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* o RGBS 62 % F TG LTz,

(4) FRIEMEFFHER

BETFIEH CROIRA 0 7 RE B HER BB TR W T, R R, BABIREIM: O Il

B, TENROSEN R, IR OUGEN RO bz, (V. 5. (4) 1) AzhiE

FRERER) S H)

(5) BERA_R—F = v MR, WX —F = v MR, IEFHX—F = v ME

BEAFIEHE COIRA T 2 IBE T R, MERON—F = v MEFEREICBWT, e

DRGSR OB BRD Hiv, AT a4 ROWE RS E LR D bz, (TVIL

1. (2) FERRBR TS SN bR &)

(6) JIIFFI7 D2

DAYV =F L7 ) a— VB AGE s a7 ) v (VGIH) LD LB RIEE -
7o (IV. 5. (4) 1) AOMERGERER] 2H)

2) VGIH #£ L 0 #00 A PE ] E 2R B D T 2 M 25 biviz, (V. 5.
(4) 1) ARWERGERER] S8)

3) VGIH Bt L 0 & EERIR A DR BRI -7, (V. 5. (4) 1) ARhIERGERER )
Z )

(7) 7 v — ¥

1) @V CDAI S EA /R L, 10 M E TIZHEONTZRN 54 HICO- 0 Fe L=, (TV.
5. (3) HEICRZERARE ) ZH)

2) ZhAIHIIE BN %D 10mg/kg # 5 8 W% Dik#EHR (CDAIS0 KA > bik#) 1
69.7% . EMEFIE 39.4% Th o7-, 72k, 4 WRBITH O &K FEAN IR O S $ 1



I. WIZEICEi9 5H1EHE

83.3% (15/18 i), EfE=1% 55.6% (10/18 ffil) T -7=, (V. 5. (3) HENKL
R M)

3) AT v A ROWEFERHRNRD HivT,

4) #%5-10 % L v IBDQ 232 L, 54 HITHZ D @A a7 ZHEFF LT,

5) W& REEE 2 R 0358 60 BTz,

6) SMEZ AT 2ENRBO LN, (V. 5. (4) 1) AMERBEERBR] 2H)

(8) TRIEME R

1) #5 8 %I T 2 lARIEREEDRNR O b, (V. 5. (4) 1) ARhEMREE
AR M)

2) W RS SR 0338 BTz,

3) IBDQ EN RO BTz,

(9) BRARRZ /e TE A ERMFICHE W T, Fokmi - RREAETHEMO L & T,
AR O] & S DIEF OB EIRICEGTHZ L, (VL 1. BENEEZ
DOHH | ZH)

(10) BN CHEl=N/BEH Y v~F, Z7r—0, X—F = v MRICE 28RS S 9
Mg, Wofi, TRELMEFHER . BBEMERBR. BEM—F v ME, HRHEX—F = v
A, MAERAR—F v MNEZERERRBR T, AFI0N &L Sz 1,115 FlF, BITER
DL S NTZD1F 959 5] (86.0%) Th -7z,

728, EWNCTEM S NIRRT 2 BERRBRC. AFINE G 7 16 Fld, BIEM
A DI 11 ) (68.8%) Th -1z,

BAEH U o~ TF & xige & LT KR % O A IR A I oUW TR MM K GE R 7,522 1
H 1,850 5] (24.6%) 12, FrEfi HAGREH A (EE - &5 RIRBEM) (21T 819 il
83 1l (10.1%) =, EIEMHIE S 7z,

7 v — g b8 & LT KRR O AR R A 1S 3 W TR A MERRIT ) SE ] 2,828 151
780 B (27.6%) 1T, FrEM T AE (REIFEA) 120\ T 6563 il 93 fil (14.2%)
(2, FEEMEAAETA (&) (23T 281 filH 28 1 (10.0%) 12, RIEA®E S
770

TR RIS 2% 2 x5 & U T2 7K 8% OO B 8 £ FH BRI A 12 38 W C 2 R it GiE B 557
il 103 B (18.5%) 1T, EHWERZNHE iz,

HEfE 2 bR & LT KRR O E M BGREAE (SFIFFE) IR\ CREMEMT X SE §1
764 filH 172 B (22.5%) (ZEITER D #E S 7z,

N—F = v MEIZ XD EHAMEREES & 9 Bk 2 x5 & UToAR% O AR A (26
FA) TRV TL MM GIER] 656 1+ 212 B (32.3%) IZEIVEH D HE a7z,

7ok, BERZEMWEA & U CRYYE, #5E%. EE /L infusion reaction, iR H . RIEME
fifige. ATFRERERESE . ERVERBUE. Hi dsDNA FUED B & £ 5 /L — 7 ZARIEGERE,
FE R MIEREE, BREAHE N RE SN TS, (VL 8. (2) ZDOMOENWER] &)

3. B0 RFE
(D) R woPte s TNFa €/ 7 v —F AHikfliAIchH 5, (1. 1. BIRORKE &)



1. BZEICEHY 5EE

4 BEFRICEAL TAMI NEHHE
EEMEICBS 2 &M, REEMAEET A FT A % | A B A RV BRI
RMP A (T'T. 6. RMP O#f#] D)
R EH I EM (TXTL. f§5) DH
BIDY 227 EAMEiEB & L TRR STV 2 &4 A ZH)
BEETEM (XTI F#5) OHEEM)
OB HEET A R A Ei
R A o> B T = T A #®
5. KREHRUVNE - BFALOFHRER
(1) ABEH -
A U 2 7 BRI 2 ROE D B WYNIER TS Z &,

(I'T. 6. RMP 03| DIEBHR)
(2) R - FHELOHIPREIE :

AR

6. RMPDOIE

EEm RV EEFEE (RMP) OHE

REMRFEE

(EERRESNIZURY]

(EZRBENYRY]

(EELGTREFER]

EERBRYYE (g, ==—F v
AT ¢ AMfige, WdE, B Fn R
YLIiE & G i)

RS

A

Ttk

Wz, PAZE (7 m— 9,

NR—F = v MF)

e R

FEFEME IR EUE

INBIZBIT DAY 7 F I INT 5

AR M R P

1 dsDNA LD 2 1 5 L—
7 ARRIE R

JBi 6 R

JTRERE R &

HifE 72 infusion reaction

HIEREHIPS

AR AT P AR

B BT O FHE AL

PURPEA

BEAEICET SREAFE

RHIERROA2ME (5,

eI

—F =z ]\fﬁ)




I. ME(CEi9 5EH

| EREICEES S MR D72 OfEH)

| ERRIZHES L U A7 B/ MED 728 DiEE)

ERXRRTEMERTEOHE

1) 29 sMEETEIORE

BEOERATEMEREDY

BEDY R &IMEES

BMOERAZTEMEREY

BIND Y R BRIMESEED

FrEf A pkRGRA (R, shitil, MR ~—F
= v MEORME BT 5 )

EERRDEF A AT B R DR & 1Rk

BFE T B DERL & f il

BIEICET HRE - HBROFE OME

B IEAE I B3 2 WIART OfE 52 72 e fit

FrEf s (IBE R, e, mER~—F
= v MEORME B 5 )

y;

BRTOMHIL, SSIATBOEN R L E R
SV,

TR AR DR IR R~ — Y THER L T 72



I. AFICEI SEE

1. BR5E4

(1) #14 :
L2 — RAJEERER 100

(2) *4 -
REMICADE for I.V. Infusion100

(3) BFFDHXE :
REMI- (remedy : i5/%). ~CADE (aid : &%) (ZH¥k

2. — &4

(1) % (FREK) :
A7) Fr~7 (BiaTHliz) (JAN)

(2) #42 (k) :
infliximab (genetical recombination) (JAN, INN)

B)ATL (stem):
/7 uat—ngik (FAF%) . -mab (-ximab)

3. BEARTRER
b b IgG, EH MM O TNFa R 872~ 0 AR RHEIRE A 5% / 7 2 —F PR T, 1,328
DT 2/ WIRIEN D72 DR AE

4. 7FXRUVDFE
R B (C1028H1587N2790337SG)
HEH (CZZO3H3411N5850682SIG)
: %9 149,000

il

5

5 k%4 (@MfE) XIETARHE
~ U ALk h TNFa &/ 7 0 —FAHERO R EFE L O | IgG, EFFEENORb e My
AFx A8 e h TNFa €/ 7 n—F Az a— K455 7 ADNAOEANICLY, w7 A
BREEMIL CREA I D 214 MO 7 2/ EEFEEE (CloesH 1551 N5790454:Se : 70 18 23438.67) Dk
201 L 450 DT 2 i KL (CogosHaii NigsOpseSis 1 201 49516.25) D ESH 2 49+ &
VISR SN DBES X7 E (18 £ 149,000)

