ~HHE) T
88.6% (62/70 f31), 5mg/kg # (10mg/kg ~¥ &) T 90.0% (36/40
i), 10mg/kg Ff (15mg/kg ~Fi &) T 79.3% (23/29 f3]) TH o7z, F
7=, bmg/kg & (10mg/kg ~HE &) TOHEER GG E N HEERS 8
W% > CDAL 2 = 7 &b & (vh i) [95% 15 #H X ] 1 2% 54.0 [36.0,
108.0] TH ~ 7=,
* A Crohn's Disease Clinical Trial Evaluating Infliximab in a New Long Term
Treatment Regimen
49) Hanauer, S. B. et al. : Lancet 2002 ; 359 : 1541-1549
) ARFNOERE TS HE - HEIZRO@EY,
<7 a— >
W, RE 1kg M72 Y bmg & 1 [ OHE & & LATEET 5, plE#& 5%,
208, 6ICH&E L, Lk S MM ORI TG 4175 2 &, ks, 6 HOKE

DA%, R8s L7881, (R H 1kg 2729 10mg % 1 [0 bHEET5
ZENTED,

SEIM#H(ACCENT I *) iR (ZEETHRAER)

PERRVESNEE 2 95 7 v — iR 282 Bkt LAKAI 5mg/kg % 3 [A]
(WilEl, 238, 6#)H&5 Lz, 10 3 KON 14 @12k HEEMESNED
B 50% LA L) 235D Bz B (195 ) I B W TE D%, 8
MEIC 7 7 v R2& 5925 77 2 RHERB 58 (99 #1)), LIt 8 i [HhE
\Z bmglkg Z #5425 bmglkg MEFHR G- (96 1) IZHEAEAEI 21T -
7o ZORER, 14 LD EIHEA E TOBIM (i) 12777 & A
Frie 50 14 J8ICkT L, 5mg/kg #ERA G Tl 40 LA E (p < 0.001)
Tholo, £72, 54 BHZDOFELINEMSHRILT 7 & ARMERHE 5HE 19%
(19/98 i) IZxt L, 5mglkg MEFF 58 TIlL 36% (33/91 ) TH Y,
7T B R SRR THEEENRD b,

723, 14 BUBEIZRIE RN DT h, 77 ' A UIARF & &
HREZAA] 5mglkg 2 B0 L7z BN 5252 0 1 BH D 5 b, BNk
G ORI & L UHRIR M FLEDY 50% LA B LT o 7z

46—



W (772 REE 41 B, bmgl/kg BE 21 §) (28T D, BN G4 S HEEME
AP L BELZREEZOHAIXT 7 & A (CKHA bmg
kg) 61.0% (25/41 5] ) }% O 5bmglkg & ( A &l 10mgkg ~
) 57.1% (12/2141) Th -7z,
* A Fistulizing Crohn's Disease Clinical Trial Evaluating Infliximab in a New
Long Term Treatment Regimen
50) Sands, B. E. et al. : N. Engl. J. Med. 2004 ; 350 : 876-885
) RENOERINTNDHE - HEIFRo®Ey,
<7 wa—E>
W, RE 1kg U720 bmg & 1 [ OHE&E & LATEET 5, plE& 5%,
2, 6 HICKRE L, L% 8 EOMETREA1TS Z L. ek, 6 Ho&kE
LItk RS L2458 1T, (K E 1kg %720 10mg % 1 B0 REET5
ZEWTED,

<IEBHE RIS >

GEn)

FE M (ACT1./ACT2*) i E& 225V

ACT1 RBL, BEFIRE (AT A R, 6MP, 7HF4 71 %) TR
Aoy B ERIB R HE Mayo 27 6 5 12, NfisEY 72 a7 2
PLE) 364 fllzxt L, 774 (121 f1), A4 5mg/kg (121 #i), F721%
AFA| 10mg/kg (122 #)) Zw)al, 2%, 6 WEICHKE L, 5l &k 8
R C 46 M E TG L, b4 % E THMMEZFHE L7-, ACT2 K
BRI, BRI (7 X 2 U FUBRIA, A7 a4 K, 6MP, 7 ¥ F 4~
U V) TRHRAF 3 BB ERIBR B Mayo 227 6 006 12, N
WEEY 7 227 2 LI E) 364 Billckt L, 77 &R (123 #i), AF#| 5mg/
kg (121 #), £7213A4%] 10mg/kg (120 #) Zw)Al, 2 %, 6E%IC
b L, 5l &fkix 8 MR T 22 M E TG L, 30 #kE TCOHME
Ze R L 72,

ZORER, ACT1 R BRDO EEANMFMIHE CTh 5 8 %D Mayo A
a7 ER (Mayo A 2 7 MBEEREE L el LT 30% L4 B>, 3
RA v FELERA, BEOEE» D OO 7 2 27 B3GR & b
B LT 1ARA Y MUEBADEIT 1 LTOEE) 1, 77 B REE 37.2%
(45/121 f5) (25 L, KAl bmglkg, & O* 10mg/kg & G-REIZ N
69.4% (84/121 %), 61.5% (75/122 ) TH 0, KFNIHZIZ Bk
FER %R LT (p<0.001), ACT2 RER D LA ZNMMEIEE TH 5 8
WD Mayo A2 7 ERIL, 77 B AREE 29.3% (36/123 f51) (2%} L,
KA 5mglkg, & Y 10mg/kg #5-FEIZENE 4 64.5% (78/121 i),
69.2% (83/122 ) TH Y , KANTABICH VW EBRZ R L T2
(p<0.001), £7=, ACT1 LN ACT2 ikBRD#EE, KGR BFER A
X, 7T BAREE, AFEGRE, TE 16.5%, 10.1% & KA H-RE
THE R KRIGYIBRFIE AR OB D5 7 (p=0.015),

ACT1 £ X OV ACT2 R BRIZH 1 2 @IEH R B R 1T, AH & 58
50.3% (248/493 ), 77 & HREE 39.9% (99/248 f5]) T - 7=, T72H



PRI, B0 11.4% (56/493 1), BAER 5.9% (29/493 1), b 5<E %
YL 5.7% (28/493 i) 35 L OFEEL 5.5% (27/493 i) Th o7z,
*k The Active Ulcerative Colitis Trial
22) Rutgeerts, P. et al. : N. Engl. J. Med. 2005 ; 353 (23) : 2462-2476
51) Sandborn, W.J. et al. : Gastroenterology 2009 ; 137 (4) : 1250-1260
1) AFNOAGB ST HE - HEldko@Ey,
<{EIGPERM % >
W, RE 1kg H72 Y bmg & 1 O E&E & LARET 5, a1 5%,
2, 6HIZHEEG L, L% 8 HE DM TREZ1TH Z &,

2) LEEREAER -
EER e L

3) B -
(%)
BN TERIN-FEMAER (ATTRACT 5% : 102 58)
MTX (AR DR Y 7~ F B (428 #1)) 12k LT, MTX ffH
(12.5mg/H#LL F) *FC, &A% 3mg/kg, 10mgkg £721377vR% 3
Bl (fIEl, 2%, 6% h L, 5l&ks, 77 v AR 4 BRERET,
AR BEREIXENE I 4 BEER L O 8 BN (77 & Rk S) ©
102 i & TEE- Uiz, £ OfEE, Be5-RtA 5 102 il £ TIZFRO i
BIVER OFBLHRIL, 77 B REE 48% (41/86 #i) 12kt L, AF|H#& 51T
I 73% (249/342 %) Th o7z, F7o, BELREWEHORERIL, 77 &
AEE8.1% (7/86 B 1Tkt L, A& HHET 6.4% (22/342 ) ThH 7=,
52) [Hi) =ZERK (1K) « MTX 2 RA+ 0% 5t & Lz MTX §FH T ToH
MR (ATTRACT) (#hN& L
1) RFNOAR I N TWD HE - HRIZRO#EY,
<PV v~F>
W, RE 1kg 4720 Smg & 1 RIOFEGE L LATHHTET 5, 0E1HR 554,
238, 6 WITHE L, LIk S OB TRE %2175 2 L. 2B, 6 HORS
LI, VR4 TR B ANETS L7811, B 5 o H &% SR 0
HEWARETH D, 2B O G EOHE E-CHK 5 M O B X BT 5, 1
[EOAE 1kg 47- 0 OGO LIRIE, 8 MR OMETHIUT 10mg, B4/
W& EHE L7238 ChiuT émg &5, £72, ARG 4 8 L 5
DL ARANX, A N b LF— MUANC X BRI L THWS Z &y
RAREEIZHITDH A M XY — ORI TOREHEITIEE 6mg/keg/ T, H
#45L &1 Smgkeg/lHE TTH D,

1) B - HERHE
R L
(6) AFHIER
1) EARAEE - BEEARAHE (BUHE) - RERSRERER

(AR R ERPRARER)
OFE&E ) o< FEARGEHRE (PR



BEEI Y o~ FIRFEICkT 5 L 2 77— K 3mglkg O HFERE F TOXR
Mk, HOMEE R T S Z 2 B E LT, Rk 2003 4 7 A0
% 2005 4 8 A & T HIMIC A1 H stk g 5 2T TN L 72, FEAM
WX 64 AWM E U, eI 3 5 b SIS 2 ke L 7= 7R
AR, EN 851 faskh> © A2 7,889 il & I L 7=,
AP OW T, IUE L7z 7,889 i~ 5, &t 367 5] (BxBeiE 5] 261
1], FRERC 92 B1145) ZBRoh L7z 7,522 il 2 figtet 5 & L=, BIVE
FEBLEIT 24.6% (1,850/7,522 ) Thho 7=, F7eRIWEHIZ, FEL 3.6%
(272/7,522 B, F9% K QAR 4 2.5% (187/7,522 1), 1TV 1.7%
(126/7,522 f51]) , ifiZ 1.6% (121/7,522 1)) & T & - 7=, BE /R RINE
HORBIEIT 5.3% (399/7,522 f5]) TH v, B EELRIEAIE, i
% 1.2% (88/7522 %), =2 —F T AT 4 AYa W x Uftidk
0.5% (35/7,522 ), FVEL MR (B e OV 0.4% (29/7,522 1)
HARIEZ 0.3% (20/7,522 Bl) % T o 7=, AL, VI 2222 B3
ZIEH O 8.EIWEH O (4) T B B RIEFH F BUEEE K OV PR g A 2
— B O RS 2 S M
BRINEZDOWTUE, ZEVERRT R GIEFID HEF 751 5] (F 2hHEEFAm 23
HIEARBEDIER] T46 F155) Z 8\ = 6,771 Bl &Rt & L=, %)
PEOFHEIE, 6, 14, 22 % &K O HIERHZ W CTHYERRDY,
AFHABRAARET & ol U T EIRSGEORRE N D [2530), [47%h), [#5h 1 o
3 BePisCREAM L 72, A MEMEAT X4 6,771 Bl 31T 2 i SGEE o
HNRCED+HROEIE) 1L, 6 93.9% (6,329/6,739 ), 14
AN 92.3% (5,151/5,578 1), 22 A 91.9% (4,310/4,692 #1), £
FCHDEREDY 90.7% (6,143/6,771 ) TH Y, WTHORERIZIB W T
HANFEIT 90%LL EEIR LT,

QBEEY) Vv FREFEARRE (REAFER)
AH 3mglkg ORI HRFIZ 3517 2 B YRIE % O BIE FH O FE BRI
(FEBLIRIL, FE BRI, FlfH, FRIES) DR 21T 5 & & big, REIEH
REC BT D2 HIMEIC OV TRRETT 5 Z &2 HAE LT, 2005 4F 11
H 735 2009 4F 4 H £ TOHIMIC e s sk 22 THEME L 7=, 3HH
HIFIE 2 1) G IR T# 1 RIS B9 5 B AR A
ZEKh) & U, FEM I A B 52 Ik S U7 A IR R AR ER
Z ik U7z, s IR, [E N 240 Jftisko» O A 1,557 Bl 2 UUE L
77
LAV OWTIE, I L7z 1,557 Bl 5 B, &t 102 B Bk A 32
B, EHRBE 15 B115) Z2 B4k UT- 1,455 il & 22 VEMRAT 6T G2 & L=,
728, RFEIZIB W CITHE T EREGIE 2 MEICNET 5720, L K
0 AT T 4 T IFT 0 AT T 4 TIIER 2 INEET 2 ik % H
0, BARVEFRNT G OWNTIE L b a AT 7 ¢ 788D 956 6, 7
0 AT T 4 TGRS 499 BT dH o T, KA O MRS D
FHIIRENE, 606.4179 H (CE¥ME LR A2) Th o7z,



BIVEH S BIER1E 32.4% (471/1,455 B) TH Y, T2 BITERIL, FEE
41% (59/1,455 il ), 3¢ ¥ 3.4% ( 50/1,455 #l ), = JFk 2
3.0% (43/1,455 i), EAIZAHE D BUS 2.2% (32/1,455 i), 1ZTH
2.0% (29/1,455 f5] )% CTd - 7=, EE 2 BIVEH © 3 B R 1%
8.7% (126/1,455 fil) T o v , & 7¢ & ¥ 72 @I E H 13, Bl &
1.3% (19/1,455 1), #1495 0.7% (10/1,455 1) , il & 4 il 28
0.4% (6/1,455 f51]) , B SE 0.8% (5/1,455 Bil) , HEN, 1 EANIZLE S X
IS, BEER, =2 —FE VAT 4 AV T = ViR KO MR S
% 0.3% (4/1,455 ) % ThH > 7=,

BN DV TIE, RN GIEF1 7> 5§ 11 51 CHE RRE X
B - RFLHD) ZBRVNZ 1,444 Il (L b a AT T ¢ TEER 0 954 151,
T ARY T TG 490 BI) SN SR & S uTe, BRI O S
%, 6 H, 14, 14, 20 R URMKHERIZI W TH Y ERD
DS, ARFNEG-AT & e U7 RSGE OB EE N B T2 ), TAZ ), T
1D 3 BB CRHM U 7o, A MR R 52 1,444 BT I61T 2 Bk
FEDH R (CEN+BOEIEG) L, 6 5 HH 88.0% (1,226/1,394
B, 142 87.5% (1,104/1,262 f5), 14+ 90.6% (976/1,077
B, 2908 93.2% (901/967 ) , Fc &I EREDS 84.1% (1,214/
1,444 ) T o 7o, 70, ANERATRISIES O 5 B 640 iz
TIEHF 2PN T ACR EAEZ G L, ACR JHE 20%LL ik
BRI 6 » H% T 65.7% (400/609 1)), 144 T 65.8% (343/521
), 14F 1% Tk 72.1% (303/420 f51]), 2 4 1% T
71.9% (274/381 ), F#&HIEREF Tl 65.9% (422/640 f5]) TH Y,
WO RIZEBENT S, 60%LL ETH- 7,

2) ARRBEHELTERTFENABRNITER L -HBOBE -

[FAEBEE]
O Efi ¥ EDONE
< g >

BUEER, —EROEMIIR DT —F BNERBIND T TORIT, &
SiE 51 2 PG R A 2 FEhe 32 Z L2 K 0, RE| DL K
OB T 27 — & 2 B HNCIEE U, RA| O EAE I %872
BEEZ#HLDLZ L,

<BREVEFHESR >

EN CTOIRBIEFI 23D TR ST\ D Z &b, BUEIRGER, — &
BOFEBFN AR D T — 2 DEE SN D ETOMIZ, BAER & X5 ff
PR 2 32032 2 LI X 0, ARAME B O S IEH 2 1
T 5L & BT, RKAOREME R OENEZRET 57— 2 FHITIL
L, AR OMEIEFAICLERBEL#H D L,



@ Fhii L 7-7kBx

IS HRERERAT

Fhi U 7= ik

BAET D o~ T MR % o —E MRz >
W, EIERNIZ DU
Tafl &gk LT, Al
D2 ENE R O WE %
TWEST D L L b, R
SR OV,
EMIZR®ET D2 &,

- RO Rl A A A R
Jiti U7z,

KB 7 7 1% TR &
Fh L, ARl Dz
DNWTHIICHRFT S
Ll b, BRI
LAVE R EIL LD &
T 5 SR E S DR BLIZ
SOWTIE, kv EARIC
et o2 &,

b RO E A R R A
% e L7,

AFEEEL THREL
e o D IS
b2 AR L= A 0fR
it (BAF Ik oo R BA
(EIZRAT AR i 2 & de)
R OVEz S A Tl

570, ) 7 ek B A
BWEMQ 4LIR) I
Pi= b ZEE R
PRaRER & FEhi L, % OFk
BAWLICHRET S
Ll - HED
EEIZOWVWTHHT5
e,

[E] PN 55 T AH B el B &
Tt L7, ZORER, H
LY AON - o X i N
ARG ST, BRI
V. IREICET 2HEEBE O
3 EIRRARD (4) — 1)
KOV BN 2 B9
HIEH O 1.1 P o
HER - JIEHED (3) Dy
B A2,

N—F v MFIC XD | [EHNTOIRERAEF] A
HEHAMEEES SR | O TROLNA TS Z &
N5, BIER K, —E
B OIEBN AR DT —H
NEREND £ TOR
X, BRER 2 RS2 H
AR & EhE D 2
LTk RHIE A EE
DEFIEWELIRET D
L &b, KAl L 4eM
RO+ 55
— & & RIICIVE L, A
) > 3 1F 5 A 0 B 7
WEEZHEDZ &,

TR B O RE R,
HERRITERIX 4.5% T
H Y, KFNZBT DD
D LEM T 7 7
AV ERRE: L, BEAFIR
PRI TR+ 7
—F = v MRIZK D
TR TEMBLSS & 9 Rk R
BT DARFI O R4
MR STz, 72,
2 FEMOPFEEIET LIz
JEBNZ 381 5 =R
83%LL DK HETHER
L7z,

K PG AT S OV 7 B G 1, 2009 4F 7
B OREE « ZhRe D —HRAS BURRRER /0 13554 LW,

HOME - HE (RS




VI. E3hEFEB(CRd 5IBH

1. REFMICEESH D ILEYMRITLEYE
L

2. EBER

(1) YERERLT - 1R AR
A7 VX717 u— el ) v~ T ORI RICEREICE S
L C\W5 TNFa OEH ZAET 5, 2 O IX AN TNFa O AN
ZHRT 5 L LB, AR TNFa BB Z CDC (i A mEra
5E) H 50T ADCC FURMEFEMREE) I L v EET L L, 225
MNZZBERITHES L7 TNFa 2 s+ 25 2 L1128 Y TNFa OfEFH %
HETDEEZEZ LR TS,

(2) ENEEN T DHRERAAE -
1) $5 & 4514 (in vitro)

A7V FT~T1E 1.04X100M L &) FEATEEE B - THIEME

TNFa &f56 L%, AT TNFa I26 LT, 2 & RIERZEOH

itz R L7 %Y,

Flo, A7 VX v~Tde hEF X P—D TNFa 1245 LT

WM A A L, A XK TNFa (25 L CTIEBIWAS 2 SO 2 7k

HLOD, Ty b, w7 AR E 10 EOHYTED TNFa |24 55875 K

JCPEITRE D B o 72 %),

2) ZE4EH (in vitro)

O TNFa AWYTErEIz 33 2 RFnfEH (IL-6 FEAMTIEM)

b MRHESFEAINRIC TNFa &1 > 7 U 3~ 7 (4pg/mL) ZHM L,
37°CT 18 IffflIE 2 L7 % O35 HiEH o IL-6 P &% ELISA
FEIZEVPE LT, EORER, xR TlE TNFa OFRIMEICKT LT
IL-6 PEAENEEIM L 7=DIZK L, A4 > 7 U v~ 7 UIREClE IL-6
FEAE NI S A7z,

@ MEfE AR TNFa R BRI 2 EEEA 50
(FREAFIE AR 55 (CDCicomplement-dependent cytotoxicity)
EHD
JEAE S TNFa $EMIC A > 7 U 2 ~7 1gG) £721%, 1gG,
ZATDA 7V F~THBMENZEN 5pg/mL) L, S=iiIZT 3
RERIEE2E L7 iR & L C o Ml IR 10%) 23 L
72 20 431402, K52 B3 oo LDH JEE 2JIE L, Miia s ErE o e
L LTz, TDFER, 1gG, XA T DA 7V X~ 7 Tl AR



TNFa BRIk U, MG SR EZ RS 2oy, £ 7 U %
=7 (IgG,) TIHMIREEMENGRD b v,
@ Z KK S TNFa fREEVEH] 5
TNFa ZREZFET 5 & N HEERESIEERIC, 25T fE#% TNFa
ZRM(10ng/mL) L, BB T 1RMEEE LT A7 VX ~vT7 %
TN (e TR BE - 50, 100 K OF 200pg/mL) £, =81 CTHEZE L, Ml
2GS L7 2T £, TNFa &2 JE Uz, 2 OfER, MR A L
72 157 $53 TNFa 131 > 7 U %3~ 7 OUHNTE FERAZH T AREE L
77
3) EEMER(YVR)
TNFa AWEMEC 6t 2 dhfnfE A
(B hTNFa FT7 v AV x=v 7~ ADILREGHIER)
3O N TINFa b7 v AV 2=y 7~ R, A7V F v~
0.5, 2, 8mg/kg #WIZ 2 [B], IEIENE G- L, 2 OAGEA g LT,
ZDFER, SRR TIT 4 BRI AEFENWR L=, A 7 U v
VT ERERTCIIAREICHWVAEGFRER LTI D, InvivolZBW
Tt F TNFa OAEYTEEZ R 5 2 L AREB ST,

(3) VERRIRNERE - kbR -
M ER R L



VI EMEBEICET SEE

1. MAREDHR - BIEE

(1)

(2)

SAE LA MR -
BB L

R AR EEER
bk T IE%

(3) ERARER CHER SN FIRE -

<PBHEi Y v~F >

(ER)

% I/MAERR(MTX ftA_EE5RLERER)