6. EFA%. Alf. BE.
1BERE 5« TA-650

LEES



M. A3 Y HEB

M. A% ICEEd 5IER

1. YELEFHTE

(1) 581 - 1K -
7 S A N OFL A B DR

(2) iRfRH -
AR

(3) WETE -
Y L
(4) Fhm (fiEm). . RES
AR
(5) BRIEE BTSN -
BARPNA
(6) HECIREN -
A L7

(7) Z DD E 75 REE -
pH : 6.9~7.5

2. AP DBREEEHTICEITAREH
P - L 2

3. AR DHERDHERE, EED
ARGy DHERSRRBRIE « ok " EILRE
ARGy DFERTE « SRS ATHBOEEERIE R (280nm (2361) 5 R A E R 2 [iE)



V. ®HICBd 5IER

1. R
M FREOXH :
RS ERSL, R, BRES K CHRMEL., HRABESER CTHRL CTHW A EHAITSH 5,
(2) BE|DHER B UK -
R7e4 L2 — R ERER 100
PR HEOBE (FEEr —%)

(3)HAa—F :
AR

(4) JE|IOYHE
mMERR L

(5) ZDith :
AR pH @ 6.9~7.5 (& @ k)

2. EXIOHER
(M A CEHERSD) OFERVHMHE
HRIE4 L 2 r— N AE A 100
B sy A7V F¥ w7 (BETHEZ) 100mg
o R E b : 500mg
oy - AR RV L— | 80 £ 0.5mg
(13171 Hh) WONE | USRS R U AR ¢ 2.2mg
VUPEAKSFE F U AT KA : 6.1mg
ZOMOFIY E LT pH AR ZEHTD

AFNT, ~v AEHERHEZ B CciiE SN D, £, BETERICBW T, By
&L TCo v oMl LR sk sy (BB AR @) I ONS o o o Mg sk sy (Mg
TNTI BRMGE., VARTaT Ay, TR IFVA 72 V) #EHLTWAS,

(2

~

EREEDRE :
LN
(3) &g -

LR

3. RITEMBEDOHBRUVEE
RN

4. Hif
BEARRNA



V. REICEY HEE

5. iBAT HHHEME D & 5 W

125 B O PR

CHEAOBBREHTICETAREM
(U\T i%LEﬁJL‘ L/ﬁ_% @uﬁ%ﬁﬁkf‘a%uaﬁ)

RO IRt RAFIE IR KR
EAMAE R 5C wESLT 345 B
. B (KT DR TR
MR 30°C RESLTT | afrenn  [Rrstm (i L) By
i AL ETRDT)
FUBSh G RIS 3510 T
— : A T R DT, T AT
I e () LR Tatm L) o
PN -~
ﬁﬁ%ﬁi%ﬁ Al'”fij 77’*'5%’1/7"»-0)
oo E?ﬁ%ﬁmA WA 7L | 120 Flx-h .
S N AL T (B E) 200W + h/m? 7
RS HOEL]

N A TV (FEED) -
PRAR. Ve pHL AEATEVEEL. FIEERER,

* LB

MEADH T AMNAT NI E L, TAIF v v T THREMOE LD,
Koy BLraklR, RIsMERoR 3Bk, &

* 2 ABRIEHE « PRI, AR, EMIE PR, RUEERABR, RIRRBR, UAMERORITRBR, S &

REERVBERROREN

ERFIORBE (VL 11.
BEREAE AR L 352 L,

WA EoOEE] 21)

(iRt 3 REHILINIC R GRlnE 5 2 &.)

MRAE  BHEOKREYTY THE LB EEZ A

- IaeETY ) —URETIER L%, 21-G H DWW S SISO ER 2 v
T, 1234 74720 10mL @ B RESF K (B RAEBREERLEHR ) &80
WCHEAT DL, ZTOBBIZEERE TRV AL, TOUVIER LN &,

s NATNVEEERSERD ORISR L, W%IL 6 oRlFE TS 2 &, ik
EANRETIBINRH D720, L TH LIRSS, BRREVIEERN
L,

c BARKIZ2DO T, WK OMIRE LT, BMANSEEALKOHIAGEZ L TEBY,
DN S EBHOMI T2 G 2 E0NH DM, IS TR, £, B
¥, TOMOERFEEZRDIZLOIIMEH LN &,
© IBRRZ DFRIR O FAE AR AT 72N 2 &

359 250mL, REA 25kg A D /NIE

#1 50mL, 25kg LI EO/NEIEH 100mL @ H RABRERICERT L2, (7K
W%EW@%%&@HHE@@W&M%®E%Wi%w@w L) HRAMAERE

R CHART DBRE, IR EARIRIZIEA L, RO LEITY 2 &, FREO

A7V F v TREIL 0.4~4dmg/mL &35 &,

BREOREM

AAKNZ S RIS TR L7z (10mg/mL) 4.

nThHol,

AP AR TR LI D& et

IR LB



HHBY SHEE

10.

11.

12.

PRI IRAFZRAT RAFTERE PRAT 41

LS

4mg/mL

i 7] T AHh 24 I§fH

0.4mg/mL

Bl L

BRI E : pH, WS, MUEERER, RLRRBR. AIRMERoh B, &R

fthFl & DESZEL (HMEILFHEIL)

5% 7 R U MER CEE L., 24 RFRRATF L72RIRIC O W CEBRBRIKE 21T o IR, Bl Z

KDOLDEBEZBLNDNN FRRD B,
High A A Rk A A DAFHE T TR DR 2 Tk,

B
BARSAN

&% - a8

() FBASDELES - Q. NMESBRLES - QECHTIEE
AR L

(2)a%:
LR — R 100 : 100mg [1 /34 74 (20mL A4%) ]

(3) PREE
RO

(4) REBDHE :

Wfa T ANAL T, Tofe (TFNITA T7RAR) =T )V 4),

F ¥ v 7+

ARt S S EME
M L

Z 0t
BB L

TNI=U A




V. BEICEY 51EHE

V. BRICEI SHEE

1. SEEXILHR

WEAFRIE TOURAN 43 72 T RilR iR

B U v~ (BAEiOMERBREG ORI 25 T)

N—F = v MHIZ & D ERMEREES &9 Rk

S VERCEE, RORPIERAEAZC. MRAEVERCHEE, ROBRMERLEOE

SRIELPEFTHER

GERAN—F = v M, REHEASN—F =y MR, EH—F = v MR
J 95 0D 2 1
RONTINORIEZ RS 7 v — DI K OHERIRTE (AR CRIERA T R 5 8 12IR
%)

TEENDEEOTREHICH 5 BHE

SHEEAT DB

HEEAE7 b BEIEDOTESMERIGR OIEH (BEFIRR RN T2 G EICIRD)

2. DEEXFIMRICEET HFE
5.

MEERITHRICEET 5EE
(EEETY < F)

5.1 IEDIRIFICE N T, IERAT oA MEFRIRIEAI L OO o~FFK (X F FLF¥—
K Z G Te) S X DU EIT o Th, REBICENT 58 5 02 BHRIEIR 23 S
LSRRG EITO L, £ AR MLdY— MFICARE ERETHEDY RS -
NRERT7 4y bW L ECHAT D L,

(R—F v MRICKDHEAMRIRESRE SIEL)

5.2 WEDBEICEBWT, hoEYEE (7 n AR %) SOBYRIBREZIT->Th,
PREBUTHE IR 2 B D R B AEIR D3 D A AR O 521795 Z &,

(Ez %)

5.3 MEDIRFIZEBNT, BEFOLFEE ERAIMIEIEEZ ET) FEOMURIGEEZTT>ThH,
BB PMEREFED 10% 2L LICFET 53546, b L<I3EHEMORE. BEEER U IRE %
BT DHACARORE 2179 2 L,

(REMEHR)

5.4 SBEDIRFIZEB T, OIEMIRE GERAT a4 FERKIEAS) FOmMu ek 21T
ST, FRICERT 28 6N EERER D E DGR OB G 2175 Z &,
(BERAR—F v MR, fRER—F v MR, OERR—F v MR

5.5 i EDIRIEIZIH T, MO RIEEOMY) Z2IER 21T > T, EERIGERT 5857
IREGRHFIEIR N R DA AR OB 52175 Z &,

OISR DA

5.6 EDIRIEIZB T, /a7 ) URIESEE{T-o T, FAIGERT ¥ 5072 iR
TER DR DG CARKN OB G- %2179 Z &,

(V) a—29m)

5.7 i EDIRIEIZRW T, FEHEE, odRyEik (5-7 2 7 %) FEmE, A7aA K,
THEFATY LK) FEOWURIEREZIT> Th, EEIGERT 28] b 2B RIER 23 7% 5




V. JAEICEAd 5IER

GRICARORG 2179 2 b, oB., WHHERRGIXER LTOTRB A BIE LD 61T
9T &,
GEBMREG )

5.8 MMEDIRFICH T, ModEWEE (-7 7 U FABREAI, 270 A R, 7H¥F4
7Y ) HOWMYRIER AT o Th, FEAICER T 2 60 R ERRIER 2% 5 5 A ITAK
ROEEZITH Z &, FRREHEFFDRIIMR STV RN B AL IS ITARF Ok
BEOVMEEZRET L, thOIBRIE~DOUE2 2BET L2 &,

<R >

[Zhe - 2h3) DI\ T, [BEFARE CORA o2 TRiEE] Lo R#rby, 2hb

X0 HEEICT D720 BARRICRE# LT,

(BAEI Y 7 ~F)

5.1 BEEIY v~FIZB WL, BEDOHEBICBNT, AT v A RIEFIRIEA R OMhoFt Y
ﬁv%ﬁ(x%FV%%~F%ﬁ%a@>%Kiéﬁ@&ﬁ%%ﬁof%\ﬁﬁmﬁﬁ
TR LDRERERDE LG EICAROEE 21T 2 b, o, THIE - A& (i
L7z, AR PSS — b KZHHT DL ENRMETHD, A b LT — A
WCAAKNZ ERET LDV AT - XRXT7 0w MBI L7 ECTHERT 2 Z &

(N—=F = v MHIT L DEEMEMEEES & 9 5Kk

5.2 N—F v MEICEDEHAMEMES &) R ICEB W TIX, mEDIHEICE W T, o3k
%ﬁ%(V?DXﬁUV%)%®Eﬂﬁ%ﬁ%ﬁof%\f%_tﬁféﬁEﬂ&%%
SERDIR D G B ICAROREEZITH Z &,

(WL

5.3 HiFIZHWTIX., BEFEOREEE GIMIRIEL B T) FEOMURIREEAIToThH, K
BOMEREFED 10%LL LIRS 256, b L IZEHNAMEO 2, BETER UINE %
BT 55 EICAKOREE1TH 2 L,

(FREVETHER)

5.4 BREMEFHERICE O T, BEDIREIC %PT DML FEAT 1A RHEHIRIE
ﬂ%)%@%@&@%%ﬁof%\ﬁ (LR % B & 7R BRERIE R 23 5% B 35 A0 (S ARA
DEHHEATH T L,

(BERIR—F = v M, RS —F v M, MEMS—F = hFE)

5.5 BEMAN—F = v ME, AR —F = v ME, EHX—F = v MRICBWTE, @
EOIEFIZB T, o IEYIRIES O@EY) 2R 217> CTh., FREICEKRTH 60727
ERARTEAR 3 5% 2 G B ICARAN O 552175 Z &

NI 995 0 2 1)

5.6 IR O APEHINC BT, ﬁf@%%’%wf a7 ) SEIEEEIToTH,
PREBUCHIE N 2 B D R B RAER D3 D A AR O 52175 Z &,

(7 v —9%)

5.7 7 ua— 2 IRIZBW\W T f@%% TEWT, hodEyglE (5-7 X 7 % U FILERRAI
AT7aA R, 7#%%7)/ 5) HOBMYUIRIEREIToTh, FAEICERT LA
BRARTEAR 358 2 G ICAAN DI 552175 2 &,
%%ﬁﬁ%ﬁ%ﬁ?ﬁéi\&%kﬁbf%ﬁéh@ﬁﬁ%ﬁ%bﬁﬁ%ﬁﬁ:&o

BB RIBS)

5.8 MWHHEMERGRICEB W TIX, BEOIFEICBWT, oEYEE (5-7 /% U FLigh
ﬂ\x?m4h\7%%ﬁ7)/ ) OB RIEE AT T, ERICERT 25



V. JAEICEd 5IEH

IRERRIER D3I D B B SRR OFe G- 21T 9 Z &, FMHERZDRIIMER S TuhianTe
D, TR AR TIIAH OfkHER 5 O MBI 2 E L, tOmRIE~OUIKF 2 2 EE T
5Tk,

3. RERURE

(1) BERUHEEDHE

(EAETY) o< F)

WE, A7V Xo~T7 GEaHHfz) & LT, (KE 1kg %720 3mg % 1 [MOEH &
ELATRERET 5, #E% G54, 28, 6 EIcH& G L, Dtk S HMOMBTHRE 2175 =
Lo B 6 EOEG LS, SRR IR NG LI HE10, BEEOHERES
PG RIMROEMENTRETH D, b OG- B ECHK 5N OB X BFEMIZIT O,
1 [EIORTE 1kg M7 v O 58O ERIX, 8 HHOMETHIVX 10mg, & 5-[HE % 5HE
L7zHAThiuLemg £ 35, £/, HEORGREREIX 4 BB ET 5, AFNX. A b
Lt — MUFNC X DRI L THWS 2 &,

(R=F v MRICEDHAMRESE SER)

WE, A7V Xo~T7 GEaHHfz) & LT, (KE 1kg %4729 5mg % 1 [OEH &
& LATRERET 5, wlE %, 2, 6 EICEE L, Uk S HMOMRBTHRE21TH 2
&

(BZHE)

WE, A7V X~ GEEHEfEZ) & LT, KE 1kg 24720 5mg % 1 A5 &
& LETREET 5, PR G%, 28, 6 BICHxG L, Uk S HMOME TRE%21TH =
Lo B, 6 EOEELE, SRR TR NWT LI2GE 12X, #5EOHES
HRIREOEMENARETH D, b OG- EORECHK 5 MR O /HE X BT ORIz
i UCEBERIZAT 9, 1 BIORE 1kg 4720 o5 EO ERIX, 8 B OMKETHILIR
10mg. HGMEZ28EME LA chbiutemg &5, £72. HEOEGHMEIX 4 AR
LT 5,

(REMEHR)

WE, A7V X~ GEEHEfEZ) & LT, KE 1kg 24720 5mg % 1 A0 5 &
& LA 5, PR G4%, 28, 6 BICHE L, LItk 6~8 HE oMW CikE- 21T
1T &,

(BEEAR—F v MR, RER—F v Mr, OEER—F v MK)

WE, A7V X~ GEaTHHfz) & LT, (KE 1kg %720 5mg % 1 [AOEH &
& LATERET 5, wlEE %, 2, 6 EICH&E L, Uk S HMOMRBTHRE21TH 2
Lo B 6 O L%, BRI ENWE LG, (AE 1kg 4720
10mg % 1 [BIOEHEETHENTE D,

IR D AR

WH, A7V Xv~7 (EErz) & LT, RE 1kg 24729 5mg % H[nl S EHE
T 5,

(U a—29F)

WE, A7V Xo~T7 GEaHHfz) & LT, (KE 1kg %720 5mg % 1 [OEH &
ELATERET 5, #E% G54, 28, 6 8IcH& G L, Dtk S HMOMBTHRE21TH 2
Lo B, 6 EOEG L%, BhENEG LA, RSB0 E TR 5 RIkE O E
HENARECH D, HEEZHETHHEIE, (FAE 1kg 4720 10mg # 1 OG- E LT

91—



V. JAEICEAd HIBR

HZENTED, EMRZEMT 2561, KE 1kg 4729 5mg & 1 HOHE G &
L. &E4BEBOMB TR T ENTE S,

CEBMEXRER)
WHE, A7 VX ~7 GBETHMEEZ) & LT, KE 1kg %720 bmg % 1 RO 5 &
& LETRERET 5, PRG54, 28, 6 EIcH G L, Dk SHEMOMBTHRE21TH =
ks

(FheESR)

B, ARPEERCE, 12370 U TOAST I T4 NI =N T T 4

N —FB L THGTHI L,

(2) BERUHBAENRTERE - B :
(EEEiY) V< F)
ENRER (EN : W BrE 5 TA-650-P2-320, TA-650-P3-012Y, TA-650-P3-03 22
TA-650-13 2 #F4+ . C0168T09 7Bk 2Y, C0168T14 55k 22, C0168T15/T17 55k 20,
ATTRACT &k 2729) DR H, B Y U~ FI2k LTI 3mgkg LA EOHETITAZ)
P, R OFGNE, BEMEICREREEZRD o7z, Fl2A b X — MFIONFH
(2L V. HACA (human anti chimeric antibody) DFEENMET L. 2R OERGIENIERE
LTEBY, AFMLFH—MIH L LI — FOOFAIL, BEEICHEITRL ., AEFFSR
BLOREWERICHEH & OMBEITERD SN ho7-Z £, MTX BEH T 3merkg LA Lo H
BARH O T L RE LT,
F72. HIEICOWTIE, #ESRBR (ATTRACT iBr 2728) ZAMEAIRE L Ml TE 72720,
WS E RO HERE L LT, AE kg 4720 3mg % 1 [BIOF LG ELE L AffEitEd 5,
WEEG-%, 2, 6 lIC#EE L, Dk S HMOMR TR EZ1T5 2 &, AANX, A ML
FH— FUANC L AR L THWD Z L) BEOD RIS O5E, BRMEK
OARFNH T 2 SOSSFEICIS U CHEEHEREIL AR CH D23, mAE G &L 1 [BHAE 1kg 472
D 10mg L9252 &, £/2, SHMEOMRE TORGOEMIT 4B ETDHZ L) 2RV A
FRTE LT,