A N hLF— N (MTX)IZRR A+ 22 B8 U v~ FBEIC, MTX OF
H T (6mg/iALL ) T, A% 3, 10mg/kg % SfEErEC LY, 3B (FE],
2 8%, 6 %) G L7k g PR E OHER 2 7~ 37, g iR E T H
BT f LT L=,

F 70, W, A, BB G RV B D D WVITIEAT A RIEEHLRIEA
BEAC X 235 BRI O IMBNRE D ZE 137 B L7 o 7248, B E (BMI) O
BN > T i IR EE SN 3 B 23 B B 37 I & 72 1 X B ek
AT DBEECERYERROZENMEET D0ENIARATSH D,
3mglkg OEF G- %521 7= 49 1 ClE 2 i, 10mglkg OKEH 5% %%
V72 50 Bl TiE 4 BT, AFNCxET 2 PR B S vz,

o
o
o

100

miERA>7Ux < TiRE (ug/mlL
— =)

=4

T T T T T T T 1
0 2 4 6 8 10 12 14
1 t t #E51%EE (week)

M) v~ FEEICLITF—REA b b LF 9 — M T (6mghiELl ) 3 BIRGEFIRNE S L 72RO g+~
TR TREREE (AT ) 1 LI — FEE, O - 3mglkg (n=49), @ : 10mg/kg (n=48 ~ 51)

IR EhRE R T A — X 03 Cyy 21 Cp, 6 Cp,, 14 3
i 3mg/kg SRl 4 A R 2 479+11.3 11.5+4.1 5.6+4.1 0.8+1.1
5 (n=49) AT 47.5 10.8 4.8 0.5
= 10mg/kg SEEE B = R UE A 2 168.4+48.6 35.615.2 22.3+13.7 | 5.4+5.8
(n=48 ~ 51) AT 168.3 33.7 20.6 3.6
Ciy : BEHT 1 HF#IEME, C,,. : &EHiIfHE (prg/mL)



1) RFNOAR SN T HE - HEiZko@Ey,

<BAfV v~F >

WE, AE kg U729 3mg & 1 FOEEE L LSS 5, IE#FEG%, 2
M, 6 WIS L, Ltk 8 HE ORI TG 2175 Z &, ek, 6 HOEGLIE,
BHRR A4y AT RN BT L7235 A 2iE, 55 B o B o4& 5[ 8 0 48 25 FTHE
ThH D, 2D OEE B BB 5T O FAE T B PEAIZAT 5, 1 EOFE
1kg 7=V DG ED LIRIZ, 8 MM DRME THIE 10mg, #5144 L
A ThIE 6mg &9 5, iz, EORGRIFIE 4 B L+ 5 AL, Ak
b L — MR XSS LTINS Z &,

FMAHRBEHR FaR+_FE5H) ©

A~ U — MEH T (6mg/ELL |) T, A4 3mg/kg Z4F], 2%, 6
WHBICHE L, 5l & #i % 3mg/kg, 6mg/kg & 5\ % 10mg/kg % 8 H[HHE
CRERS Uiz & o MiE P RETAEICIZE®0A LTl 7z, 3mg/
kg #5455 7= 99 1 Clx 27 B, 6mg/kg #5475 1F 7= 104 1 Tlt 24
B, 10mglkg $¢5-% 51} 7= 104 FICTIE 13 FIZ, RANZ KT 2 LR %

HEhr-,
IEE e T A — 4 0 Cy 14 # C g 22 # C,,. 54 i
3mg/kg SR SRR ZE | 57.77£14.23 | 60.82%-13.60 | 0.85-0.98 | 0.90£1.13
(n=86 ~ 99) AT 58.14 60.35 0.50 0.44
E 6mg/kg S EFEVERZE | 58.86111.74 | 110.94+23.83 | 2.18+2.30 | 2.88£2.80
o (n=91 ~ 104) AT v 58.52 113.41 1.81 2.28
10mg/kg I B R ZE | 58.23+£11.34 | 188.70+£39.61 | 4.73+£4.78 | 6.50+6.26
(n=95 ~ 104) AT v 57.16 186.12 3.13 5.47
Cyy : BEHET 1 FEEME, C,,. @ & EHIE (pg/mL)

Al 3mglkg & 5% 6mglkg & 8 WM CREHRG Lz & &, 5 22
TR C ACR HEYE 20% 00252 L7 0o TERIZ ) L C, & 5-fiR % 4
WIZEHE LB A O EIIET A > 7V Fo~ 7 IBE (EF KRB MG
kT 7¥EE)®IL, 3mgkg T 3.35 [0.83 ~ 10.46], 6mgkg T
7.19 [1.27 ~ 21.62] p/mL (PRELR/ME~REKRIE]D TH o7,

) BB OB (327 5], 5104 7)) Zxt5 L U~ RERIEDENEfRIT NONMEM
version VI) 2D < SEWEIRE R T A — X ZH W2 I 2 b—v 3 URER

=)0

FMAARER (MTX St ZE5H#&AER)

MTX (2 RA+ 5y 72 B Y o~ F B3, MTX JFH T (12.5mg/#H L
) T, ARHKI8, 10mg/kg & AUEEHEIC LY, 3EI(FIE], 2H%, 61
B)EG Lzt%, 4 KO8 HEMNET 2 FRIEG Lz, £ ORE, 102
WO 5 A8 U CERBMIT 2 < ZF Lo g hiRE 2 B
720 HERFT D Z L BISRE TS,



) AFIOHEGR STV D HIE - ARIZRO@®Y,
<Y v~F>
W, IRE kg 4720 3mg & 1 [HlOE L& L LSliHET 5, Plak 5%, 2
W, 6WMIcfes L, Uitk S MO CELG 42175 2 L. 723, 6 ML LI,
INREA A5y AN RS LT A I, B 508808 5[ oo R 3 nT g
T D, 2D OEGEOMECE G MO MM L EMREIIT S, 1 RlORE
1kg ¥7- 0 OEED FRE, 8B ORI THIIE 10mg, $-5-1kE 2 855 L
A THIIE 6mg &9 5, 77, BAEOEEMBIL 4 BM &35, AFNL, A b
b L — MR XSS LTINS Z &,

KA T D A N b XY — hOARFTORZEHH EILE T 6mg/H T, HET D

L& 16mg/HETTH S,

<AR—F = v MEIZ L D EEMERBS &9 Bk >

(RiE®RS . EA) @

MRS E SRR E/T HX—F =y MERE (7 v AR Y VOFHRAR
43BN ICA > 7 U X ~7 bmglkg £7-1% 10mg/kg Z A, 2%, 6
BTG L, 5l i & 8 WMNE T 46 1% £ CE®R G L2 M igh
REIIEGEOBIMIE> TEL 720, ZE L2 g i E %2 BRI
Ol fiRiT 2 2 LBl s AR TIL 5, 10mgkg OEREE
ZZ T T2 8 BB W TAAN R T D PRI Sz o7,

1000
100
10

1

0.1+
0
T

T T T T T T T T T T T T T T T T I3I8I T I4I6I5I0I\L-_)I4
t t t t t i
ERS %R (week)
NR—F = v MFEIZ K DERMHERLS £ 9 RRBHEIC L I — REERERR RN G L oo igh o o7 Y
FUVTWEHRE (AT V) 1 L Ir— K5, O : bmgkg (n=3 ~4), @ : 10mg/kg (n=3 ~ 4)

migcha > 7 1) %< TigE (ug/mL)

2
t

IHENRE T A —H 03 Cy 23 Cpye 63 Cp, 30 i Cp,e 54 i
" 5mglkg |EEME EEEMER A 114.9+20.3 | 15.9+9.9 14.3+7.7 6.7t4.5 6.8+4.7
5 (n=3 ~4) AT v 119.0 15.7 13.3 6.3 7.0
= 10mg/kg |EHE+FEHER 2| 193.1+17.2 | 32.5+22.7 | 26.0+17.6 | 5.9+6.3 4.8+6.1
(n=3 ~ 4) AT v 185.9 32.9 32.1 5.2 2.6
Ciy : BERT 1 HFEIEAE, C,,. : &G (prg/mL)

1) ARNIOAGE SN TWD ANE - IEIZROEY,

<N—=F = v MEIZ & D EIRTEREIES & 9 Bk >

WH,AE 1kg 272V bmg & 1 OG- E LA EHET 2, ME#R 5%, 2
W, 6WIHKE L, Lk 8 AR OFIE THREZ1TH Z &,




< WL fiE >
(BRW)
5 VE LR B & BA S M RORE R [ A Smg/kg A FNE], 2 W%, 6
BB L, 5l &pix SHMRET 62 MG E TR L&, BELE
I35 H R A MERE T D 2 L AVBLEE ST (RRAERDRRBR B Ok fot 4% -3
B%). bmglkg OREHG %%\ F 7= 35 I 8 Bills, AFNKE$ D Bk
M S ATz, =5 PR RO R, B EE MR AR B, IRVE MR RO AR e OV
PEALRE B FE ITAK] Smg/kg Z4IE], 2 %, 6 MM%ICEE- L, 5l&fix 8
HHERT46 @t ECTHRE LI &, 14 EEND 54 lHEE TORE 8
T O I3 TP (FRfE) 13 0.39g/mL 735 2.27pgimL O#iPH THER
L7 (BB 5380) . Smg/kg ORER 520 7= 64 il 19 61i2, AFH
(23 2 PUR D R S a7z,

(RLMEZDREIBIN FA FERFE R - 2010 4F 1 )

o

o

o
1

o
o

o
"

Mg > 7 1) %33 i (ug/mL)

o

02 6 10 14 18 22 26 30 34 38 42 46 50 54 58 62 66 70

IR 1 1 1 t t 1 t
ERS %R (week)

T VERLRER S & PIRVEMER R 1T L I — RAEEIRIRR IR G- Lz & & ofiEh A > 7 ) F o< 7
FEHERS (A T, n=27 ~35) 1 : L 34— 5

IERE T A — 4 03 Cy 14 ## Cp, 30 i# Cp,, 70
ﬁ 5mg/kg PEE ERE RS | 97.18119.40 3.34+2.95 2.16+2.18 2.22+2.26
" (n=27 ~ 35) AT 98.33 2.45 1.48 2.09
Ciy : BEHET 1 HFEIEAE, C,,. : &G (pgimL)
< BRIEMEAEHES >
(BEA)

BEAAIR IR CRVR A+ 7 E T HER BB A 7 U F 2~ 7 bmglkg
ZAEl, 2 W1, 6 HRICKG L, ol EkeE 6 MHMR T 42 Bk £ TRE
L7 b &, 2@ LIz iEHIRE &2 4R35 2 L3l s iz, 5mglkg @D
ARG 12 33 B TiE 2 B, AFNCHT B HUA H Sh iz,
(TR EPEFHER ZhAE BN FREEIRFE R © 2010 4F 4 A)



1000 3

miEfA > 7Ux 2~ TBE (ug/mL)
E

0f e % Y Ot e
02 6 18 24 30 36 42 48
tr ot t t t 1 t 1

VAR5 %R (week)
REPEFHERBHEIZ L I 7 — K bmglkg & B RFRERIRNEE 5 LT L S O MG A v 7 ) o~ 7 REHD

(AY7, n=32~33) 1 :LIr—FK&hH
;%g%@]ﬁ?/\oﬁ 7< ‘_‘& 0 i@ ClH 24 J‘E CPre 48 J‘E
i% 5mg/kg SEPfE AR 2= 91.76+21.10 7.40+4.33 6.96+4.48
- (n=32 ~ 33) AT v 86.28 7.01 7.37
C : BeHAET 1 RRIBME, C,,. @ B5-AIME (ptg/mL)

<7 na—YF>

(REHSE . BA) &

ENZ v —I@/BE* 1A > 7 U v~ 7% bmglkg ®H&T 3 [H(0,
2, 6 ) FHtE RN 5%, 10 BFEGRIC VR bz B 2 55
(2 14 BLIRE 8 HEME TG L -0 SyEhie A i3t L=, 8 MRk 5
BlOBGEIOMEF A > 7 VX~ TRE (X DT V) ITHFF S NI,

E' 10000 1

o

=

1 100.0

g ’\

iy o

> 100 "\. \ A

N - e I

&

N 10 T

A

!'!éE 02 6 14 22 30 38 46 54
trot 1 t t 1 1 1

ERS %R (week)

7 m—REEIC L X 7 — R bmglkg 2 EEIRIRFEF AR B G L7 8 IR G-REO Mg T A > 7 U %~
TR (A 27 2, n=31~38, 0, 22, 46 T G-A1IH LORGH T 1% bF0R) TV 17— RS

IERE T A — 4 03 Cyy 14 ## Cp, 30 i# Cp,, 54 i
i% 5mg/kg PR | 80.4%16.9 3.1+t2.4 2.6+2.1 2.0£1.6
- (n=31 ~ 38) AT v 78.8 3.1 2.6 2.0
Cip : BEHT 1 FFHIRIE, C,,. : EAIHE (pg/mL)



1) AFNOERE TV FE - AERRO@
<r7ua—¥F>
W, RE 1kg 4729 bmg & 1 B0 58 L USRFET 2, 0% 5%, 2
M, 6 WIS L, LItk STEMOMM CHEEE21T5 Z L. 28, 6 HO&EELIE,
BRI LT3 AIIE, (AT 1kg 272 10mg % 1 BIOBGH L35 2 &R
T&E %,

kPN D EEOIEFEIHNCH D 7 v — A NI & o TV D,

(RiEHS, B8 . ERN)
5mg/kg 8 H IR G- TR HERF C X 20 EE O bmglkg # 5 8 ik D
MIFFA > 7 VU FT~TRE(ATT )T 0.30pg/mL TH-7203, 2

HEFIC 10mg/kg ZH 5 L7256, 10mglkg #& 5 8 % O MigH A >
T UX U TYWE (A VT ) I1E 1.29pug/mL £ T EH LT,

2 10000

X

w1000 \Nv

g

™

> 100 ; \ \

2 p . .

2 10

A

r gt

" 0 4 8 12 16 20 24 28 32 36 40

t t t t t

HEE%IEE (week)

5mg/kg 8 W RIFEE 5 THHRMHEFF TEX RV v — U {EEIC L 2 7 — K 10mg/kg Z BRI & 5 L=
FEOMIEHA > 7 ) o~ TIREHEB (A VT 2, n=26~ 39, 0, 16T 5A1R L OB G T 1 RM% L&
R, 1L — NS

e e o wAE 058 AR 058 1 o e 16 W o
HMBENE T A — 4 HE 0 WOl &8 W16 | e 405w
Cprc ClH CPre CPre
E 10mg/kg | +FEHE(R | 1.45+2.67 | 199.23+41.71 | 3.24+5.10 | 3.73+5.85 |4.10+5.58
A (n=26 ~ 39) AT v 0.30 191.24 1.29 1.31 2.18
Cip: BEHT 1 RH%E, C,.: HEAIHE (pg/mL)
1) RKFNOEBINTWAD HE - HEIFROEY
<7 wa—YF>

BE, AE 1kg 24729 bmg % 1 MO L UAFEHTET 5, IEHR 5%, 2
A, 6EIC#E L, u&sﬁf"ﬂ@?'ﬂﬁmﬁiff%ﬁo_k B, 6 ML LI,
RIS LSBT, (RE 1kg 24720 10mg 2 1 [OFGEE T2 LR
T& 5,

GO
5mgfkg 0 HiIE 5 5 C LR L (Cmax) 0 91 118pg/mL, 4y
AZHE (VA AE) O i 3.0L, 15 M 9.5 F T - 1, Bk st
ST, BE O, Eﬁ“, R, P ONES A 55 0 25 B3 0 SE A BB 72
SEILERD B AR T, BT T LT LA T LT BB L, BT L



7RV IR L C VA EOA B 72N (17%) 23558 Hii= 23, B R E
JVE CRINEBIRE N T v AT 572D, RIRITE ~ER LT /s R
EEZZ b, bmglkg OHRIEG-%5 )72 20 ] Tl 2 FIIAFN 3T
LPUEDI B SN T, BAETER L TV A EBOBRE AR bmelkg &
BIEl, 2%, 6 MBICKIERG LIEBOERET o ABID T
TR, BEOI LT F =Ml H 0L AST (GOT), ALT (GPT)
EHHBNEERD DT, BHERE - TFHRBEREET LB T 2BEOEITRD b
niginotz, bmglkg OEHG %557 31 #I Tl 1 BlICAHNZxT 5
PURDSR I S 47z,

o
o
o

o
o

MR > 7% TBE (pg/mL
=)

o

T T T T T T T 1

T T
2 4 6 8 10 12 14 16 18 20 (week)

t t

SMEEET D7 a— REEICL I — R a3 BIRERERIRNE G LI Mg h A > 7 U ¥ o~ 7 REHR (X ¥
T v A ERERR, T L — N5, @ : bmg/kg (n=28 ~ 30), A : 10mg/kg (n=29 ~ 32)

)

SRYENRE R T A —H 018 Cy 218 Cyp,, 61 Cp,, 14 A
w 5mg/kg AT v 168 33.7 21.8 5.4
5 (n=28 ~ 30) VY 437 [ i ke 113-206 26.7-46.4 13.8-33.3 1.4-10.6
= 10mg/kg AT v 359.5 75.1 50.6 17.6
(n=29 ~ 32) VU 437 5] ke 274-419 54.1-93.7 31.7-69.1 | 9.3-23.6
Ci : EHKT 1 RH%ME, C,.: &EAIHE (pg/mL)
) AFNOERENTWA L - ARFROE@EY,
<r7ua—¥F>

WH,RE 1kg 272V bmg & 1 OG- E LA HET 5, ME 5%, 2
#H, 6ITHG L, Uitk 8 ME ORI TG 21795 Z & 72k, 6 HOEKLLIE,
ARG L2 AiiE, (K 1kg 2720 10mg % 1 [FOKRGmE 55 2 &M
TE %,

<IEBEMEKRIG 2 >

(EM)

55 I #HEABR

MEFIRIR (AT uA R, 7HWF A7V 5) TR0 72 &5 K52
BT xE LT, ARA bmglkg 2 9], 2 H, 6 HEICERE L, 5l&kix 8
WG C 22 % E THRE Lo L &, 2 LM PREZ RS 5 2 &
DElE STz, bmglkg OE#EG- %5172 104 $1TIiE 10 BlCAANC
R D PR STz,



7 1000

()]

3

ALY

4

~ 10

X

" 1

o

R 01—
h 0 2
4 tt
=]

8 10 14 18

6
f f
PIER 5 8B (Week)

TRISVERIG R BT L 2 r— I 5mglkg 2 EEMIFHGHIRNES LIZBr O Mg A > 7 U %o~ 7 REHER

(AYT v, n=62~104) 1 :LI7— s
%%iﬁﬁé/\oﬁ )l ““& 0 i@ ClH 6 ﬁ Cpre 14 i@ Cpre 22 J‘@ Cpre 30 i@
T§ ?ﬁ%’;g TR+ FE (R | 95.88221.50 | 11.09+7.19 | 3.45+3.98 | 2.52-2.73 | 2.46+2.73
& = 100 AT 93.72 10.88 2.31 1.46 1.46
Cp: EHKT 1 RH%ME, C,.: HEAIHE (pg/mL)

(iB5t)

SEMAE(ACT1):BR
ACT1 HBRIZHBWTBEAERE (AT aA R, 7HFA47 Y %) THEA T
SRR E RIS B 1Tk L C, AAI bmg/kg 2 #)E], 2 @, 6 H%IC
G5 L, 5l &fkeE 8 MM T 46 % £ TRE- Lz & &, L Lo migh
BEZEBBICOE Y #EFT 5 2 LB I~ bmgkg OEKS

52T 72116 B TTIE 9 BUCAANI KT DLkt S 7,

(4) hEE

LR L

(5) BE - ftAEDFE

mMERR L

(6) BHER (K E 2 L—3 3 V) BBHTIZ & U IR L - BN B R Z HER
BB L

2. BEMEERM/INS A—4
<BHY v~F>

(ER)

% IR (MTX ESERA — T > S NJLEER)
D7p &b 1AL =D DMARD IZV R A+ DB Y 7~ FEBFITH LT, A
#l 1mg/kg, 3mg/kg F7-1% bmg/kg % 3 [0l (Fal, 2%, 6 %)L LK
DIRYPHEEFRI) ST A — B & _d,



Beh
SR BE RN 8T A — X 1mg/kg 3mg/kg 5mg/kg
(n=10) (n=10) (n=10)
Chax (prg/mL) #1[H] (0 )
R (NEE 10 9 10
Hp A 20.9 59.5 91.5
DU J3 37 i) A gk 19.3-22.8 53.1-62.3 82.1-100.3
Chax (g/mL) 2 [A](2 i)
RE(NEE 10 9 8
e 24.6 68.5 114.1
DU 53 7 [ Ak 19.6-26.3 66.1-71.6 94.4-132.3
Coae (pg/mL) 3 [0](6 )
REINGEZE 7 9 10
i 16.3 55.1 93.0
DU S A7 [ fE i 9.6-19.5 51.0-63.9 75.5-98.9
Cpre (ﬂg/mL) 2 [A] (2 JE)
M R 10 10 10
T fE 3.0 11.0 18.2
DU 5357 [ R 1.8-3.6 8.1-14.3 16.2-20.6
Cp (pg/mL) 3151(6 i)
(e 8 9 10
o fiE < 0.1 4.8 2.9
DU J3 v i) A gk < 0.1-0.3 0.5-9.8 0.3-9.7
Ciow (pg/mL)
RAINEE 7 9 10
i < 0.1 4.9 4.5
DY 537 [ A Ak < 0.1-< 0.1 < 0.1-9.7 < 0.1-12.0
AUC, 1440y (g + hr/mL) #1E] (0 i)
B (NEE 10 9 10
Hp A 2873 8681 13628
DU J3 37 i) A Bk 2628-3547 8237-9415 12950-15610
tye (hrs) #AE]1(0 1)
RE(INEE 10 10 10
e 136.8 174.0 171.6
DU 537 [ A Ak 100.8-163.2 132.0-208.8 134.4-196.8
tye (hrs) 31[01(6 i)
RAINGEZE 7 9 10
2 fiE 26.4 199.2 165.6
VY 537 i Ak 24.0-74.4 45.6-232.8 52.8-259.2
Cpre : BEHRIDMIEFIREE, Cooy : HIEIEE G- 10 38 oD i i85 H iR
<Z7wa— %>
(EW)