(R—F v MRICKDHAMRIESE S ER)

R—F v MRICKTH LI r— FOEEEBIORSMBICEAL T, ENTOR—F
= v MEREICHT R E GABRE S  TA-650-P2-429 TA-650-11, TA-650-
P2-5% TA-650-12) (2%, ERNSOMERICHT DL I — RORBAKICE S X
MAH 1kg M7V 5bmg # 1[G EE L, FIEEG#%, 28, 6 HIZHEE L, LI 81
MO CHREEITI Z L, DNHEYTH D B LERE LT,

(BZHE)

KIROZE MR RTTH LI 7 — ROME - HEiE, ERARER (BN 3 BRE S
TA-650-15, TA-650-16, TA-650-17, ¥4+ : SPIRIT & 3, EXPRESS 3l 2132
EXPRESSII ik% 39, IMPACT 75 3439 IMPACT2 3R 26.37) OfEEMN S, ARBENT
WHES & [FIRRIC Smglkg 7 0. 2, 6 ik H% ., 8 HEMRK G T2 LNHEUITHL L&
Z 1=, Fio. WEEMEBAENZE. IREYERRE. WRRVERROE O HVE - AEY . SEVEREE & R
BETHZENZYTHD L LT,

T/, mREEERER GRBRES  TA-650-24) OfER A2, 6 MoOKGLE., SRR+
O3 AT FNES L= O# G- @& O RO G- R O FME X, BE ORIEIZIG U T B



V. BEICEY 51EHE

BIICATV, 1 EIOKE 1kg 4720 oG5 EO ERIX, 8 BEO/MKE THIIE 10mg., #5M
a2 LS achbhiEémg & L, REOKREMMIZ4EBET5Z & EREL,

(GREMEHR)

SRIELVEFHER 2 x5 & LI EWNAARER (EN - sRBE S : TA-650-18, #Esh : P01522 &\
B, ASSERT it#p) OfEFE»5. bmgkg 2 0, 2, 6, LIk 6 @A+ 2 Ak - A
BEOZYEDN RSN, Fio, BN OB IR ORI & 72 5 7= Collantes & O & fifi 35
BROBGESE D 8 MR G CHORBHERF SN BEN VDL Z LBk L, B5HEZ 6
~8 i ERE LT,

(BEBA—F v ME, BEEA—F v bE, OERA—F v b5
NS OBEAGBIR BT DA OBR AR (EXN : RBRE S : TA-650-23) (TS
AL B v~ T CoMiEESHIC, ARIOME - MR B, (KE kg 4720
5mg % 1 [EIORGEE UAiRET 5. YlERG%, 28, 6 8ICfG L, itk 8l O
MR CHREGZ1T5 2L, b, 6 MOREL%R, DRPAR 50 XUTZRIWE LI HAIC
X, KE kg 479 10mg & 1 BIOBHRELTHENTEXS, ] LRELE,

IR D AR

AT oD [ N F2 08 2 FE VT TE AR G748 )1 IRF P iF FEBE CHERK S AL 72 IR (256t 2 Al oD
FHFEEEZ Tk, EEAME) IR B (T3 U TARH bmglkg % 2 REEILL 20 T HEIFHEN#
Bzl LE3NTNDLI LE2BFIIREELRTE LICRBREGE (EN - BRES

TA-650-22) % 2, #IE IVIG FEERISORHHE OG-k L, (KHE 1kg %472V 5mg
ZHRLAEEE LB ORI, ZarEk O shie 2 364 L 72 /5% BEfERE TR R
+ 43 72 IR O Z2MERNZ R 2 ARKI D YL - FHEE TEE, (KE 1kg %4729 5mg % H[A]5
TERET D, ) 2322 &I Lz,

(Y B—2¥m)

ENA B (BN : RERE S : TA-650-19%, TA-650-10%, TA-650-P3-02. s} :
C0168T11 K B ', C0168T20 X 5 1), C0168T16 K5 2, ACCENT-I i ),
ACCENT-II iR ) OFERND ., 7 10— 98 ORI M OHERRE IS LT bmglkg %
—lEEGEE L, PR G%, 208, 6 L% 8 ERIROFEGNAREE 2 bz, EHNIC
BWTIL, WO 8 MR TO 10mg/kg ¢ 5-& | IBFEREE L TUITEME S 2 51D Smg/
kg ® 4 BERRESIC XV ABHEORIENED NI ENLERE LT,

CEBMXRIEHR)

WA DBEAKGRIR BT 3T 2 ARAI O ERIR AR 3 L ONRIEMERIBR 2 %t 5: & L 7= ENAER
(HWA : RBRE S - TA-650-14. 7Sk : ACTI/ACT2 5Bk 4.40) FER L v | JEEMEKIEZED
VL - HEE LTiE, RE 1kg 4729 bmg # 1 [ G EE L, #IEEG%, 28, 6
I8 H LU S ORI CORENFIEEZ LN EDLRE LT,

(Zhiek@)

AFNIBEGRHZIX, 1.2 370 U FOA T T T 4y NE =N TA T 4 H—

FELTHRGTH L,

KRNI BRI 15 TOmEmSFRERATH Y . HFEHERL & 72> TV D T2 D FEMRRFIZI L <

RED LD, FREFHCEEICHR ANy ZICEA LY T2 L FUAEANEE L, ki1
93—



V. AEICEAd HIER

DAERT HAREMERD D, 20 OEEMIX, BEGRFE (infusion reaction) 72 & Dl
TERSARIOTURIEZE @O DIRK & 720 2 5720 AFRIOBKRBRIZA T4 7 4 V¥
— & HWIeEMTbhil, AR L O LM S, o T, RAIEGITHB W T,
ATAVTANE—DFERITINATHL LB X, PREE TEFIRLZIT TR, I
JRNFHEIL A T A T 4 N E— OO LEMZFld# L7z,

4. RERUVHAEICEET 5FE

1. RERUVHAEICEET HFE
(FhREHIE)

1.1 RH LA oA RA OO FHIZ OV TR EME L OHEIEITMEL L TW WO THFH %
BT DL,

(EEEiY) < F)

7.2 ERN RO OREFRRBRICE D . A b b LY — NUHIGHT TOR MR V22V T
RENTWD, ENERRBRICES TS A b b3 — MFIOJHRIX, 6mgiELl EThHh
. AR BMLXY— MEHRBOARFNCK T 2HUROEAFRIZ, A N X — NIEJFHRE
X0 bk oTz, ds, AN MU — NUAIDSOH Y U~ TG H OA HYEITHESL L
TV, [8.8. 16.1.5-16.1.7 & ]

1.3 el 208, 6 WEH F Tl 10mg/kg FE~DOHEH I3 ThRVW &, Fo, HEIZ X
0 BRYEDFBUBEE S i F DRI o D708 YWED BT +0EET H 2 &, 10mg/
kg HOEAREZYIBIE G0 D179 Z EICL 0, EERBYIEOBIBEENE E 72 & O
%75§E§?)%) 47)O

7.4 RFNC LD F0%, BERGEHGND 14 BLUNICHELN S Z ENHREN TS, 14
HLANIZ 2 EDBRT SN2 NWGEC, HESCE GHBOEMEZ1T> TH RIS b
WEAITIE, BUEDTRIRFE Ok A B EICHET 5 Z &,

1.5 RENETA\2E27 N (BEEFHIEZ) ORI TRV &, WA TEMLIZT 7R
R & UTZERRRBRICRB W T, AFIZ G Teht TNF ®AIE 7227 & GRS TH# 2)
OOFREE %% T 72 BE CIEPFHIC X 2RO R SN TR 5T, JRYYE R O EE
JEYSIE D FEBLR DN AK & & Lot TNF RAI O K D158 22 1 F T2 BE TORBR L
TEnolz,

(Ez %)

7.6 #El, 238, 65 F TlE 10mg/kg F~OHEER G IXThRW &, 2, MEICX
0 EYYE DR BUBENE £ HBNNH D720 BIIEDORBUNI+EET D 2 &0 KA
IZEDRN 2RO DN WIGAER, HMESCHR G- MR O 21T > THIEROWENR
D HNRWIEEITIE, BUEOIREEIE O A EEICHESZS T2 2 &,

(BEBEA—F v MR, ABER—F v MF. OEEA—F v MR

7.7 #El, 23, 6 H#EE £ Tld 10mgkg ~DOHEEHRGIIIThRWI L, HMELZIT->ThH.
FER SRR AT L OUGEED RO L2 WA, BUEOTREH B O A EEICHS T 5
Z &,

(VU B—¥R)

7.8 AEZWEEE#%, 2, 6 &G Lok, BEHRERSCHASEAT %I X 0 iRFEDE
ERMET 5 2 &, IERNRBO LNV AITIE, S OISR G 2T THIIENMELR
RVNETREMEDS 0 | fDIBIRIEAEET 52 L, £7-. 10mg/kg ~DOH 0B 5/ O %
fElx. Smg/kg 8 WA 512 X DIRFIC L VBRI O - b DD, HERRRIEP IR




V. BEICEY 51EHE

3EE L SER ORGSO DN BEITH LTT O 2 & HEXIIIR SRR O /N 217
STHRDPED LNRWGEITIT, thomREZ BB T 52 L,
CEBMRE )
1.9 ARz WEFG%, 208, 61 &G Lctk, 8 KRR CHRRERSCHAHREIT ALY
ERNREFET 2 2 &, DIRDBD LNRWVGEITIE, S OISRk G5 21T > THRR
DIFLNRWATREE N H 0 | OmRIEEZBE T 5 2 L.

<R >

(BAEI Y v ~F)

7.2 EWNAOBEHE Y v~ FIZBT DR COFRFRE OGN L BEMERER SN TN D
WHINA N PLIFY—FTHDZ L A b LIV — NARICAFNCR$ 2 fuikpEd:
PEHENDZ L. A RLXH— RS OHLY v~F 3L OEH O M IZMES LT
WRNWZ E D, KEBLRIE LT,

MATNEEITISIT D A b b L — FOAFTORGRMRITEE 6mg/li T, BT 5 L X3 16meghl
FCTThD,

7.8 WEHNTITONIZME Y v~ FERE ARG L L RE KRR (START &) 180
T, #MEIDS 10mg/kg #5728 TlE, 3mgkg B G5IN-RBELV $ 22T
DHEERFEIIEDRBBEN A BICE NPT L ORERH D 17,

7.4 AHK| 3mglkg A G%, 14 BLUNIZE RBIBO DN WA, 72, AH 3mg/
kg CTRHRARAI3 AT R LGN L, B E, B5-MREOEMEE1T-> TH%E
DO LIRS T HEITIE, BREAFZREET, hOGRIEEZEBRT 52 L,

7.5 77N A% RICFEME S S AMNE IR RISV T ARFI A S Teht TNF Al L 732 &
7 (BEETHZ) OOFRFEEZ ST T2BETHL, ROHERIRINTE 57, TNF
BN O IR 2 2 T T BB L D b RYYE & OVEE 72 B YE ORBIE N o7 & O
ERS LD, TAZET N (BEHEEL) IOFH LRV &,

(HLIE)

7.6 HEEAHEREICOWTIZ, AFID 10mgkg £ TORERGNRRO SN TWHEE Y 7~
FRO7 a— RN TIE, EERBYYEORBIEHENGEDL VA7 2BE LT, H
AHITHD 0, 2, 6 HIEFOHEERGITFRD LN TWH RV, AEBIZBWTHREED Y 2
JIIHETE 202, HAMTHS 0, 2, 6 CIXMERSIZITHLT, 6 EEELL
BICHER G Z L Lz, 72, AFNC L 29EN 2RO ONRVGAC, HES
G-I OREME 21T > T, JEIROBENRBD NRWGE T, BIEOTRH T Ok
A EEICHETILERD D,

BERIN—F = v Mi, R —F = v MF, MERHN—F = v NF)

7.7 ENOBGEMSR—F = v MF, AR —F = v MR, IERS—F = v MFIZBIT5
EEARRERC, PE G55, 28, 6 B TIHEEATTOT, 6 KRG LURZRICHELZATREL L
Too Flo, HEZIToTH, JERSCREFTROWENRD LNRWEGEIZIE, BIEDIR
FEEHE O 2 HEICHE T 20 ERH D,

(71— 95)

7.8 70— RIZBWT, KFIZMIEIR %, 28, 6 H &G Lok, BARERSCHNRET
REBEIC L VIBREDIREZFMO T2 2 &, £2, AFZYIEL 28, 6 & 3EEEGLTHR
RBFRO BN WGEITIE, RANT L D IR Akl L T 6 dB R0 G b v Al Relk
MWD, MOIERIE~OUREZ ZBET L2, £z, WERGOBR G RIMREENTEIT,
5mg/kg O 8 FMIFEHRE 512 L 0 TR H A7z b O OHERFEh I3 IKES UAER O TR TR



BRICET SEE

OONTBELETRETHY | HEIERGMBOEMZ1T> THIEROBEEN 2GR
D HAVRWVEFITR L TR, OIREIEEZBET H 2 &,

EBERI S

7.9 EWNOBEHERBRIZE T SRR T, AAlZE#K %, 208, 6 & 3EIOFRE%
1o, 8 IS T Mayo A a7 #HAWVWTHIMEEFHME S TnNZZ & L0, 8N
IZBWT, BERIER-SCNRSIAT S L 0 IRV R 2592 2 &, DIEARO B
WIBAITIE, RANC X 2 1H 20k L CHSENRB G LN WAREER D S 720 il
DIBFE~OYREZ 2 B8 THZ &,

5. BRERRAE

(M EEERT—2/1\yr—
<HfiE> (2010 4= 1 H wzEDOZhREIB )
STl &

Hidsl

A

PSES

s

ERIEE

C0168T31

SPIRIT 7k

ShE S R (PAST A= 7 12 DLk,
SR R 95 O B 2MA K HFE (BSA) @

10% L4 ¢, i##EC PUVA B E T Z LIk
DR FIEORSR 2 AT 583 249 ] (53K
198 5, 77 &R 51 )

C0168T38

EXPRESS &l

SE SRR (PASI 2 =27 12 DL b,
SRR R 92 DR B PHS BSA @ 10% 0L Eoo4:
BRSO R B A LB L+ 5 BF) 378
(FIR 301 151, 77 &R 77 6)

C0168T44

EXPRESSIT &5k

ShE S E PR SE (PASI 227 12 DLk,
SRR R 9% DR B PHAY BSA @ 10% 0L B4
BRSO R B2 LB L+ 5 ) 835
(28 627 151, 7 &R 208 )

2 TLAH

P02114

IMPACT 7

S E R ERI 2 3 (1 FILL E> DMARDs
TRHRASy, oK%k 5 Lk, IEIRES
#i% 5 UL . CRP f& 1.5mg/dL YL E % 713810
ZDIEY 45 3Ll B FEREA -4 ERE) 104
] (328K 52 ], 7T & R—924K 52 )

2 AH

C0168T50

IMPACT?2 ¥

S E R E B S B3 (1 AIBL o> DMARDSs
1% NSAIDs TEHRAR+5r, - o8m Bk
5Lk, NERBIFI%L 5 LI £, CRP fE 1.5mg/dL
PLEF 380 ZbiE 0 45 43 LL B o FaAE -4l
7)) 200 i (523 100 fl, 7T EHR—-%
3£ 100 1))

=N

AR

TA-650-15

TRREADFUR

H AN F et Es (PASI A= 7 12 LIk,
R R 95 OJF BALIHAY BSA @ 10%L L4
BB I RE 2 L LT 5 BE) . KO
HEMEPERIEI A R (KR RISk 5 LI B, HEIRES
%5 LA L. CRP i 1.5mg/dL PA 38 o =
DXV 45 L Lo FRENER - T RE) 54 4
(52# 35 5, 7 Z &R 19 )

5 1AH

TA-650-16

R B -5k IR

HARANSFE iR E (PASI 227 12 Ll k|
SRR 292 DO B PEAS BSA @ 10% 0L o4
BRI ST R 2 L LT A E) . KO
HEMEPERIEI A AT (K RISk 5 LI R, HEIRES
%% 5 LA, CRPfE 1.5mg/dL LA EFEAD =
DIEY 45 53 LL EO IR 7= 9 ) 47
(FEIR 3241, 77 BR—-EHK 15 f#)




V. BEICEYSEE

g | BRIy | REBREE R4 POE-3
EAIEE! TA-650-17 |EHE5R5R HA A= Ve ARE (PASI A= 7 12 Lk,
R 292 D B A BSA @ 10% 0L o4
ErRE S OINARIE 2 L L+ 5 B3E) 37 6,
N H AN FEHEVERI S 2% 8 (DMARDs XUZ A7
0 A RCHRA . o m Lk 5 Lk,
JEARBEH %% 5 LA E. CRP i 1.5mg/dL VL X%
D 21X Y 45 5Ll b JEUE A -9 B E)
12 %, BEVERRE 7 6], REREMERCAOE 8
<BRIEMEFHESR > (2010 4E 4 H SREMFHER OZhEEEN)
S E #
His | FRBRIX Sy B B4 PO
5 TAE C0168T51 |ASSERT #&r NSAIDs CRIEA+55 72 AT BRI &
HEFk DHME N GREMEFHESR B 279 B (523K 201
B, 7Z ¥R 78 #)
N AR TA-650-18 | E PG A AER NSAIDs TR+ 72 AFABMEICHTED &
% A ARNGREMEFHESR B 33 4
SEEH
sk | RRBRX Sy RERE 5 A P
EIEE P01522 P01522 NSAIDs CTEOURAAS5 725 E A FREMEBHESR B
#5441 (FEIK 24 5], 7T BAR-HEHK 30 #)
<IBRIGVERNGZ > (2010 4E 6 A IG5 KGR ORhEeia )
Bl
Mo, | BRERX R R4 x5
AR C0168T37 |ACT1 ik BEFIRIE (A7 aA K, 6MP, 7% 547V
V) CERNERA A 7R ANE IS R G S e
364 B (32K 243 I, 77 &R 121 #1)
WA lmmie | C0168T46  |ACT2 Bk BEfFIERE (5-7 3 /4 U FOLERMA], A5 A
R, 6-MP, 7H¥F A7V ) TEHER|TS7
SME B K25 B3 364 1] (323K 241 31,
77 R 123 )
EAIIEE! TA-650-14  |[ENEGEERER BEfFIRIE (A7 A K, 6MP, 7% 547V
EAN V) CERNERA A7 BAR ANBIG T R IG5 s
208 5l (523E 104 5, 777K 104 )