EENVHI D7 v — U JRBEICA 7 ) ¥~ 7 bmglkg & s EEIC L0 HE]

B 5 U7 B SR E i < T A — & ZoRd o0,

SRR FE T Cmax AUC,... CL Vdss t1/2
INTGA—H (tg/mL) | (pg -+ hr/mL) | (mL/hr) (mL) (hrs)
e 95.5 20904 13.1 3875 194
MorprfifEEk | 81.7-108.2 |13104-25344| 11.2-18.5 | 2074-4442 139-240
kPR D EEOIREHNCH D 7 v — U BEBEIG & 7o T D, (n=7)

(MM AVIN— AV FETIL:
mMER L




(2) RUVEE TS -
PARPrA

@)NAFTTFTRASEY T« -
FAERSTAR

(4) HEEERY -
BB L

B)YIVTISVR:
EREEZM(CL)

(6) T AR -
ERERZM (Vdss)

() MEEEREAE -
TR L

3. &R
L7

(1) ik — BiAAPSEB P -
MR L
— R ORI L7,

(2) % — e AR PSR 14
MUER e L
<HE>
i~ XA TNFa & / 7 0 —F VHiik i~ 7 212 10mg/kg M O 40mg/
kg OHETIEYR 6 H BIZHFIRNE G- L, &5 8 H (UEIE 14 H) % ICHi~
U X TNFa &/ 7 v —F AGURREE 2 JE LTz, € ORER, IBIR~OBAT
PEITHERR STy, IRIEA~DOFHEITR O Do 72 9

(3) ALt~ OB
TR L

(4

~

BERA~ADBITH -
mMERR L

(5) Z D DR~ DBITHE -
MER L



5. X35

6. Bt

<H#E>

t N TNFa BIETFEEALT NI AV 2=y 7 <7 2 R OFEREEA
A~ 212, PSIERIEA 7 U ¥~ T %K) 10mg/kg (0.8¢Ci) H#H kA
B b Lz & & Dl - MRS BRI BE TV 3700 &GO, i, LS
<, R, FFRR, AT B OVi& LS R RR B TEABE CIR BRI D o 72, S
TERAA T VX T ONAAE N T AT 2=y I~ T AR OERHE
B AR~ 7 A DR CRE REWVITR SN hodz 69,

(1) RBHEML R BT
HUERR L
<HB#E>
t b TNFa Bl FZEALTL T AV 2=y 7~ T A2, BS fEGHRA
A7) X~ T %K) 10mglkg (0.8pCi) HlRNE S L1z & 2 A, iE+
[ZIFE L UOREES B S f, Rt S e o7z 0,
A7 VX7 OEFHEBITE FIgG, ER—THDH I Eb, b b
IgG, & RBRORBETRE SN LD EHEHISNL D,

(2) RBIZBEE T HEEHR (CYP450 %) D F3E -
P L

(3) MEEBAMRDERRUVZDEE :
L7

(4) KEDEEDHERULLE
UERR L

EERBNOBERII S A —5
KPR L

(5

~

(1) HERERL R UHRER -
U ER e L
<HE>
t b TNFa Bt Z2EBALEZ N T AV 2=y 7~ AT, BS FEGRIA
A7 VXU~ T %K 10mglkg (0.8:C) FRNIEE G- L= & 2 A, 514
H B & TORKLOFERNTEGHHBEEDOZNZEI 11.5% K TN 12.2% 703
Pt S, M PEIRIZ 28.7% CTH -T2 ™,



(2) HFift s
AR L (ERLo 6. (1) HEEHAL 2 2 R) .

(3) HEM=RE -
Pt

7. BIEICKDBEE
HE R L



VI 2t (ERLOEESF) ICEHY SIER

liuh,%.*

AFNE, ~ A X —® LS 7 R IR E XX 0 Z i & T v VR R G
%, F o, B TR OB R B M CKREREL T 7 > O Mk bk sy (I 7 v
T RBIME, VRTaT A U, TR T AT = U V), Mg K MLk
Werlsy R ARG Y # W THE SN b D TH D, 7 vl %
ETRIZERLTRY, K & 2 mEHBRRKNIE (TSE) B ERKN Y
A EREIZBETE LEBEVD T, TIEOIEE_EO VLB Z2 45 iat o b, A
Flaftb4 252 &, ([EERILARNEE O 14) S )

HABEZDER

1D AFREICLY, % BRINEZSTCEELGREERVREEEREDELSE
NHLHONEZELNHY, AF & DBREEM LA SN TGV, BIEES
DHEBELH/ESNTUVDABENERETASIELIEFTLHENILELE
H, INoDFRREZEEFICTHRAL BENERELILEZREELZLE
T, AELOEEUNGBREZ LEFDLDLHHINIGEICOAEEST
5L F L AROEFEEICEVWT, EELGREMERICK Y, BiamGEiEE
FEBTENHAIDT, REHICTRICTHETE IERER R UL ERMD
L ETERSL, ARIBRSZICRERNRI LIZIGEICIE, FAEITERT
H5EOBEITIEEEADHI L,
2) RRFAE
DO EEGRLEAE
B ERRPEZECHNMRRPEZOREMGREENH oD
NEZENHST-0D, TRLGERELITOIBERLEDRIEICTIET S
&,
@&
R AE R (RALHER) R U MsNVEER (REER, IR, ') U /\EiE) 2 8T
BOREL, BEHEEH SN TS FEROBERESE TITEKRDIETE
ERUVBIEDEETNIHDH1=0, AFIIREITHEIL > THZXICET 51
NIEMEZ WELY R UBRBERVIYNILY ) URIEBREZETV, @E
MER CTIREZFZTOCEICKY BREREOBEEZER TS L. F
f=, EROBRBREEICIEL, ERECESEZLEZLT KExRE5T D
CEIYRNLY Y URIGEDREMNEEDORZIZEWVNT, HE5REHM
ENREOonflbmES TS,
3) REIE S ICEES 5 RIE
(@ Infusion reaction
AFG5HRH L WIERER T & 2 BFELIAIZHIRT % infusion reaction
DI, BELGTT 74 F—FER (FREZ [EXEE ME L
F NEET OEZFE F7/—€ BERRE X2 ERSE)NHL




PNBEZEN DB AFEREEHCHLERGDTEIEHFELEL-L
THES5ZHBL, BERTRLTDUBRBRETSI L. F, EEXL
infusion reaction AFIR L 25E (2L, AFDEREEZHIEL, #UEL
BxET52¢, [EELEANIEINIE8)SHE)

QERMAMIE (BREDIHFE)
AFHFRE®IAULBBRICEELIDEZSOERMEBEE (HA
& FT, R LEER €O E F - EEEE WTES, ERP, WiE
B ERE)NHONANDE LN H D BREICITEREBBUEDRI
IZEA, +TRLERRETI L NEELGERMIE IDIE 8) TSR]

4) FREER B DBRKRER RV XILEGRZEH EDOEED, XFIZEL TNF I
FMERZET DR THOONDZ LN DS IHBEEE (SHMEILE
F)VRUVZTOBREEOHLIBHICIFRE LGNV LE L, BRBEEREEZRED
BECREREZETHIREBICKRST HI5EICIE BEEBGEZHEORE
EEET I E, +RLBBRETI L,

5)BET ) VX FEETIE, AFIDBEZIT ORI, FERXTOA FHERRBAER
RO o FEEDERAZ+AMET S5 L F -, RFITDOWT
D+RHEMBE) VI FABEORBRE L DEMAFERT L&,

B) R—F v MRICKZHAMMESRE SEXTIX, AFIDRBEEITSHI
2, BEFEABRECIVRORRY VE)DERETRICEHRT S L. 512,
R—F v MRICKZHAMRIESRE SIERDABERBREE ODRMEL
AENDWTHRLEMBEE T H5RNEEFOERMLZE L AEICH LTt
NIEEEEVFERTSH L,

7) BT, AFOARBRET OIS, BEOLEEE(ENMREEEEL)D
FRZTORIET S L. F1-, EBEORBEERZEH DEMEAFIZ DL
THRLMBEZET IEMNEEELYFERT LI &,

8) MEMEMRTIE, RRIDBELITHOMIC, BRFEAEEGERTOA FE
RREFZ)DFERAZTIHMET D LT, RFINZODVTO+R L4
BEREMEHRAOZHRCABROREREZ L DEMMERAT S &,

9) / A—URBETIE, AFKOBEEZT ORI, BRFEABREOFERAZ+7E)
ETDH L F, RFNODVWTOHHLGHEE Y O— UiRABRDEERE
L OEMMERT S &,

10) BEMRBREETIE RROBELTHAIC, BFARECERZ+

BETEIELEF RBIODVWTOHRHEAE L EBHERBRABEOR

BE3L ODEEMMNMERAT S &,

<fER >
1) AFNE, AHIRT L O BB REERENEE ST D, D720, B
AR TH- TH T OICHIE TE DB L OEMO S & TRE5$5Z &
IMEE T D, LT2id > TIERIZH 7o » TRERM KL CEE DA AL Z5E
SNDEHOARHEZRE LT,




2)

O &A% & DS OPL TNF VEA 24 7 2 A O U SCE OISR I,
BIEHI 72 O % & T IEYE DR BLNEE U A TV D, ARANL, ZERN
BB W CEER@# X 2 1> TNFa OEHZMx 5 Z 212XV
RN R ERET DA TH L7120, WENKIGERTH T2 ENBEZH
D, i, BRIRREBRFIZ B\ T 6 B2 B E T & W EE 2 i YyE
DEINTEY, AFOMPRENSEMICRRT 225525+
DRI OBENLETH D,

QO FEZIZB T DNREL, BT 5 L HRBRFEEEZHFIGELH D, A
BT RN A L 22 & 217 9 2 & CEEAZ T b rTREE
WD, FERE DS SNTIER ClI B G557 A CHRIELTZH D HER
B, RNITIIFETHI b 3G STV 5D, £ 72, BRIBMERSEE ) S IG M RS
BEAAT LT EHER SN DIER B b2 2 &, BEEmICiR,
L T R, Y Vs ) RS IR R ONE B CT M %
Fhti U TR DBLE G DO A2 BT 2 BN o 5, £ 7, fil% DBLK
P ITPERO®R 5% L EC, AR 2R 5T L F iz, VUL
7 URISFEORAEDZEO BF BV TS G RIFEMER R
LN HRENR DD,

3)

O AHIB G- & DWII G T #% 2 FERILINICH BT 2 BIEAH % infusion
reaciton &\ 9 B HHEE O H D W IEHF IR L, BUNZLE AT 2
LIZX D ZDZ L NEHELIZHIE LTz ™, EEE L infusion reacion
DFEIR & LTI, MR R, 5 SOREas, (i 5, =T, fig v i,
F7 =8, RBRFIE, BB, HMREERH D,

@ AANT BV TERMRBUE & 1%, &5 LT 5 3 BLLE#RE LCREL
T HWMBEEE D, B G5B EYM S T THER ST 2855100, BRI
BOEDORBUEE T HMERH D,

4) TNFo FHFESE & R R & OB MEICBI LTI, ot TINFa fEHZH 3%
TNF 5 FARBAN 380 CHEHf S 7z SR LAE B 1S3t 2 B R R
WCBWT, 7 78RR L THERIERPENL LI EOHRERH D ™,
T, MBERBROBFICAK ZHE LIzl 2 A, JEROE(LN A LN L D
WEND D ™,

5) AFNIA N M LFH— MUALHFHLTHNWD Z LIZRh>TND, 2D
D, PFHZEAITH L A N b LFd Y — MEURIORM CEOTH R ELBE L
TAREAERE LT,

6) N—F = v MFHIZ K DERMEREES &S KD BFITK LT, Zliﬁl T‘?éu‘
W% BAET D AN BEAEIRIEIR (7 b0 AR Y %) offi il 2 -+ IR
F o, BYYER E R A ERFLZORBUCKHLTEL L), X—F = v F
AT L 2 EEAMEREIES £ 5 IR DIRIERRER O & 2 ERT & AFNZ DN T4
TR A B OWNE e EOEMATZE L IREICK LT Ha e & 0 EH
T O DITAREAERE LT,



7) WifED B TR LT, AR TIEHR A Bl 4G T 2 BT BEfF D 25 ik (SRR
WIEAEE L) DR Z 0T BIZE U, O IRIERRER 2 RO EAT & AANZ S
WCH i ik a AT D ERR 74 & VEHT 572 DI R 2 5%
E LT,

8) TRIELPEAFHER D B I3 LT, RANZ TIRR & Bl aa 7 2 B, BEAFTR
(FERAT v A FYEFIRIERE) O Z2 5% U, sREMEFHER D72 &
R DORERZ b OEMARRICH T D L) ITARBEEZRE LT,

9) 7 1 — RO BEIT LT, AANC TIER A2 Bith1 2 Bl BEATR IR IR o fd
Ma+3 BB L, 7 v — IR OIRRRERO & 2 ERSERICH 2D K 9
AR Z R E LT,

10) VB ME R 2 O BT LT, AR TIRR 2 Biaa 3 2 AT BEAAIRIRFE D
EH %+ ULTEBME KRG R OTERIRER D & 2 [EMANRIFRICH T2 5 &
INIARHEERE LT,

*

2. BRAR L 0ER(FRAIEZZED)

B (ROBHEIZIEEE LGN &)

1) RS e lluiE (ES) O BE UER 2Bl S o B 23 d 5, )

2) IEEMERE I D BE UER A BlL S BTN H 5, )

3) AN DSy E~ U ZAHROBEHE (v 7 28, % 2 T8 v MEFUASE)
WXk B EBUE OBEERE D & 5 B

4) LB B (B3 MERRAVIESS) K O DEEFERR D & % B VER O PR K OV
fkokENRH 5, )

5) 9 o MMELAREOREUERZENNIELIBZNNH S, [ZOMDEE ]
DIA 2) )

< iR >

1) 8% 2) | OB,

2) Mgk 2) |OHB

3) EFEMEELO— K EEFHEE U TRE LT,

AENT, ~ T AIe hXATRIE ) 7 a—FAHURTH D, HifRD Fab fEi% O
—HR (AT REIR) 1~ U AE /) 7 0 —F AHURHKOEHE TH 5, /- T,
AFNEEIZ L~ 7 AR B IEAE S FVBFEUER S F BT 5 ATREME DS BLER Y
WZIFHRETE 20,

4) Mg 4) | OB,

5) == — 3 — 7 LS N ED T, DARROEIEE /Y (NYHA) I OV E O
9 o MM LARREE ZXRE LTeARF OUESMER RIS WO T, DARIER
SO & B ABERI T NAA] 10mg/kg HGRETE W ERFRO B
=, [ZDOMMOERE 2) | DTS,

B T, AFEGAT L > TUOARBIER D EAL T 2 aTHEMER & 5 7o O ARTH A 3%
E L7,




- EERITHRICEIET SERALDOER L X DEA
(VARRICHT 2HH 122 T 52 &,

- RERUVREICEET SEALOIE L ZTDOER
'V IRRICET A 12235 2 &,

EERSAB L EDER

1) JEYIE D FBE SUTIBGIE M S o 5 [ URANT 0% SOG 2 8853 2 1EH
AL, EF RGNS EL 5 2 2 RN H 5 O T, @) /e dLE &
TR RBENMETH D,

2) FEE DB (RS DR O & 2 BE RO L > + 7 v bk
BT RO ® 5 BE) FEEEZIEIMESE2BZNRH LD T, WL > b
TUORRAES EEIIWICAT O I &, BEEIR OB BUCHMIEET S 2 &)

3) MR BN B DN DL AT 5 BE L OFERED & 5 B TR B
BOBENRNH D720, HEHBBZHEORELEHML, +0ERT HZ
L)

4) FVE MRS DEEFERE D & % [ (RVE MM R S SOIRE T2 2 L2035
%o TERZ2EWER | OHEZ M)

5) B 72 M B (LIERIS D, F4 R B & %) O BF XIEZ OB RO &
% EBE UEEENET 2 8ZN08H 5, [EKREWER ] OESH)

6) ARHIP 5R%5R D b 2 B (145 | DI 3) )

7) i ([ EnE ~oO#E | DES M)

8) /N (/NREA~DEE | DS )

<SR >
1) T45 9) | OIES M,

NN

2) 55 2) |OTHB I,

3) Mgk 4) JoEB I,
i BEZE B OBEED & 2 BEIZB W T, EEE B O R, HEO FEEME @
TR L L TWEH, BBER B O EZE NTTHOR TWRWERE T, £ 0
WMiENEPN D BEIZHONT S, MRI SO G2ENIC LY, BIEoAHES
MR L5 2 Z BT D0ENRS D, £ 12, LIMEMLIEZ £ T, FHENRIE
ERENETIMENRH Y, ARICEET H2LERH D,

4) AFNEEGAT L0 BVEMERGR AR L TV D720, OO CEL 55
I LR L7z,

5) AN G1Z X 0 EE Zp M i B (R ERIS D 2) 23383 L T B 72, o3
FOWRMNCEE BB LT,

6) &% 3) JDIHES M,

7) [ElE ~DBH ) DIEB,

8) VNRE~DE | DS,




6. EELGEAMIB L TOEARVLESZE

1) AAFNTMFREN R0 Bt 5 720 (5mglkg £ 5-Rf3 70 < &
tH 8~ 12 /), Z OMITIIRIEH ORBUTIEE T 5 2 &,

2) KA 5AZHESE o THREBZICET 5+ e lflie, B L o b7 i e Y
VALY U USSR ZATV, B E M CT a4 —7 =1 7k
BWMET A>T 4720 )F2(TH T EIZE0, MY O 1% fif
BT D2 AEOBEREE AT 56 K ORI b D 541
1%, B OB & 5 ERNCAHR T 5 Z & LU FOWT a0 BFI
X, JRANE U052 Lc BT, AR 25T D2 L,

(1) MR A CRUIBMERS R AT 2 i E S h DA AT 58
#
(2) FERZ DIRIRIE (SMEZ 2 B Te) # H T 5 BH
(8) YLy Y URISRESRA v —T za oy WENE (7 T 4
T xr )R EORBICL Y, PR R< B b B
(4) #ERZ B & ORIZHEAIE 2 A4 2 B3
Fio, AAIE GG, L o T A O Y e A EBIIAT 9
78 EREREIE DR BUITH0 R L, B3 L, Ml e 56 o ek 8L L
=350 (R 3 D 0%, FEVE) [T eI EIREISERK T2 X 5 i
B L, B, REREOIRENE SRR SN A IR 2 G LianZ &y

3) A#l %&bl TNF 8AI 2 &5 Sz BRIFFR VAV AS ¥ U 7 OBE
IZBWT, BAFFR YAV ADOFIEMALAHE ShTnb, BEJFRY
ANAF ¥ VT OBEFICARREZ LT 2560, IFHEERARECTFX Y
ANAR—=N—DF=FY U TxITH 70 E, BEIFK T A NV ADEEME
EDOBEREROBBUER T D2 L. 2B, b 0MEDLZ I, ith
OEEMHIER % & 3A 2 PG LIz BFIcRE T D,

4) MEMERRN D HbID Z ER3d DO T, AR 2 B5 L=k, J8EN, KK,
K% PR 85 25 DR 23 > B DT 5 B e/ BB EISEKE 95 L 9
HBEICHHT AL BT, 20X BRIERND b b -HEa i L
¥ N R K O CT A% 24T\, Bl B R VE VAl B 5%
DB REZITH 2, FELE LT, A b b ¥ — MUFIGHHRICB D
T, TAVEVEI R 2 588 L BB 7e il & 7o & o T FERIR G S Tn b,

5) A b b L h— MUK LT 255G, A b R L — MO ST
FLZOWTHEAGEL, U AT « X7 4 v MW L- ETAFZ %5
THZ L,

6) AFNEIRFIL, U7 F o EfaEtTbRe 2 EREE LW (T 7 F U8RI
ST BISENRHATHY, £, BT 7 F AL D RIEYL O ATREME A
ETERN),

7) AA % G Teht TNF BB W TC, AR R (R LT, (AR,
FEMT VR B0 %) B ORI APIER (X7 >« N LIRS O iR B
DRBIRLEAL NG SN T WD, T DT DR B O OO H




DEE NIRRT LianwZ & iR A b 5 BE T OV T,
PRI PRI RN OB 2 W DA AT\, HE IS fERE & A SV & R
U7 B CARKNEH OS2 G L, EBIT I8l %2175 2 &,
8) ARANR 512 £ ¥ infusion reaction NI T D A[REM N & 5 720, W) 72
HHNER (7 R U v, BIBEERLVE VAL e 242 I VAT T &
FTY R 72 )R BRNLELZEDICERTEDLLIICL T Z L,
F 7o, BRMREUE (3 AU L) NIRRT LA H L 2 Enb,
BEITHBA L, 395, BB, £ O ¥, F - BUIVHIE, 02, SR E05 38
L7256, FIREICEE T 2 Lo rT oo LMulaxtinz L b2 L,
9) FRRFRERIC I 1T 2% 5% 3 M OIBBFHA T, B Y o/ S O
BEDOFRBLDRE SN TV D BMHERIEMRE O H 2 BEICRB ORET
il F 2 e 5 U Te A, BGMECHEME Y B0 RBLOfERIENE £ 5 Z
EDRE SN TN D, Fo, KR ZZLHHUT N F®AZEH L7/ hNEoE
FERRANZRBN T, B Y VN EZEOEMEESE N HRE ST b, ARENC
EERT 208 TRV, BRSO RBUITFEET H 2 &,