<Zuv—¥F> (201148 H 7 u— 9/ Ak - HEDZAET (10mg/kg #5180))

BT 4
gk | RREBRIK Sy RS bR 4 P
EAIE] C0168T21 ACCENT 1 #  |HFEENDEEOIEEHISNE AN 0 — kil
- 573 4 (323K 385 i, 77 &R 188 #i)
ESIIgE C0168T26  |ACCENTI kBt  |HEEMEA 2 AT 24 E N7 10— i HRE 282
Bl (EIK 139 %1, 7T R 143 #i)
N EAIEE TA-650-19 |[EPEEKER 5mg/kg # 8BMFETHE L TWDH ARANZ 1
i — VR D ) BV A4y B 39




V. JAEICEAd HIER

<FEAN—F = v M, U —F = v M, LERS—F = v ME>
(2015 4 8 H OIHFEMAN—F = v b, FREHAN—F = v b, MER—F = v MFO

ShBEE )

FHE A
ok | REBRXSy | RABRE S A PSES
mpy | I TA-650-23 | [N AR BEAFIERR CRVRA o R R, b i
‘ BS—F = v MEEBE 18 6

<JIRFIR DA > (2015 4E 12 H O )15 O 2B o ZhaeB )

B i s
ik | WX | RBREE Eved PoE-
A EAIIEE! TA-650-22 | =P EGR R ER WE] IVIG FRERIGO) 5 g 31 1] (238
. 16 5], VGIH15 )

<HCAE> (2016 4 5 ORCRED M - FIROLE (RS L O SRR
SR
g | RERIXSY | RBRE S i IS S

EAIEE] TA-650-24 | [ENEGRRER ML X 7 — RO®B G251 T\ D35
JEIRE . WREERIEI AR IR R
HEREPEAL N E B E D 5 B, B RBHRICHEE
ESkg] BOTWZIZH b B3, 5mg/kg 8 MR
G-I 2RO D X oIl > B 58
B (S5 MERCHE 36 1, WfErERIEI 2 10 1,
S LR 7 B, ROREMERLROE 5 1)

<y E— > (20174 5 A/ a— RO - MROEE W5 MREE)
FHEAH
Mo | RERIXS | ARE R A4 IS S

5 IIAH TA-650-10 | HERFRERER BEAFIBIR CRIRA 3 72 A 2 70> T O B
o s v— g5 (64 1)

#5114 TA-650- F & 535 BEFIRIE T RA e P EENOEED 7 v
P3-02 — R (33 1)
EAIEE TA-650-19 | #9&ER 5mg/kg 8 MR 510 L DHeEpRIE A% 11 T
EN WHIZHE b b3, #1550 8 Itk TIX R

R4y ipr o—fiR R (39 4)

EAIEE TA-650-20 |[EP/NE CD RBR | HEIEND BEIEOTREN D 7 o — L JF
6L B 17T UL (14 1)

A TA-650-21  |EPN/NE UC B | THEN o1&t K7 B

6L E 17 LU (21 #1)

(2) BRPREEEHER -
<B# IV v~TF>
G5
B IHEER (MTXEHAA—TUIANLEER) @
D &b 1KLL EO DMARD (2 EA+0 ORI U v~ F BFE (20 ) 12k LT, 15
Bl BEZAFH] 10mglkg 2 2 8] (KIE], 2 &), 5 BIOBE A bmgkg z 4 18] (4 H
fiE) 5 ULlo, ToOREE, MIRBIE IS, ERBEE%. IDA (F0 Z b3 Fghsi, #1877,
J&J% . Ritchie Articular Index, ~FEZ 2 L) ICBWTRHENTUERIC R G, IR ER
IHEE DI RO LTz, £, IRDPBOOLNTZRICEHR LIZEE (84]) 2k LT,



V. BRICEY HIER

AHKl 10mg/kg 7 1~7 1 (2FEML EHITTEE) £ LEZ A, 2B\ CHEER
gk 72 5 ONC CRP OSENRD Hivlz, 728, A& 5%2 & 08B Tz b iv-Fl
TERIEZ AT 13/20 5] (65.0%) (2 25 iR LTz, AAEMITIRE THh 7=,
FE) ARFI DA S TN D L - AEIEROE@Y,
<BHH Y v~F>
WwE. A7) XowT (G m%m@x)&bf mﬁu@étogmg%1@@&@iabaﬁ#
Y5, WE#EE%, 28, 6 @ICHS L, L% 8 HMOMBETREAITH 2 L, B, 6 HORY
u%\%%K+%Xm%%ﬁﬁ%bt%QVi B HREOMESE SEROEREATECH D, “h
B OG- D HEEROFE 5 [N O B LB PEICAT 5. 1 BIORE 1kg 247- 0 O 5RO LRIT, 8
M ORI CHhiuE 10mg, #5HWE 2 M L 5a Thil émg L35, £, EEOR SRR
4 ET D, AFNE, AN hrd— MUANZ I BRSO LTS Z &,

<7 a—2YE>

)

% 1 tEEER

AT uA REFEOTREH 7 o0 — iR BaEIc LT, A4 10mg/kg (8 #1). 20mg/kg (2
B) ZHEES Lz, ZORE., FHhaT6E72 9 Fh 8 3 8  TOWTNIZEB T
CDAI 73 150 Riifi OFEME L ~IVIZEE LTz, £, BWERITRO ONT ., BRMAEMSE, §F
(R & 72 D T R o T,

E) ARIOER STV DA - IR OE

<= >
BE. A7y~ T (& m%ﬁ@z)kbf Wﬁngétw5mg%1@@&ﬁiabﬁﬁﬁ
AT 5, PElES%, 208, W5 L, L SO TRGE21TH) 2L, 2B, 6 DS

Pt 2RSS L2 EI i %%f?EEO)ﬂEEEEZ R GHROERES IR TH D, KEBRCHEET S
Yraid, KH 1kg 720 10mg & 1 RIOKREELTL2LRTE D, KEMBLEWT 256
KT 1kg %72V bmg & 1 MoK GRE L L, KHE 4 BROMETHRE T8 TE %,

(3) HERMIEFRAE
<BfiV v~F >

(EmW)
FNHERER MTX EHRA—T I RNILEAR) RERES - TA-650-P2-3]2
By 1SVEREET U 7~ FHBE 2212, TA-650 @ 1mg/kg. 3mg/kg. bmgkeg & 5\

Tmglkg DWW Fh2E 0, 2B LV 6 ICH —AREZEE LoLaett, Aok
GEMHIE H : ACR HYE 20% UL L0 A, B8 L Oy ahE 2 (KA &2 SIEICHRE 5

RERT VA v | SRR A — 7 TV B (g )y 20

PSES TAYAY U=FHe (ACR) (BT 2BMBETY v~ FOBWriEE (1987 4F) z i
ﬁﬂoﬁukﬂ5ﬁ$ﬁ®@ﬁ%m)?7?$%(lh SR 20,

FRBEINE | T AV BV v~FEE (ACR) IR 2EMEEEY v~TF OB (1987 4F) Zim/-
ﬁﬂOﬁUt75ﬁ$ﬁ®&ﬁ%m)vv%$%(Ah %%iﬁbﬁm)f eI
LR OEREAT-TH D, (65 LA EOBEICHOWTIE, HEBZEICE T 5 EERAE
D, BHERE, THSREZEOABISREDR R W2 & 2R 5 7 VBB BN 28 E
\Z179)
< Rk ey AU EERBLEZL O
< i< LB 1 K18l EO DMARD & 2 W idsiEfidigl (&4 a3 U o s, A
—F )74, DR=v I3, a_XUHF U R, T II, T XYy b BT
VALTFEVYY IVVEY, ARMLRY—K THEFATV ) OFEL5TY)
EBRRH5THoT=2h, HDWVITENEHAO 7= DI G N TE o l2H D
c BBRERIORT 49 B0 o B, 6 B IR (B E - ER) 265 3T5L0
- BERERIORT 46 BFio Y B, 3EFMU RICREMEIRZET L0
+ CRP 28 1.0mg/dl LA E, &2 E ESR (Westergren 1£) 7 30mm/hr L ED H D
(W B ERAT 4 BLINIZE i S - afE & 5 5)