10) RFNI~ TV AEABKRE NS D720, 8 MTRFEEATHY, &5
%, RENZKIT D2HURDBEAIND Z 03D 5 ([HEYEHE | OIR 1 B/,
BRIR SR IZ W TARANT 3 D PUR D EEA D3RR S LT BE BRI, BUiR
MEA SN Do T2 HBEREICEE, infusion reaction DO FEHLHN L\ VHEH 7]
W2V, Eo, RFNO IR EORHE < 72 D23 B A, iR E
DM L7 BBFE TIEh R OWEI D Al RetEd & 5, 723, ARAIO AR IC
BWT, A b b FY— MEOREMHIFIO®R G &2 T2 BE T,
ARANZXF T 2 FURDEEARITIE N> T2,

11) A 5T — T ARIEBERED B BL L, & 5125 dsDNA FiiRGE &
RoTGAEE, WE AT 5 2 & (RAIERGIZ XV 5L dsDNA Stk
ML O — T ZARIE R 2 DO DIERD BT L2 0 H D),

12) KA &2 5 LT BFEICB W T, 80N B L U EL L 72 & o s )
b %, BIERGEIITIARBRGOPIE2EZETH 2 &,

13) KAl & T2 127 b GBI Z) OOFHIX Th w2 & s C i
L7277 R zExtii e LBREERIC W T, AKI%E & et TNF k) &
TAZ T (B R OOF L Z 3T T B TP L 5%
ROMWIRITR SN TE DT, BYLE K OVEFE 72 SR YUIE O R Bl ) A A &
E Pt TNF ®H| DA L DR E 2 T T2 BB TORBLE L TR
-7z,

14) AANE, HR TRICB W T UHSRR ™ Z BRI L T b, <~ A4
—R N OFRNVIKE ST F A EE ST v VR MG %, G
TRREOREEEFEC I 2B 1T, KRIERBE OBEIZ LV B AR
ESNTMERERKEFEEZ G VO LERENZ L O ATl X
72bDTH Y, BINDARIFER T o 2 BN 3R % B2 (EDQM) DR
WCHETHZEDNMEHINTND, S LI, METRTOLEMNEE L
T, TSEGFEDFRKNTH LSV AU EAZRELSED TERE LT, M




Ko ONMR F ek 43 (R BN 53 i) L2k L CRRAN At ALt 2 B H R AN Al
W3 LTV D, 70, RETIEREOBMTIR LT 7 =T 41— u~
NTT T 4 =R, T A NAREA A A A T T DALER, A LA
AUIVER % SEhE L T D, 728, IO ORKMBETEBICT Y A EH
ZBHRELEDZEEATHT OIS, BEMMICT ) AU E A2 RERN
U, BRI 7 ) A U EEADBBRE SN TN D 2 & %, N B ARIZEB N T
BEOZEEEZHW T D7-OICHNLN TSI AX T ay MET
HEL, B THDH 2R LTWH, AEDOEEIZELY TSE At k
[CIEELI-EDMEF BV DL, KFIIZEL S TSEREDY R
JIEBOHTEVNEDEEZONDN, BRI RV IEIELICEE LS
W8, TOEEZLEDRLMICET IRMKELLICEBE~GHAT S
LEERETAH L,

1E) Mg d sk sy (E7 V7 2 v BRI, VAR 7ae s A >, TR AT7 2 V),
JILTie% B OV i R A B 4o (B UMK G« 08 1,000 LL F DT R Bl VX7 F K
SRS AR L T2k 4y)

< it >

1) AA O hf R, ) 8 ~ 9.5 H LK<, smglkg DEAIIDRL &
8 A 12 WM PR E N L TV D, - T, AANOE G2 X ZHEI
TER OFBUZ DWW TE, HHEZIE T TR, OB+ ER T 208
Wb,

2) 155 2) | OISR,
W BRI LT BE T TER D TO R WG S T, AAIOER 512
X 0SNS5 Z BB D, B TOERE T, Ml A 8
R T D IO ARFB G S, IOV B A & e+ 72 2,
iR Ly N7 RS Y VT U U ROR R K Ol B CT M, 1 v
A =Ty WEWNE (T T 4 72 ) EE2TINENDD, X
DBEREGL T OSSR REG N Be biL 2 B I, PR 2 85 L7 ECA
Rlafeh U, i v o N7 A 2 ]INICAT O 72 EREEE O R BLIZ 1T
FEE L, BEIE, B OIERD DN D56 (Rt T 2%, %EE) 1%
HCNIZEIREICEAET D L2+ oeilEaiTH 2 &,

3) AA & & Tl TNF fF| 2 85 Sz BREFR VA VAT v U T ORBREIC
BT, BERFR T AN AOBIEHAARE STV D72, REIZFLH
L7,

4) KRN O GAZ L0 BVEMEMR ORE Do 5 7o, REICFEHE Lz (TEK2
BIERH I OIS/, 72583, FIZA b b Ut — IO R PR A3
R LB RGB A 72 & o THIEFIDN SR ST 5,

5 FH L THWDHA, A b R ¥4 — FMUKIORM CEIZOWTH AL,
YR « X7 4w Nl L CiRET D2 L,



6) TNFa O 7 F VIREIZX T HHBRIT 0 icbho TE 6T, MEbk Y 7
F U L COHIMGF LIERBN S DN WA AE Y 7 F U AR L
T XITHREMEZRILLTLE Y ZENEBEETE R,

T HLTINF AN (A > 7V Fo~T, 2 X 3T b, THY LA~7)LEOE
BRI, U TNF HRIEIZ 0 T HMARE R K OSSR R % 0 B BE 7R i D %6
BB HE SN TWD Z &0 s, R E K N OBEEED & 5 B
NEEG LW BB 21T 5 AATIZFHE LT,

8) AFNFE 512 & % infusion reaction (22T, BB S DOIEEIZHW B
DIY (T RuF ) BIERERVECAL e A I HELET R NT
R T7 2 VE)OESH D WITEY R LEN TE DL D RIE - RO
PR, B 78 E DM ZIT > TR RETH D @, S 6\, ERMEEBUEIC S
WU, BRI OB ZE HIZZ T b WEE LB 2 b, ERiD D EE
(B e R E RTINS K 9 Hb TAREIZRH Lz,

9) AH O EGIARFER K O R R T4 34 [ SUI5F M OB I BV T,
TR D oS, P, AN, RO B RO, BN, FEIEHE AR K OV
D L6IFNT A AV TUN D AAF G- & FEMEIE T 58 Bl oD B 2 i 4
5128, FERT MRS RO O T B QNS KB 72 7 — & _— A7)
L L7c [l —&F sz A3 5 —KEH D & O TRlpIE 2 [#8] ~[#10]ic
R LT, 2O TR, GE GO M, A, BB 4% X Y NIH SEERT
— X X — Z (National Institute of Health (NIH) Surveillance,
Epidemiology, and End Results (SEER) database) 7> & & L 7= i &
W [E8lD 7 m— U B T O MR Tl, AFIH G-I 35T 2 B
O T RBIE14. 4961k LBIEBIEIF21B CTh o7, — 5, 77 B REEICE
T T IBI520.20611 26 LBLEZBIEIT 1A CTd - 72,
F7o, BV U~ FBE TOBEME OB G L O T REIE Z [ £ 9]ic
IR LT AR GRECIE T 52.37 Bl LBIERGIERIT 50 6, 77 &
AEETIE, PRIEIEL 13.61 Bkt LBIZEEIEIE 10 Bl CTh - 7=,
F 77, BRI T 5 EIEEE OB G K O EI A2 [# 10110
U 7z A BREDO T IIF1% 105.18 Bl %F LBLEFIEIT 106 fi, 7T &R
FECITTIIBIEL 19.46 B3 L CEBIZEIE 15 Bl CTh - 72,
[# 8]7 v — i akik © o BRI O BLEBIEL & OV T 614

75 R 54 L3 — RE G4

7T IRERIR o s EREM | PO | LR AR | RO
Oh- ) | BEBIE | THOE | Ol ) | BEp | THp
aJEMEY VoNfE 97 0 0.01 4094 2 0.65
b. A R CNE LB 96 1 NA 4085 8 NA
c. LELLIAN O TR I 96 1 0.19 4055 19 13.85
APERESEE (2 + c) 96 1 0.20 4055 21 14.49
o B T LT o BRI K8 S o 570 R i

*b : NIH SEER database (28 E 41TV 722V FEE RN R FFHE L DU CIEBRS



[ 91BAHH U v ~ T2kl © O BIEIEE OB BB O T B
7T AR5 LIy — R

B Y 0~ TR s papim| B | B | ELRER | A |
CN - 47) | Blgmid | TR | N - 45 | BLEHIER | T iplEk

a LY oSl 1626 0 0.46 6391 9 1.79

b. 3 B i R R 1611 6 NA 6357 24 NA

c. LFRRLAAN O TN 1604 10 13.16 6343 41 50.80

MRS (2 + o) *P 1604 10 13.61 6331 50 52.37

ka: BEICHE T L2BET Y v~ FRBR ORI M KO 8 4 [H XL 5 M 0 K2 B iR A

TOIRBBI K & ER

*b : NIH SEER database |25 £ LTV R W IERANEN: 7 IOV TRk

[% 10] &8k T OIS OB BB O T HIB1EK
75 R G LIy — R

S LULEBAR| BN | NN |2 OLEB | BN |
(N - 4) | B | FIBIE | (N - F) | BIEE6IE | PIIEI
R A 2906 1 0.72 17852 14 4.13
b. IE LI B e 2887 12 NA 17721 67 NA
c. LELLISh O FEPENE 5 2877 14 18.75 17720 92 101.30
MMEESI R (a +¢) *P| 2877 15 19.46 17707 106 105.18

ka: BEICH T L7-RBR O BRI oF K O 3 4R XX 5 4F M O R W2 M B WRFR A C O 58I
g
*b : NIH SEER database |25 £ TV R W IERANEN: 7 IOV TRk

—J7, BEI Y U~ FEE T, FEREEF I Lo EORBLEN &
VN T RN & AR ) IR BLRSHEBA L TV D T, E e, s i
F O FE N L EAEIER O BBLRNEH N -8 2 EOWMERH D, -, 7
2= IFICBWTC, HERTX Y UNE, R YR U U REORBLRIT,
IERDE L L2 EN 4.69 15, 2.22(5DHEWEEETHD Z &2
WEINTND S, 2 bids a— il v~F 0 X 5 28ERE
PR CTIXEMICO 0 G MEIAIN L STV DA HEEREL, b
DRENEZBND,

F£72, 2009 4 8 H 4 AIKERMERG R (FDA) I, it TNF A2 L 5
BT TN R OSBRI ANCB T DY o ESEOEMRESE O U 27 F
FAZOWTHEEWARE 23R 5 X 9128 FE LT, AF &2 & Tt TNF S5 %
/NI R OV AR R A A A2 A MRS AN FEE L 72 48 151 & figthT L 7o 3, 1
EHNHRTX ) URNEKROFERT ) R EEET ) NETH o
7o E 70, MOEMMEE & U C By, BANE, FEElEE H 0, /NNEZE
UNTHIEDS E AT o D Wi AIE, ISR A2 &b B T,
48 I FR R 0D A (88%) THIEIIHIFI 2 L TH 0, BB DR BLIZ
BL TR ORELEDLN DM, T TNF 8AIGFHORE L BRI T
TN E L TG ),

2B, BEHEHIB W ABITE ) 7 e —F AR THY , WEZDLD
ELTRENBREIND O TIEAR L, FEEE Ames ik, /MEBR, Yetalk



T RS O BB CARFHIIERO b TR E e, A T Y

¥~ TIXEREY O TNFa & &SRR Lh, TNFa OfF

HZEMGIT 5 2 LI L 5 RN 8 Z I C & 720 2D, 3 A RMEER

WEEESE LTy, Lo L, s TNFa OER 2 IE ST b5 1

TH5TNFa / v 770 b= A (=) T, BEAOREN AWE %285 L

RN AR BN T, AR~ 7 R &l U TSR A OB INIRD &

TN E DOREND D 29,

PA b, RANOYVERAE BT M OV B PERER S OFE R &, ML D IEE b

~NEPEESTHERITR VLD EEZ 550, TNFa YEROMH A EE

FEENRIETREIIAAR S L H Y, BEEL ERICEET H I LIXT

XN, AR HICEE L CHARIEEN DN RE Th D,

B U U~ TF Zxtge & LT OFRRERIC I W T, AFNS )T B HUAN

BoitE T &> o T iE 1 & ONBB LIS O SE B (BEMERE B, 1f IS A D AT L 727

ORI Y e 72 o T IEF], K OARMNESER]) @ Infusion Reaction DFEH

RIXZNEI 42.5% (37/87), 18.8% (88/468) &, AAN x4 2 HiikH

b BT B EEE T Infusion Reaction OISE N L\ MEIZH - 7~

BIE U U~ F & x5 & LIciist OGIRBRIZ 3T, ARANTKT T 2 HrikEs

PEFNE A N b Ut — NFIFEOF A B CTIE, 33.83% (12/36 1), ff <

1£12.5% (3/24 61) TH Y, A b kL — MUEIGHATED T MEL 725

2RO BT,

11) AN B W TAHFI 2 & =51 TNFa JEEIC L v, B CREHis s Bt

L, /b— T ZRRIEGERE DO R BL A STV M ORI HBRIZ BV T,
7 v — 95 1,085 f5iH 3 1411 (0.8%) , BIH Y 7~ F 2,363 il 5 1 (0.2%),
2l 1,664 519 7 451(0.4%) , TREMEFHES 275 B 4 6] (1.5%) , EIEKR
545 493 5l 2 4511 (0.4%) (I —F A = b —F ZGEMGERED RO b
TW5,
EN O BERFRBRICBW T, 7 1 — 9% 122 Fild 1461 (0.8%) 12 /V— 7 AAEIE
FEREDREO HILTWAN, B Y v ~TF, X—F = v MEIZ K 5 ERMERMEE
5L DR, HofE, REMEREHER  IEGERIGR ORI W T, v —
7 ARFIEBEREITERD BTV R0,

12) &A% & teht TNFa 3E| O 542 L 0 @oieLIoh o BE T b §REE R O H
BARBD LN E WV IEFIRE SN H D Z LoD, Kl E &G L BEIC
BT, HEA AL X THTBIREBLT 5 AR DWW CREHk Lo, EIED LA
(I B IR 2T, AR G- ORI ZEBET L5 2 &,

13) 'V GBI T 2 H ) O T 1.8hHE SIS R <2hig « 2R BEE g~ 561 k-
DEE > |1 B

14) ARAFIE 5T & 0 ABEEERIRIME (TSE) 23 & MIERE L- & oS iz
2, BERIICIZ T U A B EOFET 2 RN Z ERICHET 5 Z &1L T
XN E D, EEMRE T 272 DICAREEBRE LT,

10

=



. HHE/ER

. &lfEF

(1) FRES L EDER :

M LW EEBETIIED BTV

(2) tRFE L EDER :

R LW (EEBETIZED H TV

(1) BIEADHE :

(2

~

<HFBRFE TORER >

ERNCTERmINZEH Y v~F, 7 a— 95, X—F = v MEICL D8
TR PEMEIEES & 5 A%, WofliE, SR MR HER K ONBIEME KRG R & & oIk
AR T, AR G- S 472 1,004 B, BIVER 238 S 7 D1 876 1l
(87.3%) TH Y, EDF /b OILMHMETAZK (23.4%) , FEEL(10.7%) , &2
(9.0%), 583 (5.1%) , /E L5 (5.0%) & T - 7=, £ 7=, LK RE
il 5w 2583 ALT(GPDH#M (9.6%), AST(GOT)¥4/ (7.4%), LDH
N (6.7%), 1 pR (R M) (5.7% ), A M EREHE M (5.4 %), IR Tk ik
(5.3%), r-GTP ¥4I (5.2%) % T 70, £z, WEHC I S 7= BE
U o~F, 7 a— 9, iofif, SREMARHER L VRIS R % 5 TR
AR T, KA E ST 5,780 i, RITER 2N E S DI 8,128
#1(54.1%) TH Y, DL/ b O, 58 (9.2%) , KB Y (9.1%) , %
% (5.6%), B0 (5.6%) 5 Th o7z, (7 v — 9w Ak - F&E&BINE)
<IKFRE DA >

B Y v~ TFaxg s LRI VT, 7,522 #ilH 1,850
%1 (24.6%) \ZRIVER DS HE iz, Fe b OITFRE(3.6%) , FIE (2.5%),
9B (2.5%), 13TV (1.7%) , fitife (1.6%) % CTh - 7=, (B Y v~FH
TR THE)

EXGEIMER & MHER -

1) BEEAE B ARBTED)  BUiE, iR (=2 —F v AT 4 AMiREE
Te), ERIRYLE, i, BEREA (U 27 U 7 EMERIR R 2 &), 58
REOBPIE (AFREELZ ZL) R bbh b 2 EndH 5D T
BEOREE H3ICBE L, BENRO LNHAIE, 5Pk
HOMERAEZIT O Z L, 7038, SETICE S TIEFI D% < I3, G
JEICEDHDTH-T,

$ER HEEARIED) « AFIR G L DR ORIEIL, 505
LD RN & D7, #EiEOBERGEH 121, RAIE 5%, [
BROWIEE L > N7 A 2 I (B 5B 2 » A I ATRE

2

~—




7RBRY 1 % HIZ 1B PR IE L EITGE COATH 28T ky,
FEAZIER DFEBU A TEET D 2 & £ 7z, Moz (B, s,
U bHObNDZENHD LG, TOMREMN S+
BRLTIBEZITY 2L, BEPRO NG EICTRE 2 H Ik
L, BURLE 1T 2 &,

3) EE X infusion reaction (BEEARBHED) - v g w7, 7 F 7 4T

S RRAER (PR (R, 58 SRS, I B, =R T, g i,
FT 7 —E IKEEFEE, BE, SMEEOEERENEMN) A d 6 bl
5HZ ENDDH, EHE infusion reaction 233 HL U 7-IE-E 121, AFK|
OFEZ I L, MURAEZIT O 2 & o, KAIEEG ORI,
infusion reaction MFEHU 2 TR R FEANEE (7 KL+ U v,
BRI REARVE AL e A2 IVAXIETE T X 7 = %)
RBRAWENTEDL L PoEflob & T, 525G L, &5
TR RBIEZITY 2 b,

4) AR B (BHEEARIAEY) - BigE R (S FEVERELIE, Rt e, Al

VEFFREZS, X7 >« NU—ERIES) B oD D 2 EDR D D, R
WERO LN AL, K5 2P T 572 EEU R 0AE 2179 2 L,

5) RE MM HEAED) - FEEMRA S SN ERH DD

T, FEEN, LK, 0% IR 38 45 0D IR SR IR A -0 ISR L, SR D3RR
D BTG EITIE, BRNITME V> N7 R, ES CT A L O
M AT AR 2 FEff L, AAI R A b b g — MR OR G %2
PIET D & EBIC=a—F U AT 4 ARk & OEHIZW (3-D 7 v
B v DREF) 2 BRI ANNE D RAE 21T 5 2 &, 723, ME M
ROBAERED & % B L, EHRICHZ 2T O 2 8 EET 5 2
& (THEERARNER | OH 4) Z 1)

6) FFHRERE S (B ARB® D)) © AST(GOT), ALT(GPT), r-GTP,

LDH 0% L\ 57 & 5 FFRHIERSE D 5 5 DNS = L 8 50
, B E IV, RESTD DRI EIITR G TR L,
ORI ETS T &,

7) BRMEBEUE BHEARIED) - BRI EUE (3 B LA LfEig) 235

B DR H D 2 &0 D, BHEIC oMM L, %%, B, £ 9
FE, F - BURVAIE, ZER02, R S 0B 8L L2 56, BIREISERT
D X OFERT L bt e &5 Z L,

8) Hi dsDNA HiiAD G AL 4 5 )L — T RBRAEIREE (B ARBIHD) -

1 dsDNA FUE2BEMEAL U, BIETR, W, B2 5 OER? 5 5 b
NDLZERDD, ZDE I RGEETIE, &5 E2HIET 52 L,

9) EELGMKES (BEARED) @ PLiLEREA, MRS, A LBk

D BRIERID 0880 H oD Z L D3 D DT, BlEE & HrITAT V), B
BORRBDONTGEIIT G2k L, B AEEZ1TH 2 &,

E D o fiRRICET 2 BRBEFOHEDOR I TE Z2VEER ISV T,

BRI L L,




<SR >

1) AANZ, AR REEBI RO CTHERER@ X 2 1> TNFa O1EH %
Mz DZ LK VIRENR AT DIAI T 5720, I8 i % I8
FTHZENEXOND, —RICHEE Y U~TF, X—F = v MRED
M PESIEMEIR R, 7 1 — 5, g, SREPERHESE K OB R 2% D
BE T, S IHIAISERICHN LN TN D Z &b, BYUESIC
D) R 7207 V) BBYME NS D B TIXZ OFERE(L T
B AREMEN B 2 BN AKE OBEMEN ST E TEARWRYE S L
T, BUfE, flige, BEEERGLE, id2%, BEIER, BHiR S OEFRENR S 5,

2) Mg 2) |0,

3) Mgk 3) JOHB I,

4) TR A% & el TNF BRI O TR B (I MERAIE, fAPRR 2,
FEWTER IR, X7 o - N U—EBERESE) O BLH 2 WIZE(LOHE
N5,
7B —MRE 72 A BB B O WHPERIZ FRLOBY Th 5,

O 2 RMELE
ATBRIE IR D 22 WGE N LS, IR IS B, J8 B0, JEE RRIEIR, FE.0 -
M 72 & A3 10% OREBNT - B AL D o HIFEAER L BLRETR T D FRAL
ICEVZETHY, BREREEFEQGT%), HAR% (36%) , Bi11(35%),
BB (24%), B (15%) , /INIMARFRAE (11%) Ofth, R 8 F ),
GEREMEFAE, BEMEIEE SN A LN D, WO L uIE— ko Z &
HEHPED Z &b 8 2 YO ZFEMRELAE D 50% LA FIZA b
%o BB EE S LD &l TR O RS0 TR o i & & 7
3, SEBE SR E SN AT, S A B ICHTE S8 5 L
SEHFUZT THEREICIH > TR~ 2ER Y 3 v 7 BRO%E
HNREDLNDDDH LIV Y MEIERZESND 2,

@ 1RHEE %
OO, BB O BH, BB O LA R 212 < < 2B Hls
W5 ARSNRFC b 2 USRI 1T — IO ARERIZ L A W2 TR R
HEEET, 1H2 HCHNMEREZ X928 655, HIICIRER
NI IR 2R A0 2 &6 & 5, AR I T BRIHIER & L
THLNTEE, TD 9 BHO 12 13% D% ZRMERIE DO ORER
T X 2T I B, AR LIAMTIE IR 28 B 5 72 WA C b BEE
MRI "CHESEEME D BB ZE 3 A 5 1 5 55 1 XS 5 MRV E | 2%
LTV 5 ATREMED @ @),

Q HEMMEERER
U WSEER & 2 WO AT R CHA S 5, SUERETIER B2 Tl <
&b 48 FFHILANITIRRITSERL T 5. £ DT DRI ITFRE S =
v 7 L7, oAV R (MO REIR2E) > 2 W L atiuARe P DU RR R (S
BEIRAS) , T ZSEBLL T O RT3 OV &, I bt R



E O BHAREE R E 2 BT 5, EO%, R 2 ICEEMEREIZZ b
THY,
@ XS5y - INL—EEE

W FEEOFHIME T THIFE L, BT 28580320 @OLAH O A T/
ENFHOFHINE T oAb b, £, EERYIROBIL H 5, %<
XA FRE IS A TR T MBS 508, 2D DDA HILD 2
EHH D BREEIT RSN TR A2 29 5 2 EEEE b LR
DZENEZLNEEAVERREENHAONIRNT & D, R
IR T 720 LR T 2 036146 & & 2, BE AR, IRERE B fE 5,
BRIFRIE 72 & DR ARRIEIR THRIET 2616 B 2,
TRENTIEH DN, A7) R~ THERITKF T« NL—JE
BEHED DWELT 4w v —IEEHY ZHE T H 2 el Sn T
BY, MEGI TOFRIEERIT 34 ~ 84 Mk LRI, A 7 U F I~
7 ORNEHR G- B FAE E TOFEHMITA 4 5 A (1.6 » H~2
), BT 2 ~ 12 BIOWEN S 5 FER T, AT O U
OS], MR R 2 295 O G, BEIAFHR D7 4 vy
—JEGERE A 9 D E £ T2 Th 5, BRAEFZNICIT, BEN
BEYE DRI E N Z — 2 9D 2 LB, i R =
2 —aNNF—REETHEDH 5 ERNC K - TG TRER
DFREIRDZ 15D I5FICITE L OIER T, /a7 ) v
FEREO N TR ZRE e & BHE OX 7 2 « N U—IEBEREOIS
PENHEAT S 4L, 2 ~E» A THEIEIE L7l 3 9,

) AMEOIRERES ARG - EEAT - BKENRE e T5,. X T - N L—

FEERE & RO KA A L, FUEBREOBER L Z 2 bh TV 5,

5) BEEI U 7~ F DIRFICBW T, A b b LEY— FAEIE OO B
FTH Y, FEEN, Wk, M A S O MR gE RIS+ ICERE L, 20
B2 BE SERO BTGB, B ERAI A I L, R L > b
R, ER CT M K QML T AR 21T H Z &,

6) AST(GOT), ALT(GPT), 7-GTP, LDH D% L\ &2k 5 it
HEPEENH LDLIND T ENH LD T, BEEZ+5ITTWD, B RNiRD
SN HAIIIHR G 2L L, @Y R 0E AT ) 2 &,

7) [#55 3) | OHB I,

8) [E B FANEE 9) | DIEER,

9) EE MK & U C, YLl Bk, i/ Miid, B ek, Jkiek
WML ENnDDLDOT, BELHIITITH, BENRD L
NIEEAIIIRG 2k L, @R 0LEEZI1TH 2 L,



(3) E D DEIEA :

BIER RO 5NHEIIE, &G 2 kT 572 EEE 2L E 21T 5

Zé&
~— o

T

5%t

1%LL_E~ 5% A

1% Al

BRI

- RS

GIERE

T

TFEIPED F 0, SR
R, B R

SRR A PR, RN
D FE W, HTEIRE, K
fer, LT BERE, BRE L
AR, R
ISR, R, fiehk
HEEE L, VA% R
D, It E, W
BB, RHE, A%
PR, 5 9, ek
HARLE, 23507,
SEEL, AR (IR0, =

o2 2 —iE2)

TADAFELE, 2358
AR R

1. (B R Z VR,
SRS =N R
LA, RS
hn

U LoSHEigE, JE, B
BRI E, U v o8 ER
W GE, U v S ER Y
JE, HEREEINE, E
i BR AN, A P ER
HIE, 47 W8 Bk ¥4 0
i, AR i ER S H K
U A, G R ER
b, B R ERE
m, 7 27—,
MEARD, REA
BN, 77 U
L7 a— Vi,
hU Y A, Lk
ToiE, U v ERIE R
B (B Y o RER)
U v oSEE, %5
BB, FREREEN,
1V 7 L8N, CRP
i, ~<=hr27 Uy
%%

RPN P
SRBENE, (AR i/
TR A S B9

BIReE

ETY WAL, &
JE, ff i 1, B,
JEAR R, i b5

M, 5, AR
i, FRAR, NEENR, A
Mk, = IS,
P, L R4E, D
L

WIS

S
fmé
¥

=

S G, TEN SH

WP [, S 5%,
N, Sk, mil g

TPkZE, F R R,
MERHER, S, fa
5%, fa 7Kk, i 8., 5
SRR, s X R
(CDE%, Pa0, &
T, KL-6 #40

BT ME TR AEAE

PR

ALP #3/n

REWGFE, FFZ, figgde
FEX, me ey
> L fE

MPR AR

1 JR
Lt

R M), bR

PRES G, R 7 R
T BESE, IR TR A
Btk, BUN #40

B ERE %, PERIAEE,
PR o s BR B, A
R, 7 VT F =
m ey eEY
5tk IR IR 2%

JHiEER

Wit k-, R, MR (S

Fib, H A

R, W R,
I R A, B BA
JE, i peZg, WAL
B, {8, 5 28 1L,
B, B, N JE B
Jii, SR A, M8 EREA
HAR D —7, Hil,
B, MR AN P,
Jo%, B AR




5% L

1%LL_E~ 5% A

1% A

BRI

AN

M ZENTE BT Ak,
Ji, B2, NN
Pl ol , MR IR SE, 1178
e JE R, AR

9% (RE MR,
BEIREZIZ, BEIR
IZARBIZ , /NI
PERE, £ O Fadt
BB, W%, ALEENE
Boi%, BREHURS,
%, A g MR
)

FUiE, B2 R 26 (IR TR
BLIE 98, AR HENE B
R, R BRE2%),
BEK, T OHIE,
JBRZ, RLEE (FEAR) , %
THiE

FRIE, o, K EE
BEIRYY, R G, K
JERENE, S, R
P8, B SEZE, KEE
Wi, WA, WL, BE
R, AR i, B2
JETE D, MR, (L
e AR B RO, B
JE/INGEER, S BE, T
(= i3

R EEL

TR AL SO (5
FRLIASE , VRS L
P, VEST AN,
TE S ERAL H L, 7 4
BALZ 9 FERY)

AR

MRS, e, £
fbege, Big 2%, Bl bE
&, WU, IR BRI 1,
AW, I, kP
MR L5, HRIR, bR
9%, REMETEIL, HHEF X
15, M IR 2

T, stk E 0y,
By, B (HPA
), B (UM HR,
R, KEER)

N
3
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SR 136(12.5) 163(6.9) 132(8.4) 42(15.3) 56(11.4) 529(9.2)
FRERE D F 67(6.2) 75(3.2) 34(2.2) 20(7.3) 16(3.2) 212(3.7)
L, 16(1.5) 12(0.5) 30(1.9) 16(5.8) 7(1.4) 81(1.4)
BB 6(0.6) 13(0.6) 13(0.8) 6(2.2) 4(0.8) 42(0.7)
U 7(0.6) 10(0.4) 12(0.8) 3(0.6) 32(0.6)
RIRE 13(1.2) 9(0.4) 4(0.3) 2(0.7) 2(0.4) 30(0.5)
SR iR 10(0.9) 5(0.2) 7(0.4) 7(2.5) 1(0.2) 30(0.5)
AR (R ) 5(0.5) 8(0.3) 6(0.4) 2(0.7) 21(0.4)
J R 7(0.6) 3(0.1) 3(0.2) 2(0.7) 3(0.6) 18(0.3)
Rt} 3(0.3) 6(0.3) 5(0.3) 1(0.4) 15(0.3)
| Rz 3(0.3) 3(0.1) 5(0.3) 3(1.1) 1(0.2) 15(0.3)
e 50.9) 40.2) 40.3) 10.4) 10.2) 1500.2)
ﬁ fR: 4(0.4) 2(0.1) 3(0.2) 3(0.6) 12(0.2)
% | guEL 2(0.2) 4(0.2) 2(0.7) 4(0.8) 12(0.2)
G RLE 5(0.5) 2(0.1) 1(0.1) 3(1.1) 11(0.2)
PRI 1(0.1) 4(0.2) 2(0.1) 2(0.4) 9(0.2)
EEhE % 1(0.1) 3(0.1) 1(0.1) 1(0.4) 6(0.1)
i 2(0.2) 2(0.1) 1(0.1) 5(0.1)
ES 2(0.2) 2(0.1) 1(0.4) 5(0.1)
S 1(0.1) 2(0.1) 1(0.4) 4(0.1)
T 3(0.2) 1(0.2) 4(0.1)
Toh e S 1(0.0) 1(0.1) 1(0.4) 1(0.2) 4(0.1)
WL SRR 1(0.1) 1(0.0) 2(0.0)
AR — 1(0.0) 1(0.0)
L R BRI i 3(0.3) 12(0.5) 15(1.0) 6(2.2) 36(0.6)
i ER B i 5(0.5) 19(0.8) 8(0.5) 2(0.7) 1(0.2) 35(0.6)
2 if. 10(0.9) 11(0.5) 3(0.2) 3(1.1) 2(0.4) 29(0.5)
U o SEiiE 9(0.8) 5(0.2) 3(0.2) 4(1.5) 2(0.4) 23(0.4)
EAER P 3(0.1) 6(0.4) 8(2.9) 17(0.3)
U SEREEIE 3(0.3) 8(0.3) 2(0.1) 1(0.4) 14(0.2)
HLEREEIIE 2(0.2) 3(0.1) 5(0.3) 4(1.5) 14(0.2)
IR 4(0.4) 7(0.3) 2(0.1) 13(0.2)
A EAER S INIE 8(0.3) 4(0.3) 1(0.4) 13(0.2)
g}% & U w7 A 7(0.6) 5(0.2) 12(0.2)
U v BRI 3(0.3) 3(0.1) 2(0.1) 1(0.4) 9(0.2)
L TR ER B NS 1(0.1) 1(0.0) 1(0.1) 3(1.1) 6(0.1)
PRI ER R 4(0.4) 1(0.2) 5(0.1)
72T —BHn 5(0.3) 5(0.1)
i Bk IE 1(0.0) 3(1.1) 1(0.2) 5(0.1)
CRP #4i1 1(0.0) 2(0.7) 3(0.1)
DN I/ 1(0.0) 1(0.1) 2(0.0)
fie i 1(0.1) 1(0.4) 2(0.0)
WL ER D iE 1(0.0) 1(0.0)




S

e Ja—fF | By v~ HAE SRELERHESR | TR R IBSE Akl
AL 23(2.1) 48(2.0) 65(4.2) 10(3.6) 9(1.8) 155(2.7)
T I 7(0.6) 40(1.7) 14(0.9) 17(6.2) 2(0.4) 80(1.4)
LETINER 18(1.7) 24(1.0) 18(1.2) 9(3.3) 7(1.4) 76(1.3)
IFTH 9(0.8) 17(0.7) 17(1.1) 6(2.2) 2(0.4) 51(0.9)
IR 2(0.2) 17(0.7) 8(0.5) 4(1.5) 2(0.4) 33(0.6)
=S 3(0.3) 11(0.5) 4(0.3) 6(2.2) 1(0.2) 25(0.4)
1A 3(0.1) 2(0.1) 2(0.4) 7(0.1)
1= 2(0.2) 1(0.0) 4(0.3) 7(0.1)
BelMiE 2(0.1) 3(0.2) 2(0.7) 7(0.1)
IR 2(0.1) 3(0.2) 5(0.1)
EER 1(0.1) 2(0.1) 1(0.1) 1(0.4) 5(0.1)
DN EEME MG 2(0.1) 1(0.4) 1(0.2) 4(0.1)
R4 2(0.1) 1(0.1) 3(0.1)
IRAW 2 i 2(0.2) 2(0.0)
ERI=p el 55(5.1) 209(8.8) 120(7.7) 112(40.7) 29(5.9) 525(9.1)
MENEER 2% 58(5.3) 76(3.2) 55(3.5) 47(17.1) 17(3.4) 253(4.4)
il g e ¢ 23(2.1) 82(3.5) 45(2.9) 18(6.5) 11(2.2) 179(3.1)
IZ K 20(1.8) 65(2.8) 33(2.1) 26(9.5) 11(2.2) 155(2.7)
N 23(2.1) 60(2.5) 21(1.3) 38(13.8) 9(1.8) 151(2.6)
SUEk 16(1.5) 84(3.6) 21(1.3) 20(7.3) 7(1.4) 148(2.6)
e ] 5 31(2.9) 44(1.9) 46(2.9) 11(4.0) 10(2.0) 142(2.5)

LIS 7(0.6) 52(2.2) 13(0.8) 3(1.1) 7(1.4) 82(1.4)
TERZ 1(0.1) 13(0.6) 2(0.1) 1(0.2) 17(0.3)
S 1(0.1) 7(0.3) 5(0.3) 3(1.1) 1(0.2) 17(0.3)
it & 3(0.3) 2(0.1) 4(0.3) 2(0.4) 11(0.2)
SRUE SR 3(0.3) 3(0.1) 3(0.2) 2(0.7) 11(0.2)
JafEE ¢ 1(0.1) 7(0.3) 1(0.4) 9(0.2)
FE R 2(0.2) 1(0.0) 2(0.1) 3(1.1) 1(0.2) 9(0.2)
EEIP S Sk 1(0.1) 2(0.1) 3(0.2) 2(0.4) 8(0.1)
i 7k 1(0.1) 3(0.1) 4(0.1)
ALT(GPT)#4 24(2.2) 29(1.2) 53(3.4) 27(9.8) 4(0.8) 137(2.4)
AST(GOD) 4 17(1.6) 19(0.8) 34(2.2) 19(6.9) 3(0.6) 92(1.6)
eSS B 4(0.4) 10(0.4) 39(2.5) 6(2.2) 2(0.4) 61(1.1)
JH AR (AP RE ) 7(0.6) 10(0.4) 19(1.2) 4(1.5) 2(0.4) 42(0.7)
ALP B0 12(1.1) 8(0.3) 3(0.2) 3(1.1) 1(0.2) 27(0.5)
% 2(0.2) 1(0.0) 6(0.4) 2(0.7) 11(0.2)
EE UL v ME 4(0.4) 6(0.4) 10(0.2)
y—GTP Ha/n 6(0.4) 1(0.2) 7(0.1)
fiEZE % 1(0.1) 1(0.0) 1(0.1) 3(0.1)
JHIER 1(0.1) 2(0.1) 3(0.1)
HENAIT 1(0.1) 1(0.1) 1(0.4) 3(0.1)
PR &R 7(0.6) 43(1.8) 9(0.6) 5(1.8) 2(0.4) 66(1.1)
B % 1(0.1) 7(0.3) 5(0.3) 5(1.8) 4(0.8) 22(0.4)
BERER 8(0.3) 1(0.1) 9(0.2)
i bR (PRI M) 5(0.2) 2(0.7) 1(0.2) 8(0.1)
R 4(0.4) 1(0.0) 2(0.7) 1(0.2) 8(0.1)
7 LT F = 2(0.2) 1(0.0) 3(0.2) 6(0.1)
PR F R 3(0.1) 1(0.4) 4(0.1)
PSR A 2(0.1) 1(0.4) 3(0.1)
BUN 40 3(0.1) 3(0.1)




. MR yagn | By veF | wlE | MITHEAREZ | BRI | SRR
L 92(8.5) 111(4.7) 74(4.7) 20(7.3) 24(4.9) 321(5.6)
[0 48(4.4) 37(1.6) 14(0.9) 19(6.9) 14(2.8) 132(2.3)
T 14(1.3) 53(2.2) 23(1.5) 36(13.1) 5(1.0) 131(2.3)
AR 29(2.7) 34(1.4) 20(1.3) 6(2.2) 10(2.0) 99(1.7)
HIEAR R 15(1.4) 14(0.6) 5(0.3) 5(1.8) 4(0.8) 43(0.7)
HEAREZ it 19(1.8) 5(0.2) 2(0.1) 4(0.8) 30(0.5)
ELZES 2(0.2) 10(0.4) 6(0.4) 6(2.2) 3(0.6) 27(0.5)
{5 A% 9(0.8) 6(0.3) 2(0.1) 1(0.4) 1(0.2) 19(0.3)
IZ1E5E 11(1.0) 1(0.0) 12(0.2)
e T e 2(0.2) 2(0.1) 3(0.2) 4(1.5) 11(0.2)
iffg 4(0.4) 1(0.0) 1(0.1) 1(0.4) 7(0.1)
EFS 3(0.1) 1(0.1) 1(0.4) 1(0.2) 6(0.1)
AHER 4(0.2) 1(0.1) 1(0.4) 6(0.1)
W AR 2% 1(0.1) 2(0.1) 2(0.7) 5(0.1)
PR 1(0.1) 1(0.1) 2(0.7) 1(0.2) 5(0.1)

?E s pese 4(0.4) 4(0.1)

o | 5 SRAL 2(0.2) 1(0.0) 1(0.4) 4(0.1)
W& 1(0.0) 1(0.1) 1(0.4) 1(0.2) 4(0.1)
JILFH JE P R 2(0.2) 1(0.1) 3(0.1)
HERSLSE 2(0.1) 2(0.0)
it KN 7D 3(0.6) 3(0.1)
VA=EaNZ 7(0.6) 1(0.4) 8(0.1)
ERie] 1(0.0) 1(0.0)
FE PR T AR 8(0.7) 32(1.4) 5(0.3) 2(0.7) 2(0.4) 49(0.8)
[m§7) 3(0.3) 9(0.4) 5(0.3) 4(1.5) 2(0.4) 23(0.4)
AN 5(0.5) 5(0.2) 2(0.1) 2(0.7) 2(0.4) 16(0.3)
k7 JE] 93 1(0.1) 2(0.1) 3(0.2) 5(1.8) 11(0.2)
M e 3(0.3) 3(0.1) 2(0.7) 8(0.1)
L] 1(0.1) 2(0.1) 1(0.4) 1(0.2) 5(0.1)
HIg% 1(0.0) 2(0.1) 1(0.4) 4(0.1)
Bk 2(0.2) 1(0.1) 3(0.1)
MEETR JIR 5% 1(0.1) 1(0.0) 1(0.1) 3(0.1)
W95 98(9.0) 123(5.2) 27(1.7) 45(16.4) 30(6.1) 323(5.6)
O P 53(4.9) 87(3.7) 99(6.3) 24(8.7) 22(4.5) 285(4.9)
EAliR 22(2.0) 59(2.5) 46(2.9) 5(1.8) 7(1.4) 139(2.4)
E2RR/E 22(2.0) 28(1.2) 20(1.3) 10(3.6) 7(1.4) 87(1.5)
AP 12(1.1) 22(0.9) 11(0.7) 17(6.2) 2(0.4) 64(1.1)
I L e R 9(0.8) 18(0.8) 4(0.3) 13(4.7) 2(0.4) 46(0.8)
JVE B 4(0.2) 2(0.1) 7(2.5) 13(0.2)
HLEE (FE %) 7(0.6) 25(1.1) 6(0.4) 7(2.5) 5(1.0) 50(0.9)

| BB 10(0.9) 18(0.8) 9(0.6) 1(0.4) 11(2.2) 49(0.8)

| e i 8(0.7) 6(0.3) 4(0.3) 18(6.5) 6(1.2) 42(0.7)
AR 1(0.1) 23(1.5) 8(2.9) 32(0.6)
Bk 4(0.4) 8(0.3) 12(0.8) 4(1.5) 3(0.6) 31(0.5)
S 8(0.7) 3(0.1) 6(0.4) 6(2.2) 4(0.8) 27(0.5)
Line) 2(0.2) 7(0.3) 4(0.3) 7(2.5) 1(0.2) 21(0.4)
BEIR HH if 3(0.3) 7(0.3) 1(0.1) 2(0.7) 3(0.6) 16(0.3)
i 2(0.2) 2(0.1) 6(0.4) 2(0.7) 1(0.2) 13(0.2)
g 4(0.2) 2(0.1) 6(2.2) 1(0.2) 13(0.2)
AT SO 1(0.1) 3(0.1) 4(0.3) 3(1.1) 11(0.2)