V. JAEICEAd 5IER

EEVANG T4\

- Steinbrocker OFEREAIIETEIM:A Class IV B

- DMARD & % \ M3 5a g mifil &l & % 5-BI 46 R0 4 I LANICEE &S D I3 2 Bss L=
BE

s SV R=Y a1 B 7.5mg A DR NEIRREARNVE CRIEERL WD EE

AR 75

L7 — R 1mgkeg % 08, 233 X6 HOZLGMNE T 30 HllciE- L., et s H%4)
MEMER LIz, ZONOHIDHD 10 Fl oW TIIEYEIRE 2 st L2, 1mg/kg FEICRB W
T30 BlOEHE T L, BERMEPHERSINTZHET, T2 3mg/kg, 5mgkg OAIC
1mg/kg #E & RO FIETHRE LT,

R H

10 B TO ACR Y 20% DL EdE (7272 L,
Ik L L)

FRBRA ] P Pk U 7 E 4 O R IR ]

BT I H

BRI T ACR R 20% VL Lok, & BIEIER. IEIRBEi%. CRP B8 LW ESR

AR

<HBEYEE>

B TIEBME 21.7%., Lotk 78.3% & Ltk I3 % < | 4Rl Rk & LTI 40 Ll LS
90.4% ThH V. TLEME D EENE -T2, ZIUT RN EBIEREE Y v~ FRE
DA L1EIEF—FT %, Steinbrocker O FATEENIETIL, Stage IV 48.2% & it b
%< . Steinbrocker OHEAERITEENINETIL Class 2N 59.0% & £ 0o 72, FAIRER] THAR
ORI (F7EKYME © p<0.15) 2S5O LNIEB I, [4EH ) (—IollE o #odT
p=0.119) . TABSARKSY ] (12 H7E : p=0.068), [FRIRHIR ] (— CELE BT
p=0.010), [ESR| (—Ichli&/r#sraT : p=0.086) . [EAIC X 52 (—hidiE sy
BT p=0.079) . [HIAESE (DMARD M OSaffilFl OFE O$%) | (— ol iE ik
SPHT : p=0.046) Mo 7o, REBRED HNZHBIZOW TIERAEREIC L 5FREETT-
o WEBIZEDWEEAT TR, WTHOEBIZEBW THLIEROR R & K& <1E
Ebbiamnol-, ZOMDEEIKFITHOWCHEREMICARYEILE O LR o7,
<HME>

WEE 10 8% £ 72 1TH IERED ACR HEHE 20% 0L FBGERIX, 1mg/kg #f 33% (9/27
). 3mglkg ff 41% (11/27 i) . 5mg/kg £ 55% (16/29 i) TH V. HEOBEINLE
U SERITIIN L2, S ERICHFEN R AEEZTRO bNRNoT, EhIT,
BREAMRF T 36 1T 2 0w B4 O S E O HERS 2 X2 R LTz,

BEBBZ VT O HEIZIO T H MBS L, &5 3 HiEE TIZaTD
TSR BAEIE DD A3ER D BT,

20 q —@— 1mg/kg
—— 3mg/kg
—— 5mg/kg
15 4
. (mean*S.E.)
(o)
i
Sl
& 10
=
TR
VE
&
5 -
0
0 1 2 6 10(3A)
JEIF B Ei R O HER
<>

PRI 10 H % F TICREBL L ZRITEHZBLERIZE N 1mg/kg B 57% (17/30 1) |
3mg/kg B 65% (20/31 #1) . 5mg/kg B 73% (22/30 ) TH o727, HERICHE:
TR SN o T,




V. BEIcEY SER

TE) RANOAZR SN TWDHE - AEIZkOEY,

<PBAFY v~TF >

W, A7V Xv~7 GEEHEEZ) & LT, KE 1kg 472V 3mg & 1 RlO&KLHE L LA
5, OEEE%, 2, 6 MIcikE L, L% SHEMOME TR 2115 2 &, 2B, 6 Ho®L
Dt SRR TR L2 G512, B EOMESHGMBOEMAETH L, I
D OG- B O RO G- MR O EHHIBM AT 5, 1 EOKRE 1kg B2 o5 EO ERIX, 8
MOMBETHILE 10mg. HGRHMEZERN L7256 Thiul émg &35, Fio, REOESFEIL
4EMET D, AFNE, A b FLF— FUFNC L DBEICOFH L THWD Z &,

(iB5t)

FIMFAER (MTXEHRAZEERABA —T I NILRER) HEEES : C0168T09]2

H )

CBPERSEN Y o~ T BFICEER F T T R EEE L L L 27— K 1mg/kg
B LR 10mg/kg HalE 5 ORI FICET LT —2 255,

LI — RITZEROYEEGREOFE L i L L2 7 — R 3, 10 £721% 20mg/kg
(I E) OA—7 > TV HEESOERNFICET T —2 %2155,

CBMERIE Y U FHRFEIC CHER T TL I — RERE Lo L et BaM, %
PR KOS EhE 2 it 5.

[N kA VA

THEBREERAREB LOHEE ST T LR

PSES

B &% 1 HILL E DMARD (28 B+ DAV v~ F B

BV N S

s T AU B Y UwFEE (ARA) WETREIEME (1987 4F) ITHt-> TgWr S -8Ry
iV 7~ F oL F O AT
a. MEmIMA 6 » HLLE
b. I3 L OMSRERIEBI A 7 — U8 T ~1II
c.6 »ATLL EOBASIEIRN & 5 = &1 K 0 IGEEIERI S 237 b D
d. L TOX#EZ STHEL BT 50
i) IO Z XY OFFHeERERI S 45 L E
i ) 42 60 BRI 9 HLIEIHEAGHIEA 6 » L EFTET 51D
i) ESR 7% 28mm/h UL I
iv) CRP 7% 20mg/L L\
- 1 #ILL > DMARD 12D T, FE/ZITED XBBETEEETHDL ZENRO LN
LHH0
< D7 X BIRBEEE S0 4 BFIRTE W IR IS C DMARD Off & Hik L
TW5H0

T BRoM L E

s PITINFHEH W E~ T 2 b LTI A TF /) 7 0 —F AFE 25 SR
HHLD, FlE~TABAICKHLTT LAXF—THDLIENH->TVEHED

- %53 » HETLANIZ TNF oz By & Lichoiaiis b sz b o

- e GBRAET 4 BRILANICH O BRI CIRBREDO 22 72 O

BTk

AH| 1mg/kg (24 #1). 10mg/kg (25 #1) £7/-1X7 7R (24 ) ZHEFRE LT,

LRI H

Paulus 54 20% 0L BocER (5% 1. 2, 3B L4 )

BRI H

« MEEhE E COWIM - HAIC Paulus 567 20% UL EdeEn B o5 £ COMRM
< ShAEREHIMN ¢ e pC Paulus FEYE 20% 0L FECEN L O T BIRFZICEEEN A 61
HETOWM 7ok

RS

<HBEHER>

T3 61D 5 HAMEMN BT ] (78.1%) . 4FlHIE 24 7% S T4 5% (TRAE 54 7%) . 71 HIAH
ANTT VT ABIOERANZREN 1LHITH -7z, KEI 46.0kg 75 100.2kg (F T
66.2kg) ThH o7z,




V. JAEICEAd 5IBR

RS

<A ENPE>

5 4 Hth £ TOWT N OFERFIZ 51T 5 Paulus HE 20% L) BdiERIZ, 77 &R
B 25% (6/24 f5) 12k LT, 1mg/kg #ElIL 68% (17/25 f5) . 10mg/kg Rl 92% (22/24
F) THY, FEENSRD LN, £72, 10mgkg FEOWFERIT Imgkg BEL Y LA E
WMoz (F#R), o, “EERARTERE 4 BB ICEN o B3, B U
RITRRO LN 4D S 6 5 A OMIZHR LB EZ LRI, A—T7 0 TV THRA
3mg/kg, 10mg/kg F 721 20mg/kg ZHEIF G L7z, ZORER, “HEMRABR TSI
REH L2 =T A TARBIZ O TR SNTBFITB T 2 40% (Fh51% 4
HLARN DO WO FEA H 21T % Paulus HEHE 20% 0L FikER) 13 91% (20/22 f4))
Thole, =7 FVVERBRICE T HUGERII HEMRAR TR b dER L H
EThoT,