. MR yagn | By veF | wlE | MITHEAREZ | BRI | SRR
R g2 1(0.1) 4(0.2) 1(0.1) 1(0.4) 1(0.2) 8(0.1)
il ] 1(0.1) 6(0.3) 7(0.1)
it b 2(0.1) 5(0.3) 7(0.1)
FhiE 3(0.3) 1(0.0) 2(0.1) 1(0.4) 7(0.1)
Bz g4 2(0.2) 3(0.1) 1(0.1) 1(0.2) 7(0.1)

Rz | B2 RE /N 3(0.3) 2(0.1) 1(0.1) 6(0.1)

T | s s 2(0.1) 2(0.1) 20.7) 60.1)
FE IR 28 2(0.2) 4(0.2) 1(0.1) 1(0.4) 1(0.2) 9(0.2)
SR H A 1(0.1) 3(0.1) 1(0.1) 5(0.1)
ia[oE i 1(0.1) 1(0.0) 1(0.1) 2(0.7) 5(0.1)
E2S 2(0.1) 2(0.7) 4(0.1)
I 1(0.1) 1(0.4) 1(0.2) 3(0.1)

‘Eﬂi TESHBAL OIS 12(1.1) 30(1.3) 7(0.4) 2(0.7) 4(0.8) 55(1.0)
Rl 4(0.4) 16(0.7) 5(0.3) 8(2.9) 3(0.6) 36(0.6)
T B 11(1.0) 5(0.2) 3(0.2) 6(2.2) 2(0.4) 27(0.5)
AR ER A5 4(0.2) 1(0.1) 6(2.2) 1(0.2) 12(0.2)
AR 1(0.1) 3(0.1) 2(0.7) 1(0.2) 7(0.1)
b 2| 1(0.1) 4(0.2) 5(0.1)

[ R 1(0.1) 3(0.1) 4(0.1)
GO 1(0.1) 3(0.2) 4(0.1)
AR MG 2% 1(0.1) 1(0.0) 2(0.7) 4(0.1)
Vel 2(0.2) 1(0.0) 3(0.1)
ok P 1(0.1) 1(0.0) 1(0.2) 3(0.1)
RN ¢ 2(0.1) 2(0.0)
HR 5(0.5) 27(1.1) 10(0.6) 7(2.5) 1(0.2) 50(0.9)

T [EILREEIN 1(0.1) 13(0.6) 8(0.5) 3(1.1) 6(1.2) 31(0.5)
H 3(0.3) 2(0.1) 2(0.1) 3(1.1) 2(0.4) 12(0.2)
g 4(0.4) 1(0.0) 3(0.2) 2(0.7) 1(0.2) 11(0.2)
B 48(4.4) 8(0.3) 77(4.9) 9(3.3) 29(5.9) 171(3.0)
fixn) 30(2.8) 17(0.7) 54(3.5) 4(1.5) 18(3.7) 123(2.1)
A 13(1.2) 4(0.2) 25(1.6) 7(2.5) 3(0.6) 52(0.9)
SIS 10(0.9) 4(0.2) 30(1.9) 6(2.2) 50(0.9)

W | Ba iR 9(0.8) 2(0.1) 3(1.1) 14(0.2)

| BIR 2(0.2) 1(0.0) 5(0.3) 8(0.1)

;ﬁ TR E % 1(0.1) 3(0.1) 1(0.1) 3(1.1) 8(0.1)
A s A 4(0.4) 1(0.1) 1(0.4) 6(0.1)
S 1(0.1) 4(0.3) 1(0.4) 6(0.1)
R 3(0.3) 1(0.1) 1(0.4) 1(0.2) 6(0.1)
IS8 5 i 2(0.2) 1(0.0) 2(0.1) 3(1.1) 3(0.6) 11(0.2)
7 A I A JEY 39(3.6) 96(4.1) 68(4.3) 47(17.1) 25(5.1) 275(4.8)
=3 22(2.0) 29(1.2) 14(0.9) 13(4.7) 4(0.8) 82(1.4)
H vV HIE 17(1.6) 25(1.1) 5(0.3) 10(3.6) 5(1.0) 62(1.1)
e B¢ 3(0.3) 27(1.1) 4(0.3) 4(1.5) 1(0.2) 39(0.7)

?ﬁ I 2(0.2) 17(0.7) 6(0.4) 6(2.2) 1(0.2) 32(0.6)

iﬁé TEpar 3(0.3) 11(0.5) 8(0.5) 3(1.1) 100.2) 26(0.4)
ENREINZN" i 5(0.5) 5(0.2) 3(0.2) 2(0.7) 15(0.3)
BB 4(0.4) 3(0.1) 1(0.1) 4(1.5) 2(0.4) 14(0.2)
I AE 1(0.1) 9(0.4) 1(0.1) 1(0.2) 12(0.2)
G 7 a7 ) N 2(0.1) 2(0.1) 4(0.1)




. MR yagn | By veF | wlE | MITHEAREZ | BRI | SRR
1 | 6 1(0.0) 7(0.4) 1(0.4) 9(0.2)
A | R 1(0.1) 2(0.1) 3(0.1)
57 71(6.5) 52(2.2) 61(3.9) 23(8.4) 18(3.7) 225(3.9)
HEEL 32(2.9) 60(2.5) 41(2.6) 14(5.1) 27(5.5) 174(3.0)
Ja e 29(2.7) 41(1.7) 41(2.6) 8(2.9) 8(1.6) 127(2.2)
K 46(4.2) 17(0.7) 34(2.2) 18(6.5) 9(1.8) 124(2.1)
EANITHE D BUS 15(1.4) 44(1.9) 44(2.8) 9(3.3) 10(2.0) 122(2.1)
TEIE 33(3.0) 26(1.1) 33(2.1) 8(2.9) 6(1.2) 106(1.8)
G 11(1.0) 32(1.4) 30(1.9) 8(2.9) 14(2.8) 95(1.6)
I EUE 10(0.9) 14(0.6) 16(1.0) 3(1.1) 3(0.6) 46(0.8)
RN 2(0.2) 16(0.7) 10(0.6) 7(2.5) 35(0.6)
1 )9 6(0.6) 4(0.2) 12(0.8) 3(1.1) 1(0.2) 26(0.4)
JIIRGR LA 8(0.7) 1(0.0) 10(0.6) 3(0.6) 22(0.4)
2HMT) T =52 3(0.3) 5(0.2) 7(0.4) 4(1.5) 2(0.4) 21(0.4)
[ 2(0.2) 8(0.3) 3(0.2) 1(0.4) 3(0.6) 17(0.3)
BERR 8(0.7) 5(0.2) 2(0.1) 1(0.4) 16(0.3)
P R 2(0.2) 4(0.2) 4(0.3) 4(1.5) 1(0.2) 15(0.3)
;C) P JE SLBENE 3(0.3) 3(0.1) 3(0.2) 1(0.4) 4(0.8) 14(0.2)
i AT 6(0.3) 4(0.3) 1(0.4) 11(0.2)
G2l S N 1(0.1) 2(0.1) 1(0.1) 2(0.7) 1(0.2) 7(0.1)
U B R—iEai 1(0.0) 1(0.1) 5(1.8) 7(0.1)
FL TR e 2(0.1) 5(0.3) 7(0.1)
TR 2(0.1) 4(0.3) 6(0.1)
RHRIA 5(0.5) 5(0.1)
i H 1fn. 1(0.1) 2(0.1) 1(0.4) 1(0.2) 5(0.1)
N2 3(0.1) 1(0.1) 1(0.2) 5(0.1)
FEha 1(0.1) 1(0.0) 1(0.1) 1(0.2) 4(0.1)
T 74 7%= 2(0.1) 2(0.1) 4(0.1)
HEIEKR 2(0.2) 1(0.0) 3(0.1)
/S 2(0.1) 2(0.0)
PRSI (F 45 ) 1(0.1) 1(0.0) 2(0.0)
FT =% 1(0.0) 1(0.1) 2(0.0)
B 175 e 1(0.2) 1(0.0)
TR B 2(0.2) 3(0.1) 1(0.1) 6(0.1)




(5) &R E, AHHE EEERUVFNOERSFERINOBMERARTEE -
1) TP 249 5 & TORWEM S

(BEET Y v~ F O Al i a4

JiE %K Bl 38 BURE G145 FEELE
JBEEA D 226 73 32.30%
JHF i 2 i L 7,295 1,777 24.36%
2) BEEL AT 5 BHE CORIEHFSBURE
(B Y v~ F Off H AR A)

JiE 15K RIE 3 BUEBIEL B
HEEAD 98 33 33.67%
PR L 7,423 1,817 24.48%

3) it CORNWEHIE B (BIE U v~ F Ol FH Bk aH )
iE (155 Il P38 BUE (4K e
i (65 WL E) 1,869 451 24.13%
FE Sl (65 REA) 5,652 1,399 24.75%

6) ZEYMT7 LILF—I2d T HFBRVOHARE :

B pih>
8) AHIE - BT % B

(D Infusion reaction
AENF G T D W ITHE G T#% 2 RFRILINIZHREBLT 2
infusion reaction ® 5 &, B2 7 77 4 7 % —FREIR
(N TR S8 SO, i b5, AR, s s, o
T =8, REEFIE, FE, SHREE) KD b bivd Z &
& %o AANTBEBRFIC 3RS D TE DYz L7 BT
BHGZBML, BEE TR THDRBIEEZITI) Z L. £,
H 72 infusion reaction N FEHL L 7= 55121, A O B
Bzl U, @@ 2175 2 & ([EERARTEE]
DI 8) &[]

@ BIMMBUE (&5 0% 6
AKIP 5% 3 HUL LR %ICEE R b O %2 & Tl
BUE (W R, 5895, 588, ZBAEVR, € O 8, F - B IE,
We T EE, FROZ, TR, BURE) o bbb 2 & nid
%o B GAZ 1T B R MR BUE DO FBLUIAH 2, +0 7o dlsi %
179 2 &, (TEELRIEARER | DIHE 8) B )

B2 (ROBFIZITEE LGN &) <Pifr>
3) ARANDR Sy id~ T AHKDOEAE (w7 AR, F X T8 v

NMEGURTE) (263 2 IR BUE OBEERE O & 2 B3

EEQERNIE <>




8) AHIFE 512 L ¥ infusion reaction 2RI I T 5 a[REMEN H 5
723, W) 72 ARG (7 KLU > B BB AR VE A,
PEAX IVAIUIT N T I 72 V) RBRBALE & E
BIZEMTE X Ic LT Z &, £, ERMERTBUE (3
AUl Efat) DREBT L ELH L Z L n, BRI+
i U, 895, REN, £ O 8, T - B, ERRE, 5%
DB L T2G, FIREICHEE T 5 X O frd 57 Lt
SsE LD b,

BEGRIMER <>

3) EE 7% infusion reaction (BAEARB) : v a v s 7 F7 47
X O —RRAEK (R (R, S8 SR, M+ B, i EART, i
B, 77— B REERE, BE, SRRSO EERRIE
M) b obind Z L nd 5, HiEZR infusion reaction 737
BLEGAEICE, AAloF 52 mIE L, @ 0E %217 5 2
Lo F T, ARANFEG-OBRIZIL, infusion reaction D FETLIZ i
2 CHEY) 72 AR (7 v U v BRI E AR VE AL BT
ERZIVAIIET | N7 X T = UE)RCRBMLENTE
LEOtmekflon & T, EEZRIBL, HEKTHR L+
ISR EATO T L,

7) EFEBBUE BEE R - B MRREYE (3 B DL ERRiE%)
NREBTLHAEEE L H D Z 0D, BEICHSMBA L, B2,
FE, O FE, F - BT, SERZ, SR E N REBL L1255,
FIREIEET D X O fErnd 272 L eshicz & 52 &,

W) WA OTIRZ ISR 2 AFREEOHEDOF HTERWVRITEHRIZ DN
TUE, BRI E LT,

9. BIME~NDEE

PMET L TWAD DT, BYYES DR

— R B Tl A PR e (S HEREAE)
)z &,

TEROFRBICEE L, T a8l a7

10. 4185, iR, RILFBEADRE

1) A8 XAFATHRE LTV 2 AIREMED & 2 I NI, 169E L OB RIEfalii: 2
FEbD UM SN DGR ICORTET D 2 L, (RAEGIZ L D AR
A TR IENE STV RV CRAIA B b TNFa Fr 211 TE FEBR
FiTEx WD), £72, vV A2 TNFa 2 T4 25K 51280, ~ v
A% AT S AV AE R T, Aok, RN, I E TR b
T2, )




2) AT DI NI, AT SED 2 &, [RAT OREIZET 524t
IEHESZ L TR, )

MINREADERE

INREEIT S 2 Z MRS L TR (B FTRRER S 7200N) .

12 RRRERRICRIETZE

13.8E&5

R L

R L

<BE>

WA OBAET ) U~ FRE R E LI THRBRICRS O T, fK&m & O 20mg/
kg [ZBWTH, MOM R (3, 10mglkg) & bl LT, BRARAA, AIMEMEIZ2EIT
S B o T (VIR B 2 T8 B O¥ERIRER RS B 1H
2.,

MBSO 7 m— ek G & L7 8 IR B ARRRER 2 5\ T, e 1 D 20mg/
kg 1850 T b, MR (5, 10mefke) & Kok LT, BEARANR, BITEI 12 40
D BRI T (VARSI BT 5 A ORIEMRB 1) 1AL TAT RS
JERBR OB R),

1) ARIOEGBENTWD HE - ARIZKROEY,
<BfiV v~F>
W, AE 1kg %729 3mg & 1 RO G E L UAGEET D, M55, 28, 6l
5L, LItk S M OMBE TG 2175 Z L. 728, 6 MO G- LIE, 2 FA 453 T B HE 3
55 L7235 A2, B G RO SR OB A TTEE TH 5, 2 b OB G RO RO 5.
IR O ST I LB PR RIICAT 5. 1 MIORE 1kg 4720 OGSO LRI, SEMOMETHA
1E 10mg, #5255 L7238 Thiut émg &35, £7-, BREORERNIL 4 B &9
Lo ARANL, A N b LF— MUANC X ATEFRICOFH L THWS Z &y
<7 wa— >
WE, AE kg %720 5mg % 1 BIOF G L USARTET D, M 5%, 28, 6Eic#
HU, LItk s MO TR 21T 2 L.k, 6O LIE, SHENES LIZHAIIT,
A 1kg 4720 10mg % 1 BlOFEGELTLZENTE D,

14 BRALDEE

1)BERE . AFIIEE - M a7 —DA T T4 NE— (R
THAX12I 70 UR)EHWTEGET L L,



%E%%%&U&%EF-K%& HEHEH & LTORAW, KT - fHAN
TIEBE LWz L ORBNIMSL L7274 e CTiETD2 0L L, o
/z%ﬁl RS S IRG LW 2 & (7 RO BESHRE O S5 R
THES 7T1I:7N:E L ENTWDD), T2, 2 FFELLEZ 0T TRERRIZ
REERET 5 Z &,
3) BMEAE  ABFNTHMRAMR L 325 2 &, Rtk 3 FEBLINIC & 54k %
T5HZ L)
s dafeE T ) = RETERLEE, 21-G H 50 S HITHIN
HEEHE T, 13 704720 10mL @ B REF K (B R4
B B ER A 2§ DICEAT D Z &, (ZOBICEIRIE TR
AT MIIER LN &)

« XA TV E AR X W7 S BARCMICIRME L, IR T 5 A ERE T
L2, MIREANBETIBINNS L7720, /L THLIIED
7T, RFFHIR VBT 22 &)

- EARALO T, FEGOMEIRE LT, B LERa RO A6 E
LCEY NN LB 25T 2 E03H 58, il
BT, (B, BY), 2 OMOREZRDZHOIFHEH LW
&)

- W% DRI O P RAFII AT DRV 2 &y
4) HmRAE  BEOKRE Y720 CHE Lo EEA K 250mL @ H JRAHE
WIRICANT 2 2 & (7 RUBERKSEZ 5O B /AR MM%@&
FHRITHWRWZ &) BRAAFEIER CAIRS 2 BRI, WiRiR 2 2R
}dqﬁﬁwﬁ%ﬁ#_ﬁﬁzkyﬁﬁ%®4/7)%/V7@§i,04~
dmg/mL L5 Z &,

< i >

1) AFNZE A BAI T 5 720, WHRIRFIZ 1 B O R 7235580 Bl s Z
EMHY, INHERETIHEDICA TS T4V E—5BLTHRET S
TEDBRETH D, 0B, ZOREMEMRL 131 T4 T 4 V5 — Vi@
BRETE, 7 4V F =@k OAF O IR S TV D 2 L DGR S
T3,

2) V. IRRICBET 2B Tk - AEICBEET A LoEE 2) &5 51E10
HE

3) —fRIC, IRt O E A RANTEE AT LT O MR OB A S
L1720, (G TN ET A ENEET LWV EEZOND B,
fifg « %ﬁ%@&%?ﬁrﬁ%f@,%%ﬁ%ﬁfﬂﬁbtﬁ%ﬁﬁﬁg
DEVENZZBITFE O HAL TR0,
AFH i,mﬁwﬁz@/a‘-:)\ﬁiﬁ% WD XA T ANEREIZLTWDR, 2
JET20 G DI 5O E _EORIEN S 2 FIREMEN & 5 728, il AR Al &
LTW5sb,

4) BEHABEZRET D720, HROBE G EFNITIT I T ENEE LUy,




FTIRBEOA 7 ) F~TEE 0.4 ~ 4mg/mL IZOW T, FREF DL E
PERHERR STV 5,

15. Z DLDEE

16. T Dtk

1) AF|OEERFER T, EN Tk 62 R (1 45) £ T, ##FhC¢id 102 R (2 4F)
FCOHIMTEm I NN D, F 7o, AAIO KW I BT 2 R i plchs
FAEIL 2 FEM E TOYR TEBSIN TN D, 215 DOHIRE %28 2 = AAKID
T 5RO 2T L TR0,

2) 150 FIOHFEEEN L EED 9 > IMPEREOBRE (EREEH R 35%LL F T,
NYHA UHSRESEIL/IVEE) (2, 7T &R L OVRH] 5, 10mg/kg Z#)E], 2
W%, 6%IC 3 [EH% G L7 1Es TORKRER %2 J2056 U T-, T Oft 8, A
FGRE, #5712 10mg/kg BEC WD TOLAREIER O AL OB 28 =R (2
PO BT & DWMIED B D, YIalF51% 28 HIFRIZI VT, 10mglkg #
T 34, 5mg/kg #T 1 FIOXLTNRD B, 77 B AR TIIIECHNILAR
Mo Tz, Flz, EREAIZ X D ABEIE, 10mg/kg B 51 #7411 %1, 5mg/
kg B 50 il 3 5, 77 B AREE A9 HIF 5 HITH T, S HIT, 1HFEZDOFE
fifcFB T HFELEHIL, 10mgkg BET 8Bl TH->7-DIZxf L, dmglkg
KO TZERBETIEENENAHITH- T,

3) Al KR OF LR V—0 TNFa ORITFERREEZA L, 7 v b
=7 A PNV FEO— RN EMW ERIME R S 28D TNFa L f56 L
72N, Z D728, D3 AJRMERBRI T IS STV,

4) W TIT OB ) U~ TFRE E RIS L LR ERRBRICB VT,
MEID 5 10mglkg Z %5 SN2 BHF TIE, 3mglkg 2 H 5 S BF &
Db EERERIYEORIEE N BIZE NI L OWMERH D 2,

5) BB 123U T, AH & SRR IE SUIBEF O 25 L & OPFRITRH
%A & 2RI EHESE LT (B FRRBR 2N 22 0)

BARWANR
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IX. JERREREHER (B I S IHE

1. EIBHER
(1) FBHEBAERR(TVI. EFRIEICEHAT HEH ISR -
(2) Bl ZEEBHER
MR L
(3) BB
W O— BRI OWTIL, A 7 U X ~TNEe hEeF R0y
— (F o T EEREEMY)) O TNFa |12 U AR 22O 2 A S 720
ZEMG, LTV,
(4) ZDHhDEEEAER -
mMERR L
2. EMHHER

A7V XwT B NP~ 7 A TNFa Hiik % - st Bh 2 9506 L7,

(1) BRI E5H 4R
SD ZRMEHET ~ MicA > 7 U ~7 10, 30 1 90mg/kg % HilaIH Ik
WG L, #5852 KON T BRZIZHIR L=, 2 OFER, T X TOREZE N T
FETHNE7R <, —fRRE, (K, BAF &, IR E &, HE NIRRT I R
WAL 0o 7o B O BOE S ITHERE & & 90mg/kg DL 1 &l L7z 89,

(2) REFEEGHHHER

1)y k®
SD AMEMHEZ ~ A > 7 U F~7 30 O 90mg/kg/H% 7 HIH
HH RN G L=, 2 OFER, T X TORRICB W TR THIER L, —
RCIRRE, NEE, 1R AR &, BN IRMR AT I B 3o 72,

2) 9:/,\//_90 91)
FonmNo D= 7YX ~7 15 K 30mglkg/H % 3 XL 5 H
M B RN G- L, 2 0% 2 BRIBIEE L F7o, A 7 U F o~ 7
30mg/kg/ H % 3 H I HERIRNE G- L, £ D% 6 BB LT, =D
fER, 5 R O 546 T % OB, T X TOREICEB W TEL
FlE7e <, —MCIREE, (R, AR, IREH P, iR P, ik
AR A R QYRR A (ST o 72,

3)XOR®
CD-1 ZMelfE~ 7 212t~ 7 A2 TNFa Hifk 10 X 40mg/kg % 11
L 186 » A (25 HH) BIRNE L LT, £ O 5, —BeREE, &
RO EICRE 3o T, 70, IBRH A, BN IRR A, 7
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PRARGR A, MR L R AL A 2 i~ 7 A TNFa $T
R 5 BEE L 7= BE I o T,

(3) EREFRAEF AL

A7V X0, A REERBRICETHY O T v REY

B XD TNFa OFER ZHH L=, Elfi L7gho 72, & Z THi~ 7 A

TNFa $iifk % T TNFa OFERZ 832 2 &1 K 2 A5 E w4+

fREt L7z,

1) ZRERUVERE COMNHARERECEAT iR
CD-1 Rt~ 7 212Hi~ 7 2 TNFa Hifk 10 } O 40mg/kg/ H %
1 FIOEIS CEARN S 5 (1 2B daRT 8 M, 22 Bi s B K OVAS
FlPA4at: 3 R OFF 12 [81, M - ASKLBRAART, 2RI 3 M ], fFA
0 HEXO'T HDFEF 4~ 518]) L, SZIREE R O IR £ T O PR A~
DB R FEt LTz, Z D%, 40mg/kg FEOBEMIZ B THRZRR
MOT AR 5 T2, Z OO EFTHFERE LK OB BB I B 1372 <,
R 11 B ORIZEBW T IRESEIL 2 o T2,

2) & - BRIRFEICRET H5ER
CD-1 A~ 7 212Hi~ 7 A TNFa Hifk 10 L O 40mg/kg/ H %, iR
6 HEON12 HHIZ 2 [MIERNEES- L, iz 18 H BICRIEMW 2 BHIE L
THRIEZRIH U, & ORR, B O —BORE, (RE, IR L 0%
IREUCAH B2 R8T < EIRRI OFRIC B W T H v 7 X TNFa
PR B HKS < BT RIIER O S o 7o, F 7z, I IRRE IS
b U, B R, WS, A A7 IR A, R R EE ) OME R IC T 7R 28
#1372 <, IR DINE, NI VB ICEFT 2 R~ TRt R b e o 7,

(4) ZDHhDFHEM

1) &kEFHE
AT VXTI NI a 7)o O—FThDH I DL ERLA
MNoT,

2) R
AT VXU T NERBYICE > TREEATHY, & MIBIT5
TR % TRIC & o= %N L7 h o 72,

3) EERME M~
A 27V X~ T OME Z T IR 28R R, R iia A v
TR BB L N~ 7 A W/ MG BR 2 B L= & 2 A, W
THORBRICE W T HERFEMITRD o7z,

4) EEIR M
EWIRIZ 725 TNFa OIHITERIC X 558 % FZREy) CiEi ¢ &
TN Ted, i Ligho7z, L L7, TNFa / v 77 7 k<7
ADT—=HEWNELTZEZ A, 12005 18 » H i (465 1)) I BT
b, AR~ T AT H AR ANESE O INE e o T, F 72, BEAN
DN EZ TNFa /v 77 7 b~ 7 ANZHEG LT 3803 AR
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(ZBNTH, BER < & 2 & Holl L ORISR A ORI B/
’)ko 86)
5) B AR (9 43)

OF T PR
7 XD ESTFIRICA 7 Y 3 2~ 20meflg & WL 5.
L, #5.% 24 B R O 72 BRI I81T 5 558 SR o L8 fil i &
B LT L 2 A, FIMIERED b Lo T,

Q@ BT &5 %3
Y XOEHEROEELZ IS 7 % ~7% 1mL (Amg/
mL) BE G U= & = 5, #5148 24 FER B 22 M 2 1k L,
PIRAOIC AR B ARG & 0 AN SRR 2 R0 72,

© BFPIPI R S R 0
U X OMBMABANICA > 7 U F T ~7 % ImL (5mg/mL) H[A]
Bh Lzl Z A, & 51% 24 WeEICEE RS 22 fE 2 = L7227, &% 5
% 72 BRI ER D A o T,
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X EEMNEIEICEYT 5IER

1. RHEXE 5
(1) 85 - AW kB, B, 078 A RS
EEE-EEFEOLT T L VERNT L2 L
(2) ARG - A kB, B

2. AR IIERLR
3 4 (L EMERABRRE RICHS <)

3. I&k - REEH
WA 2B, 2 ~ 8CITIRTE

4. BFHRFNEDIER

M EBRTORYIFEWNZDNT :
mMERR L

(2) BRI FHFDIE (BEFICEEIRENEERIESE)
VI, Z2 4=t (A o) \CBET 2 H 06, EERFEARERE &%
DB K& OMLE 515 D 14) DIES I

5 RBEMHE
< HzfiE >
BEEIR %, —ERDIERNSR D T — X NERE I D ETOMIL, RIEF] % k5
WE AR EZ T 5 Z L1 X0, RFIOZ MR OEEICET 57 —
2 % BHNCINEE U, AAI O EEHIC LR E 2 L5 2 &,
<BREMEFHESR >
[E N CORBIEGI 238D TR LT\ D 2 L b, BUEIRGER, — EEDIEFIC
o7 — X NEME S D E TOMIL,BIERF] %2t A kETRA % Ehti 35 =
LA E 0 AFMEREE O REFREEET 2 & &b, AFIOLRENEROE R
PRIZBT 27— % 2 RHENCIE U, A O@E EE I LERIEEZH T D 2 &,

L 27— RATEFHEM 100 : 100mgX 1 /31 7L
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7. REDME
AL T 5 ANAL TV, AL (TFALITL, F7aram)~w—T ()VA), TIL
=T LXK

8. E—m% - E%hEE
[l —p oy 3
L
[FIZh3E -
THEYVLZ T, TNRNEET N, 22T N, TV LT, Y XAvT

9. EFfREFAR
1998 4E 8 /1 24 H

10. L ERFEAZREABRURDRES
AFEHH 200241 H 17 H
&5 : 21400AMY00013000

1. EMALEIRESEFEAH
2002 44 H 26 H

12.8MBERIEHREMN, AEZRVAEEFRENEOEABRUVUZTORARE
200347 H 17 H  BEEIY U~ F OLREIBN
200741 H 26 H ~X—F = v MEIZ K DEAMEMELS & 9 K O ZhEEEN
2007 4511 H 13 H 7 v — VU IRMERpEIE O hEEB M
20097 HTH B U~F O - 2R ICBEE ORIERIEE OB 1k D
ShAR BN, s - SIS K O G- MR L 22 18
2010 -1 H 20 H  HzfE > 2hEE BN
201044 H 16 B SREMHFHEZR OZhEEEM
2010 4 6 H 18 H  1RIGMRIBR DOLhREIEMN
201148 A 17T H 7 v—¥RO ML - HEIZ 10mg/kg % B0

13. BEEKR AMERRARFABRVEZOAR

HEAEREAREAD « 2011412 421 H
WA @« EEFI4RFE2HE 3 A DPONAETONTIIZHEEY LW

—105—



14. BEEHIM

(%hEE - HE)
BETAIEHE CRV A A4 72 T RosR R
BAE U ¥~ T (B OSRGOS Ik %2 & Te)
NR—F = v MFICE D HHAMEREFS & 9
S VERCRE, BIENIE PERCRE, MG VL RLRE, WO IR R E
FRIE MR HES
WONTINNORIEE T 7 11— i OTEFE K OMERRRE BEFTEHR TR A+ 72856
WZBR D)
FRAEEE ) S B OTEEIHIC S 5 B
IMEE AT D RE
FRAEE > B BIE OV E K2 0 B

(A% - A=)
<MY v~F>

EE, AE 1kg 2472V 3mg & 1 [MOF5FE L USEHET 2 . 00% 5%, 29, 68
W5 L, LI S B OB TR S 21T9 2 L. 28, 6 BoEELI%, hBEA+4 Xk
EPWHT LI A1, B BEOBESCHR SRR OEHN e TH D, 2nboks
B O E-OB GBI O AN B PEAICIT O, 1 BIDKRE 1kg 2470 OFKE5EO ERIL, 8
R OEIRE THIUE 10mg, HG5MREEZ2EH L= Ea ThhiE émg &5, 72, BED
BeH MR 4 B & A AFNE, A B b LY — FRIFNC X AIREICHEE L TRV S
Z &,

<AR—F = v MFHIZ L DERMERES L&D R >

W, REE 1kg X720 bmg & 1 B OEEE S LAMEET 5, a&kE54%, 2, 66
WZBeE- L, Uitk S Bl OB TR EITH Z &,

< Bt >

W, R 1kg 24720 Smg & 1 B OEEE LA ET D, a&kE5%, 26, 6
5L, itk S oM TR G215 Z &,

< BREVEFFHES >

WH,RNE 1kg Y729 bmg % 1 BlOFREE L LAREET 2, 00% 5%, 28, 68
W25 L, Ltk 6 ~ 8O TR 2175 2 &,

<r7wu—YE>

W, IAE 1kg 24729 bmg % 1 BlOFGE L LAHEHET 5, 0% 5%, 28, 68
W5 L, LI S BB OMIMR TR 2179 2 L. 7ed, 6 MOEELIE, 2 B3 L7
A, RE 1kg %720 10mg % 1 BOEEREETIHZENTED,
BRI >

W, IAE 1kg 24729 bmg % 1 BlOFKG8E L LSHEHET 5, 0% 5%, 28, 68
W5 L, L 8 B oMW TR E %2175 2 &,

B, AFIEEZIE, 123270 U TFTORA LTI 0 T 4N E—FH A TFA 7
SV =B L THRETDHZ L,

RS PR

7 a— 9% 1 10 4 (2002 4E 1 H~ 201241 H)

BISI U 7 ~F 5410 » H (2003 4 7 A~ 20094 5 H) (] 7T)

BET U U~ F O b & & K O 5RO FLfE - 4 (2009 4 7 A ~ 2013 4
7H)

N—F = v MFIZEL 2 EHEMERERES £ 9 K 10 42(2007 4 1 H~ 20174 1 H)
RZfEE - 4 (2010 4F 1 H~ 201441 A)

FRIEPEFRHESR - 10 45 (2010 4E 4 H ~ 2020 42 4 A)

EEERIGAR : 147 » A (2010 42 6 1~ 201241 A)
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15 REMREHREERICET 21FH

AHANL, B3 (8 2 W 3FG) BRI BE 3 2 il RITE D S TUWHeuy,

16. %21 —F

JEAE B Le 7k
HR B4 HOT (9 #1) &5 | Heffi AL o |
ERERa—F | B
L X — FAREHEM 100 114586101 2399402F1026 | 640462006

17. R F LEDEE

NTEY, HERRTEDBIE IS S ERE O A RSO —E,

DARFAHEIND,
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24) H =203 (1K)« BEAFIRIR CRURA T3 P R D EEOIREIH 7 v
— IR DB G T ARER) (RENERL
25) H30 = Z£RIFE (K) : DMARD 2R A+5061 2kl 5 & U755 T AHRER ((EA
EEH
26) {3 = ZEWIK (BF) : DMARD #hIRA+0fl 2 5tg & L- e b —E SR
RBR (55 TFEEER) (RENEEL)
27) Hi0 = ZERSE (BR) - MTX V3R A+l a5t g & Lie, MTX 0fFf & 2 W%
O T CoE R S R GF TR GENE R
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36) Hi =Z 8K (FR)  BEAFARIR TR0 72 h FE~EHE OTEEN 7 v —
VIRBIEITHRET 5 5 T AR (FENE R

37) M0 = ZE B (BR) « MTX 2h R A+l 25t 5 & Lz MTX fFH T CTOH
I/ IAR R R (RPN L)

38) Hil = ZEMIK (BF) : MTX WA+ ofl x5 s Lz, MTX ffH FCTOHE
IAH SR (FEPN R
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40) Maini, R. et al. : Lancet 1999 ; 354 : 1932-1939 (1999)

41) Lipsky, P. E. et al. : N. Engl. J. Med. 2000 ; 343 : 1594-602

42)van der Heijde, D. M. : Baillieres Clin. Rheumatol. 1996 ; 10 (3) :
435-453

43) Antoni, C.E. et al. : Arthritis. Rheum. 2005 ; 52 (4) : 1227-1236

44) Antoni, C.E. et al. : J. Rheumatol. 2008 ; 35 (5) : 869-876

45) Antoni, C. et al. : Ann. Rheum. Dis. 2005 ; 64 (8) : 1150-1157

46) van der Heijde, D. et al. : Arthritis. Rheum. 2007 ; 56 (8) : 2698-2707

47)Targan, S. R. et al. : N. Engl. J. Med. 1997 ; 337 (15) : 1029-1035 K& "
30 = ZERFE (BK) © 7 v — 2 JRickt3 2 BB M Hiealr (56 T/I0FE) (f
NEEL

48) Present, D. H. et al. : N. Engl. J. Med. 1999 ; 340 (18) : 1398-1405 }%
OVH = ZERSE (BR) « HEIRAZ R I 9MEE A3 2 7 v — U yRIc B3 23R (f
NEE

49)Hanauer, S. B. et al. : Lancet 2002 ; 359 : 1541-1549

50) Sands, B. E. et al. : N. Engl. J. Med. 2004 ; 350 : 876-885

51) Sandborn, W.J. et al. : Gastroenterology 2009 ; 137 (4) : 1250-1260

52) M =ZEHEE (BR) : MTX 2R A 6l % x5 & Lz MTX FH T CoIl
FER (ATTRACT) ((EPNEEL)

53) Hid =ZEMSL (BK) : TNFa (Zx} 7 25 G R B3 2 &k (FENE R

54) 30 = ZEBIEK (BF) : B A& TNFa (259 285 & Rz B3 2 &8 (FEN
EEL

55) 3 = ZERIR (BF)  BAEBENM) B K TNFa 1253 5 R 2SI BT 5 &k
(FENEEL

56) Siegel, S. A. et al. : Cytokine 1995 ; 7 (1) : 15-25

~109—



57) Scallon, B. J. et al. : Cytokine 1995 ; 7 (3) : 251-259

58) il —ZEHIAK (FF) : b b HERERAIE U937 I2#5 G L7z TNFa (23 2 fiffE
TERIZEET 2 &R GEN &R}

59) 3 = ZE B (BR) « MTX 2h R AR+l %t 5 & Lz MTX fFH T COH
/IR EER R ERE) (FENEEL

60) M0 = Z= 53K (B) « EN S AR Sl GEEhRE) (FENEEL

61) Maini, R. N. et al. : Arthritis Rheum. 2004 ; 50 (4) : 1051-1065

62) Hid =&/ (FR) : X—F = v MEEE BT 5 R GRE CGEYERR)
(FENEEL)

63) M3 =ZERIIK(BK) « BARAND 7 v — R I 1T 2 5 AR ER AR R (K5
Fe5-305R) GEmENRE) (FENEE

64) H ZZERSE (KR © 7 o — o RIcxtd 2 ZH B MR EEER (55 T/, Mg
HR ) (FENEE)

65) Hi = ZEREE (BR) - AMNEAF T 57 v — U AE IR 2B IH _EER
P ek (s iR ) (FEPNE R

66) M3 =2/ (FF) : B ARANIZE I 5 DMARD #RA+06 2 x4 & Lz
I FHER ARG R EhRE) (FENE R

67) Hi =ZERBE (BR) « BARAND 7 v — i BFICBIT 5 HEIFE i IRN B 5
B (B T AHRER) (BEMpEDRE) (FENE R

68) Hil =ZERIK (BK) : v~ U A ZHWIZIE - B AT B3 2 5k (fENE B

69) Hil —ZERIE(HR) : ~ U 2B Dl - Mk~ OBATHIZBIT 5 &k (th
MNEEL

70) HiZ = ZRSE(BR) - ~ 7 RICBITHA 7 U X ~T7 ONRHBNCEET 2 &k
(FENE R

71) Hi =ZZRIK(BR) - v~ v RZBIT DA 7 U F o~ T OYRIICBIT 5 &k
(FENEEL)

72)Sandborn, W. J. et al. : Am. J. Gastroenterol. 2002 ; 97 (12) :
2962-2972

73) The lenercept Multiple Sclerosis Study Group and The University of
British Columbia MS/MRI Analysis Group : Neurology 1999 ; 53 (3) :
457-465

74)van Oosten, B. W. et al. : Neurology 1996 ; 47 (6) : 1531-1534

75) Robinson, W. H. et al. : Arthritis Rheum. 2001 ; 44 (9) : 1977-1983

76) Isomaki, H. A. et al. : J. Chronic. Dis. 1978 ; 31 (11) : 691-696

77) Gridley, G. et al. : J. Natl. Cancer Inst. 1993 ; 85 (4) : 307-311

78) Prior, P. : Am. J. Med. 1985 ; 78 (1A) : 15-21

79) Penn, 1. : Surgery 1978 ; 83 (5) : 492-502

80) Penn, 1. : Transplant Proc. 1987 ; 19 (1) : 2211-2213

81) Kinlen, L. : Cancer Res. 1992 ; 52 (19 Supple.) : 5474S-5476S

82)Jones, M. et al. : Br. J. Rheumatol. 1996 ; 35 (8) : 738-745

83) Toma, H. : & & %47 1987 ; 23 (6) : 1049-1054

—110—



84) Andrews, H. A. et al.

: QJ Med. 1989 ; 71 (265) : 399-405

85) FDA: FDA ALERTI[8/4/2009], Information for Healthcare Professionals:
Tumor Necrosis Factor(TNF)Blockers(marketed as Remicade, Enbrel,

Humira, Cimzia, and Simponi)

86) Moore, R. J. et al.

87)Wollina, U. et al.
88) M3 = ZE MUK (BR)
89) i) = ZE MUK (BF)
90) 38 = ZE HU3K (%)
91) H3J = ZE MUK (BR)
92) HZ = ZE RUHE (kK)
93) M = Z=H3K (¥k) -

: Nature Medicine 1999 ; 5 (7)
: Am. J. Clin. Dermatol. 2008 ; 9 (1) :
: 7 MHEE G
: 7 v b7 HRE RS
D F ool U— 5 H KRR G R
D F oY 3 HEIKIE SR
D ¥ U A 6 H I G- m R (fENE B
~ U R % W2 B RE K OGS IR £ CORIImRTS AR

: 828-831
1-14
AR (LR
MR (KL EEEL
MERRER (KRR
MERER (PR

TR BT D &R (FENE R

94) M1 = ZE 8K (FF) -
95) 0 = ZEHSK (k)
96) M3 = ZE MUK (BR)

97) M3 = ZERIE (BF) -
98) il = ZE MK (#F) -
99) Hi = ZEHEE (k) -

2. ZDMDSE X

a) & BiH—

b) ZATEBM

o) JRAETIBE : B
2009 ; 1-31

DR A2 DT8R
- BEFE AR A VN T Yafa A B R
D 7 A& W TN ER RENEEL

BRI BBk (FEPE R
AR (RPN R

24 % V2 IR S G RR B CRE P 2EED)
2 % VT2 BT B R (R

U & O T A P G- (RENER

ZREMEREALIE D2 W & IR, BBl E Skt 2008 5 33-39
NE, 1A=L 1999 ; 1853 - 1853
ERWEREBR I~ =27 T -

—111—

2N b — REAGAE

2B



XI.5EEH

1. ELNETOHRTIRR
KE, 7T A, KA, KEZEDOHRR 106 » E TR E/-ITEKEBINLTWD
(2011 4E 8 HHIIE),

IR T DNEE - 3, ik - AEIZLLTOmY Th 0, SMETORZDRDIL &
T8RS,

(%hEE - HE)
BETRIEHE CRV A4 70 FRosR iR

B U v~ F (B ofbE B E O IE 2 &)
N—F = v MFIZE D EERMERRS & ) R

S VERCRE, BIENIEPERCRE, MG VERLRE, SRR B2 E
FRIE AR HESS
WONTINORIEE R 7 11— i OTEEE K OMERRRE BEFIEHR TR A+ 7286
WZBE %)

FRARRE ) S B OTEENHIC B D B
SMEE AT D HRE

FRAEE > B FE OV EE K2 0 B

(% - BHE)

<HEHV v~F >

W, RE 1kg 2720 3mg & 1 O GE L LEHHET 2, R 51%, 28, 6
WG L, D% S A ORIR TG 1T 2 &, 728, 6 O LIE, ZhHERER+4 i
R PWT LI A0, 5 BEOHBESCHR SRR OEHN e TH D, Znboks
OB 5RO ZEEPEHTIT 9, 1 IROAE 1kg 4720 OGO E[RIT, 8
HM ORI THITE 10mg, HE5FIRE 2 Ei L2 EaTchiut émg &5, £/, KED
BERIRIX 4 B & 9D, K80%, A S b LY — MR X DBFEICHHH L THWS
o,

<AR—F x v MNEIZ L DHEEHAEVEREES & 9 PRk >

B, REE 1kg 2720 bmg & 1 B OEEE L LAMHET 5 E&kE5%, 2, 61
5L, Uk S R oM TR 52175 Z &,

< B>

W, R 1kg X720 bmg & 1 B OEEE S LAMHET S a&kE5%, 26, 61
WEE L, U SO TR %2179 Z &,

<BRIEPEARHES >

W, R 1kg 4720 bmg & 1 B OERE LS LA ET S, 0&KE5%, 26, 66
WEE L, U 6 ~ SHEOMRTHREZ21TH> 2 &,

<7 wa— %>

W, RNE 1kg %720 bmg % 1 BlOFEE L LARMEET 2, 00&% 5%, 28, 68
WG L, D% 8 M ORIE TR G- 2179 Z &, 723, 6 HO®RELI%, 2hE 8w L
AL, IAE 1kg 4729 10mg % 1 BIOEERELTHZLNTE S,
< TEE RIS >

W, RE 1kg 27~V bmg & 1 RIO#EGHE L LAREGHET D, PR 54%, 2, 61
W5 L, LI 8 MO TR E%21T5 2 &,

B, AR ERCIE, 1.2 378 U TFOA LTI T A NE—2 AN T AT
SVHE—FELTHEETE L,

—112—



KENZ

B L AGRIRIL

=4 P NES|

e Janssen Biotech Inc.
WR5E4 REMICADE

FY 100mg /A 7 /v
FETELE 1998 4

IGERENIES TERZM

M- Ha TERZR

ZhHE - R M- i

Y v~

3mg/kg & MIHEET D, WIEIEK %, 2 8%, 6 BkIZKS
L, L% 8 MR T EGT 2, AANT A F b LFh— K &R
T 5, WA+ 72 55121%, 10mg/kg & CTOHE, £72134
R TG L TH LW,

7 a—95

(HEEFED D BHE ORRENE 7 o — U m R NEE S L < 1398
RHETH7 a— RN RE)

5mglkg & AHEHET D, MR 514, 2 Htk, 6 HEZICES
L, L% 8 MM CH G- 2 DO B, EDZITE
WL L7- BEICx LTI 10me/kg £ THIELTH LU,

(WP D B OIEEN] 7 o — /N (6 A L))
bmglkg & R FHEY 2. Ml G4%, 2%, 6 WgICxRG
L, Utk 8 fflka TG4 %,

SRIE AT HESE

bmg/kg Z RIHFHET D MM G1%, 28, 6 HRICHKRS
L, Utk 6 #fElka TG54 %,

e BRI 2%

bmg/kg & RiHFHES 2, Ml G%, 28%, 6 WRKICKRE
L, L% 8 WlE TR G35,

=0 VERLRE

bmglkg & R FHEY 2. Ml G4%, 2%, 6 WgkITKRG
L, Utk 8 fflka TG4 %,

TRIGIER R

(FRAE 2 70 & B DR B TR IS R 2 i R
bmglkg % RIHFHET D MM G1%, 28, 6 HRICHKRS
L, Uitk 8l TG4 %,

(A7 & L OTE BB KGR/ N B (6 5Ll 1) )
bmg/kg & RIHFHEY 2, MIEE G4, 2 W%, 6 HEICKRE
L, Utk 8 #fElka TG54 %,

2. BINCE T HEERIRIFHR

(1) s~ 5B 5 15

AFBIZ

BT DM L oTEE Es, 2w, S~ OG- | OO FTHEITLL

TOLBYTHY, KFDA, A—A F 7 U T LITRRD,

[ Lo oS Vde, e, 3l ~o& 5

1) i TR LT 2 "aTREME D & 5 I8 NITIE, 16 L OB TIEN EFE b 25 &l
SNDGEICOREET D Z &, (RAIE G L2404 MERBRITER S
TWRWRFIA e N TNFa FRRA T EBR N EiE CX R\ =®d), iz, ~ v
2 TNFa %*%ﬂa‘éﬁw&“ﬁa:i D=0 A% HOTRE SNSRI, 64
TEVE, REARTEVE, IR EPEIIRE O ST, )

2) I o AT, T'*?L’%Elﬂméﬁé & AT OB GBI T 2 a1 T
LTV

—113—




g

FDA: Pregnancy Category B (2011410 H) *!
F—=A T VT DM C (2011412 H) *2

(An Australian categorisation of risk of
drug use in pregnancy)

k1 KEOFASCE (Janssen Biotech Inc.), 2011 4F 10 A k7] L v
* 2 : Prescribing medicines in pregnancy database (Australian Government) & ¥
2E SO
FDA : B
NO EVIDENCE OF RISK IN HUMANS. Adequate, well-controlled studies in
pregnant women have not shown increased risk of fetal abnomalities despite
adverse findings in animals, or, in the absence of adequate human studies,
animal studies show no fetal risk. The chance of fetal harm is remote, but
remains a possibility.
F—=ANZUTOHHE: C
Drug which, owing to their pharmacological effects, have
caused or may be suspected of causing, harmful effects on
the human fetus or neonate without causing
malformations. These effects may be reversible.
Accompanying texts should be consulted for further details.

(2) NRFEA~DE G 5 1EH

AT D EOEEVNEE~OEE | OEOFHEIZLL TOEY TH
0, KEOTRMNSCER LOPEEO SPC LT 5,

[ EoEE N E~D &KL
INBEEZ 619 B M I IHENT. L TR WD (R BR 3D 72\

HHL LN A
KEOTATSE*L | WARNING  (HFy)
(2011412 A) MALIGNANCY

Lymphoma and other malignancies, some fatal, have been reported in children and
adolescent patients treated with TNF blockers, including REMICADE.
Postmarketing cases of hepatosplenic T-cell lymphoma (HSTCL), a rare type of T-
cell lymphoma, have been reported in patients treated with TNF blockers including
REMICADE. These cases have had a very aggressive disease course and have been
fatal. All reported REMICADE cases have occurred in patients with Crohn's disease
or ulcerative colitis and the majority were in adolescent and young adult males. All
of these patients had received treatment with azathioprine or 6—-mercaptopurine
concomitantly with REMICADE at or prior to diagnosis.
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5 WARNINGS AND PRECAUTIONS

5.2 Malignancies (#)

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

Hepatosplenic T—cell lymphoma (HSTCL)

Postmarketing cases of hepatosplenic T-cell lymphoma (HSTCL), a rare type of T-
cell lymphoma, have been reported in patients treated with TNF blockers including
REMICADE. These cases have had a very aggressive disease course and have been
fatal. All reported REMICADE cases have occurred in patients with Crohn's disease
or ulcerative colitis and the majority were in adolescent and young adult males. All
of these patients had received treatment with the immunosuppressants azathioprine
or 6-mercaptopurine concomitantly with REMICADE at or prior to diagnosis. It is
uncertain whether the occurrence of HSTCL is related to REMICADE or
REMICADE in combination with these other immunosuppressants. When treating
patients with inflammatory bowel disease, particularly in adolescents and young
adults, consideration of whether to use REMICADE alone or in combination with
other immunosuppressants should take into account a possibility that there is a
higher risk of HSTCL with combination therapy versus an observed increased risk
of immunogenicity and hypersensitivity reactions with REMICADE monotherapy
from the clinical trial data.

5.13 Vaccinations (#F%)

It is recommended that all pediatric Crohn's disease patients be brought up to date
with all vaccinations prior to initiating REMICADE therapy. The interval between
vaccination and initiation of REMICADE therapy should be in accordance with
current vaccination guidelines.

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience (k%)

Adverse Reactions in Pediatric Patients

Pediatric Crohn's Disease

There were some differences in the adverse reactions observed in the pediatric
patients receiving REMICADE compared to those observed in adults with Crohn's
disease. These differences are discussed in the following paragraphs.

The following adverse events were reported more commonly in 103 randomized
pediatric Crohn's disease patients administered 5 mg/kg REMICADE through 54
weeks than in 385 adult Crohn's disease patients receiving a similar treatment
regimen: anemia (11%), blood in stool (10%), leukopenia (9%), flushing (9%), viral
infection (8%), neutropenia (7%), bone fracture (7%), bacterial infection (6%), and
respiratory tract allergic reaction (6%).
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Infections were reported in 56% of randomized pediatric patients in Study Peds
Crohn's and in 50% of adult patients in Study Crohn's I. In Study Peds Crohn's,
infections were reported more frequently for patients who received every 8-week as
opposed to every 12-week infusions (74% and 38%, respectively), while serious
infections were reported for 3 patients in the every 8-week and 4 patients in the
every 12-week maintenance treatment group. The most commonly reported
infections were upper respiratory tract infection and pharyngitis, and the most
commonly reported serious infection was abscess. Pneumonia was reported for 3
patients, (2 in the every Sweek and 1 in the every 12-week maintenance treatment
groups). Herpes zoster was reported for 2 patients in the every 8-week maintenance
treatment group.

In Study Peds Crohn's, 18% of randomized patients experienced 1 or more infusion
reactions, with no notable difference between treatment groups. Of the 112 patients
in Study Peds Crohn's, there were no serious infusion reactions, and 2 patients had
non-serious anaphylactoid reactions. 21 of 60 In Study Peds Crohn's, in which all
patients received stable doses of 6-MP, AZA, or MTX, excluding inconclusive
samples, 3 of 24 patients had antibodies to infliximab. Although 105 patients were
tested for antibodies to infliximab, 81 patients were classified as inconclusive
because they could not be ruled as negative due to assay interference by the presence
of infliximab in the sample.

Elevations of ALT up to 3 times the upper limit of normal (ULN) were seen in 18%
of pediatric patients in Crohn's disease clinical trials; 4% had ALT elevations >3 x
ULN, and 1% had elevations >5 x ULN. (Median follow—up was 53 weeks.)

Pediatric Ulcerative Colitis

Overall, the adverse reactions reported in the pediatric ulcerative colitis trial and
adult ulcerative colitis (Study UC I and Study UC II) studies were generally
consistent. In a pediatric UC trial, the most common adverse reactions were upper
respiratory tract infection, pharyngitis, abdominal pain, fever, and headache.

Infections were reported in 31 (52%) of 60 treated patients in the pediatric UC trial
and 22 (37%) required oral or parenteral antimicrobial treatment. The proportion
of patients with infections in the pediatric UC trial was similar to that in the
pediatric Crohn's disease study (Study Peds Crohn's) but higher than the proportion
in the adults’ ulcerative colitis studies (Study UC I and Study UC II). The overall
incidence of infections in the pediatric UC trial was 13/22 (59%) in the every 8 week
maintenance treatment group. Upper respiratory tract infection (7/60 [12%]) and
pharyngitis (5/60 [8%]) were the most frequently reported respiratory system
infections. Serious infections were reported in 12% (7/60) of all treated patients.

In the pediatric UC trial, excluding inconclusive samples, 4 of 19 patients had
antibodies to infliximab. Although 52 patients were tested, 33 patients were
classified as inconclusive because they could not be ruled as negative due to assay
interference by the presence of infliximab in the sample.

Elevations of ALT up to 3 times the upper limit of normal (ULN) were seen in 17%
(10/60) of pediatric patients in the pediatric UC trial; 7% (4/60) had ALT elevations
>3 x ULN, and 2% (1/60) had elevations >5 x ULN (median follow—up was 49 weeks).

Overall, 8 of 60 (13%) treated patients experienced one or more infusion reactions,
including 4 of 22 (18%) patients in the every 8-week treatment maintenance group.
No serious infusion reactions were reported.
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In the pediatric UC trial, 45 patients were in the 12 to 17 year age group and 15 in
the 6 to 11 year age group. The numbers of patients in each subgroup are too small
to make any definitive conclusions about the effect of age on safety events. There
were higher proportions of patients with serious adverse events (40% vs. 18%) and
discontinuation due to adverse events (40% vs. 16%) in the younger age group than
in the older age group. While the proportion of patients with infections was also
higher in the younger age group (60% vs. 49%), for serious infections, the proportions
were similar in the two age groups (13% in the 6 to 11 year age group vs. 11% in the
22 of 60 12 to 17 year age group). Overall proportions of adverse reactions, including
infusion reactions, were similar between the 6 to 11 and 12 to 17 year age groups
(13%).

6.2 Post-marketing Experience (3Fy)

Adverse Reactions in Pediatric Patients

The following serious adverse reactions have been reported in the post—-marketing
experience in children: infections (some fatal) including opportunistic infections and
tuberculosis, infusion reactions, and hypersensitivity reactions.

Serious adverse reactions in the post-marketing experience with REMICADE in the
pediatric population have also included malignancies, including hepatosplenic T-cell
lymphomas, transient hepatic enzyme abnormalities, lupus-like syndromes, and the
development of autoantibodies.

8 USE IN SPECIFIC POPULATIONS (##)

8.4 Pediatric Use

The safety and effectiveness of REMICADE have been established in pediatric
patients 6 to 17 years of age for induction and maintenance treatment of Crohn's
disease or ulcerative colitis. However, REMICADE has not been studied in children
with Crohn's disease or ulcerative colitis <6 years of age.

Pediatric Crohn's Disease

REMICADE is indicated for reducing signs and symptoms and inducing and
maintaining clinical remission in pediatric patients with moderately to severely
active Crohn's disease who have had an inadequate response to conventional
therapy .

REMICADE has been studied only in combination with conventional
immunosuppressive therapy in pediatric Crohn's disease. The longer term (greater
than 1 year) safety and effectiveness of REMICADE in pediatric Crohn's disease
patients have not been established in clinical trials.

Pediatric Ulcerative Colitis

The safety and effectiveness of REMICADE for reducing signs and symptoms and
inducing and maintaining clinical remission in pediatric patients aged 6 years and
older with moderately to severely active ulcerative colitis who have had an
inadequate response to conventional therapy are supported by evidence from
adequate and well-controlled studies of REMICADE in adults. Additional safety and
pharmacokinetic data were collected in 60 pediatric patients ages 6 years and older.
The effectiveness of REMICADE in inducing and maintaining mucosal healing could
not be established. Although 41 patients had a Mayo endoscopy subscore of 0 or 1 at
the Week 8 endoscopy, the induction phase was open—label and lacked a control
group. Only 9 patients had an optional endoscopy at Week 54.

In the pediatric UC trial, approximately half of the patients were on concomitant
immunomodulators (AZA, 6-MP, MTX) at study start. Due to the risk of HSTCL, a
careful risk-benefit assessment should be made when REMICADE is used in
combination with other immunosuppressants.

The longer term (greater than 1 year) safety and effectiveness of REMICADE in
pediatric ulcerative colitis patients have not been established in clinical trials.
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Juvenile Rheumatoid Arthritis (JRA)

The safety and efficacy of REMICADE in patients with juvenile rheumatoid
arthritis (JRA) were evaluated in a multicenter, randomized, placebo-controlled,
double-blind study for 14 weeks, followed by a double-blind, all-active treatment
extension, for a maximum of 44 weeks. Patients with active JRA between the ages
of 4 and 17 years who had been treated with MTX for at least 3 months were
enrolled. Concurrent use of folic acid, oral corticosteroids (<0.2 mg/kg/day of
prednisone or equivalent), NSAIDs, and/or disease modifying antirheumatic drugs
(DMARDs) was permitted.

Doses of 3 mg/kg REMICADE or placebo were administered intravenously at Weeks
0, 2 and 6. Patients randomized to placebo crossed-over to receive 6 mg/kg
REMICADE at Weeks 14, 16, and 20, and then every 8 weeks through Week 44.
Patients who completed the study continued to receive open—label treatment with
REMICADE for up to 2 years in a companion extension study.

The study failed to establish the efficacy of REMICADE in the treatment of JRA.
Key observations in the study included a high placebo response rate and a higher
rate of immunogenicity than what has been observed in adults. Additionally, a
higher rate of clearance of infliximab was observed than had been observed in
adults.

A total of 60 patients with JRA were treated with doses of 3 mg/kg and 57 patients
were treated with doses of 6 mg/kg. The proportion of patients with infusion
reactions who received 3 mg/kg REMICADE was 35% (21/60) over 52 weeks
compared with 18% (10/57) in patients who received 6 mg/kg over 38 weeks. The
most common infusion reactions reported were vomiting, fever, headache, and
hypotension. In the 3 mg/kg REMICADE group, 4 patients had a serious infusion
reaction and 3 patients reported a possible anaphylactic reaction (2 of which were
among the serious infusion reactions). In the 6 mg/kg REMICADE group, 2 patients
had a serious infusion reaction, 1 of whom had a possible anaphylactic reaction.
Two of the 6 patients who experienced serious infusion reactions received
REMICADE by rapid infusion (duration of less than 2 hours). Antibodies to
infliximab developed in 38% (20/53) of patients who received 3 mg/kg REMICADE
compared with 12% (6/49) of patients who received 6 mg/kg.

A total of 68% (41/60) of patients who received 3 mg/kg REMICADE in combination
with MTX experienced an infection over 52 weeks compared with 65% (37/57) of
patients who received 6 mg/kg REMICADE in combination with MTX over 38
weeks. The most commonly reported infections were upper respiratory tract
infection and pharyngitis, and the most commonly reported serious infection was
pneumonia. Other notable infections included primary varicella infection in 1
patient and herpes zoster in 1 patient.

HE D> SPC
(20117 H)

4. CLINICAL PARTICULARS (##)

4.1 Therapeutic indications

Paediatric Crohn's disease:

Remicade is indicated for treatment of severe, active Crohn's disease, in paediatric
patients aged 6 to 17 years, who have not responded to conventional therapy
including a corticosteroid, an immunomodulator and primary nutrition therapy; or
who are intolerant to or have contraindications for such therapies. Remicade has
been studied only in combination with conventional immunosuppressive therapy.
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4.2 Posology and method of administration

Paediatric population

Crohn's disease (6 to 17 years)

5 mg/kg given as an intravenous infusion over a 2—hour period followed by
additional 5 mg/kg infusion doses at 2 and 6 weeks after the first infusion, then
every 8 weeks thereafter. Some patients may require a shorter dosing interval to
maintain clinical benefit, while for others a longer dosing interval may be sufficient.
Available data do not support further infliximab treatment in paediatric patients
not responding within the first 10 weeks of treatment.

Remicade has not been studied in patients with Crohn's disease below the age of 6
years.

Ulcerative Colitis

The safety and efficacy of Remicade in children and adolescents younger than 18
years in the indication ulcerative colitis have not been established. No data are
available.

Psoriasis
The safety and efficacy of Remicade in children and adolescents younger than 18
years in the indication psoriasis have not been established. No data are available.

Juvenile idiopathic arthritis, psoriatic arthritis and ankylosing spondylitis

The safety and efficacy of Remicade in children and adolescents younger than 18
years in the indications juvenile idiopathic arthritis, psoriatic arthritis and
ankylosing spondylitis have not been established. No data are available.

Juvenile rheumatoid arthritis

The safety and efficacy of Remicade in children and adolescents younger than 18
years in the indication juvenile rheumatoid arthritis have not been established.
Currently available data are described in section 4.8 but no recommendation on a
posology can be made.

4.4 Special warnings and precautions for use (##%)

Paediatric population

Vaccinations

It is recommended that paediatric Crohn's disease patients, if possible, be brought
up to date with all vaccinations in agreement with current vaccination guidelines
prior to initiating Remicade therapy.

Malignancies and lymphoproliferative disorders
Malignancies, some fatal, have been reported among children, adolescents and

young adults (up to 22 years of age) treated with TNF-blocking agents (initiation
of therapy 18 years of age), including Remicade in the post—-marketing setting.
Approximately half the cases were lymphomas. The other cases represented a
variety of different malignancies and included rare malignancies usually associated
with immunosuppression. A risk for the development of malignancies in children
and adolescents treated with TNF-blockers cannot be excluded.

Rare post—-marketing cases of hepatosplenic T-cell lymphoma have been reported
in patients treated with TNFblocking agents including infliximab. This rare type
of T-cell lymphoma has a very aggressive disease course and is usually fatal. All
Remicade cases have occurred in patients with Crohn's disease or ulcerative colitis
and the majority were reported in adolescent or young adult males. All of these
patients had received treatment with AZA or 6-MP concomitantly with or
immediately prior to Remicade. The potential risk with the combination of AZA or
6-MP and Remicade should be carefully considered. A risk for the development for
hepatosplenic T-cell lymphoma in patients treated with Remicade cannot be
excluded.
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4.8 Undesireble effects

Paediatric population

Juvenile rheumatoid arthritis patients:

Remicade was studied in a clinical study in 120 patients (age range: 4-17 years old)
with active juvenile rheumatoid arthritis despite methotrexate. Patients received 3
or 6 mg/kg infliximab as a 3-dose induction regimen (weeks 0, 2, 6 or weeks 14, 16,
20 respectively) followed by maintenance therapy every 8 weeks, in combination with
methotrexate.

Infusion reactions

Infusion reactions occurred in 35 % of patients with juvenile rheumatoid arthritis
receiving 3 mg/kg compared with 17.5% of patients receiving 6 mg/kg. In the 3 mg/
kg Remicade group, 4 out of 60 patients had a serious infusion reaction and 3 patients
reported a possible anaphylactic reaction (2 of which were among the serious infusion
reactions). In the 6 mg/kg group, 2 out of 57 patients had a serious infusion reaction,
one of whom had a possible anaphylactic reaction.

Immunogenicity

Antibodies to infliximab developed in 38 % of patients receiving 3 mg/kg compared
with 12% of patients receiving 6 mg/kg. The antibody titres were notably higher for
the 3 mg/kg compared to the 6 mg/kg group.

Infections

Infections occurred in 68% (41/60) of children receiving 3 mg/kg over 52 weeks, 65%
(37/57) of children receiving infliximab 6 mg/kg over 38 weeks and 47% (28/60) of
children receiving placebo over 14 weeks.

Paediatric Crohn's disease patients:

The following adverse events were reported more commonly in paediatric Crohn's
disease patients in the REACH study (see section 5.1) than in adult Crohn's disease
patients: anaemia (10.7%), blood in stool (9.7%), leucopenia (8.7%), flushing (8.7%),
viral infection (7.8%), neutropenia (6.8%), bone fracture (6.8%), bacterial infection
(5.8%), and respiratory tract allergic reaction (5.8%). Other special considerations
are discussed below.

Infusion-related reactions

Overall, in REACH, 17.5% of randomized patients experienced 1 or more infusion
reactions. There were no serious infusion reactions, and 2 subjects in REACH had
non-serious anaphylactic reactions.

Immunogenicity
Antibodies to infliximab were detected in 3 (2.9%) paediatric patients.

Infections

In the REACH study, infections were reported in 56.3% of randomized subjects
treated with infliximab. Infections were reported more frequently for subjects who
received q8 week as opposed to q12 week infusions (73.6% and 38.0%, respectively),
while serious infections were reported for 3 subjects in the g8 week and 4 subjects in
the q12 week maintenance treatment group. The most commonly reported infections
were upper respiratory tract infection and pharyngitis, and the most commonly
reported serious infection was abscess. Three cases of pneumonia (1 serious) and 2
cases of herpes zoster (both non-serious) were reported.

Post-marketing spontaneous serious adverse events with infliximab in the paediatric
population have included malignancies including hepatosplenic T—cell lymphomas,
transient hepatic enzyme abnormalities, lupus-like syndromes, and positive auto—
antibodies.

*1. Drugs@FDA (REMICADE (Janssen Biotech Inc.)]
*2. eMC (REMICADE (Merck Sharp & Dohme Limited) ]
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