Paulus H:H#E 20% L iR

LI —FK
1mg/kg 10mg/kg
B 5% 4 WHLAAN OV A0 25%1(6/24) 68%(17/25) 92%(22/24)
77w — p < 0.001 p < 0.001
p fiE { 10mg/kg % 1mg/kg — p=0.024
P AT 72 e 8%(2/24) 32%(8/25) 29%(7/24)
#5181 8%(2/24) 52%(13/25) 67%(16/24)
1 13%(3/24) 63%(15/24) 75%(18/24)
el 3 17%(4/24) 48%(12/25) 88%(21/24)
b 4 1 8%(2/24) 44%(11/25) 79%(19/24)

AN

<A >
CHERRBROBEAIL., 77 BRI ESEEMN 6.5 T 8% (2/24 ) 127
Hiv, AFEGREAR TR EBERIIM 11.5 1T 22% (11/49 ) 18w bz, %
oy A= T VLERBROBIERIL 27% (18/66 i) 12386 Hiv, FHRE L HE L OM
BEiFso oo,

TE) AF O AT

SITWAHE - HEIIKROEY,

<BfiV v~F>

W, A7 VX v~T (@aTH#z) & LT, KHE 1kg U729 3mg & 1 [EOFL L Ui
ET 5, Pinl&EE5%, 28, 6 IS L, Lk SHEBOBBTREEITY 2 &, 2B, 6 HOKRE
Ltk ZhIRARF5 UTNEMWETS L 725 A12iE, B G EOMER GMRBOEMHEAFRETH D, 2
D OG- B O ECR G- MR OEHHIBMEIICIT 5, 1 EOKRE 1kg Y72 O 5O EfRIZ, 81
MO THNIL 10mg, BEHHFZ RN LIZEA Thinid 6mg &35, /o, KFAOHE5HIREIZ
4B ET D, AENE, A S brdY— MUANZ I BFICOFH L THWD Z &y

FOMAEHER (MTX FREEFAZETHREER) HBRES : C0168T14]?

H &Y BB v~ T EBEICRB T, MTX ffH, 38 M L I r— REEERIE G L
oozt BEME, EFEEARET L, L7/ — REM, 7788 (MTX HH) |
L2 r— F+MTX (B O G201 % [l 5,
BT A v | CEEREEGAR
*F 5 AR BLFY—F MTX) IZHREARHSOMEY v~ FBE
EpRER R E < ARG 18 D Th L F 0 B
© TMEOSEIE, m E TR TV, TRBRERE GRS EETH D,
BARR 1% o= i 52 o PRI S b,
< WRIRRE ) A D T, TRBRHAR T e & N IRBR IR &I 5 6 H [ U] 720 k0T
hEFEET 5,




V. BEICEY SEE

TRk LYt s T AU BV uwFFEE (ACR) Wil Wiik#e (1987 4F) (2t~ CTIBMERAFT Y v~F
LW SN B, 7L, EHNCRIE L2 BN BT IS e,
s A7 V==V ZENC6 » AUEMTX ICEBIRIEENH Y . Z D 4 8L EDRIE
HWA7R<, A2 ) —=V 7m0 4 BFIE MTX O HES#E 7.5mg TEEL TV
HD
TR pRAN L - Steinbrocker OHEERITEE) Stage BIVD & D
I URAEAIT L LE—DRIERH S D
« IBNZHLTNF fifkd L3~ U A E721EF A T F /) 7 n—F A HilRkO&R G 2% 1) 7
Ho
< &5 3 » HATLANIC TNF Ol 2 B0 & Lisfioipmi s &5 szt o
BRI 5 MTX ffH (7.5mg/i#) *JKOFEGFH T T, AH| 1mg/kg, 3mg/kg, 10mgkg F721L7
A% 51 (FEl, 2H%E, 6%, 10 8%, 14 8%) &5 L1,
FEHMMEE | #51% 26 #R F TIZ Paulus H%E 20% UL Ll A w7 L= IR

BT 2 H

Paulus ZE7E 20% LA FcE=R (4, 8, 12, 16, 26 HFEA)

R

<Y E>

101 BID 5 BAMER T4 B (78.8%) . AERIT 19 505 T4 % (FPAI 54 5%) . 97 B
AATT V7 AN 3FIBLRRANLFITH- 72, (KEIT 44.6kg 7> 5 110.0kg (il
66.1kg) Th o7,

<HE>

KAWL T 7 B R GRS, FEZ2%E (Paulus 24 20%L F) 3D 5
T2o E77. DREOFEHFEHIRIIARS 1mg/kg « MTX FEHERTELSN D4 T OAFIE G
BT, 7788 MTX B BELOAEICENST,

Paulus J&¥E 20% PL SR & OZh IR O Rt e[

. LI —F
7T R
1mg/kg 3mg/kg 10mg/kg

MTX* | MTX* | MTX | MTX* MTX" MTX* MTX"

(n=14) | (0=14) | =15) | (=15) | (1=14) | (m=14) | (n=15)

YR 21% 93% 80% 80% 79% 86% 80%

e (EFE) | 314 | (1314) | 1215) | (12/15) | (11/14) | (12/14) | (12/15)
it 7‘3;‘% ) — < 0.001| 0.006 0.002 0.002 | <0.001 | 0.004

g fiE 0.0 16.5 2.6 16.5 17.2 > 18.1 10.4

S I

Fr (ﬁ;?;ﬁtﬁ — < 0.001 | < 0.126 | < 0.001 | < 0.001 | < 0.001 | < 0.001

(MTX * : MTX ffFRE. MTX : MTX FE0F AL

e Ht% 26 1 F TOWT ORI B 128\ T Paulus 24 20% 2L

Py 4% 96 3 £ T Paulus 5% 20% 2L E& 72 L2 Wi GE)

WAINEEIZHT D A b b Lt — b OAF TORRAEITEE 6meg/iHl <, HET 5L X3 8mgHE T
Th b,

< ZZaeE>

AR GREOBRWER BT 55% (48/87#1) TH V., 7R (MTX BAM) #ECIX

29% (414 fl) ToH o7, AFOHE BN MTX A HE L OB b

MNoTz,

BIE RS B
LIy—F

IR A

Img/k 3me/k 10me/k —F

mg/kg mg/kg mg/kg e

MTX* | MTX* | MTX MTX* MTX MTX* | MTX

B EIE )| 16.4 26.3 20.2 26.4 24.9 25.3 24.0 24.5

BIVE B 29% 50% 53% 73% 57% 43% 53% 55%
(B0 (4/14) (7/14) (8/15) (11/15) (8/14) (6/14) (8/15) | (48/87)

MTX " : MTX ff ., MTX : MTX JEOFT#E




V. JAEICEAd 5IER

) AFOEARENTWD Ak - HEZRO®EY

<PBAFY v~TF >

WEL. A7 X~ (E {B%%ﬂ?ﬁ&x) L LT, KE 1kg ¥7-Y 3mg % 1 [HOFGE L LA
T %, WES5%, 28, &5L Dt S EMoMBCHREZITH> 2 &, 2B, 6 HOEKRE
Dt ZhRAR+5 Xiw%#ﬁ%bt ik, BEROMESRSMBOEMAETHL, Zh
%®&ﬁg®%i@§5%%@%Mi&W%;ﬁﬁo1@®Wﬁﬂgét@®&5;®i@ﬁ\8ﬂ
MOMBETHILE 10mg. HGRHMEZERN L7256 Thiul émg &35, Fio, REOESFEIL
4EMET D, AFNE, A b FLF— FUFNC L DBEICOFH L THWD Z &,

FEIHERER MIXGR/ZEERRAR/A—TUINILEHER) [RERES : CO168T15/T17]20

B - THEMRRBR (C0168T15) : MTX Z %5 X TV AIGEMEEMERE ) v~ F B
27 7%AR, LI — K bmgkg, 10mgkg, F7213 20mg/kg % HEH 5 L /=KD
Ve, AR, BRI, fERME, B OSEpEEE RET 5,

c {5 A =7 T B (C0168T17) : MTX Z#HF55nTHh ., B iR
(C0168T15) TIRBIRA &G SN/ BMEMEY v~FBEicL I r— bmm@g%
WO UG U= e e, AR, BRI X O FE 2 a5,

RRT A~ | THERKERRL L OEER G4 —7 0 T VLR
PSES MTX (ZZRA 3 OBE Y 7~ F 8

F Atk LY TRV BV UwTFHEE (ACR) WETi2WiLiE (1987 ) (Zit> T2 s vz 18R
iV v~FEE GREHE 6 » H~154)
< AR 18 D TH D Bk
C REEE 6 n AR E THHEZITA B b D
c A7 U —=VZENZ 3 4 AL EMTX I X A18EZ=Z T T, Zof 2L Eo
RIRTW 22> T2 b D, ST, A7 ) —= RN &b 4 BRIEHERE S
N5—EZEO MTX (# 10mg) =7 TWbDH 0,
c A7 == ZRNC 4B E, 1 H Img OZE LI-HECTHERICE DBREZT
TW5HHD
T e BRo LU R E RO L O, BEET1TEBLDNOERT A SRBEETH D O,
U RAEAICT LAX—ORIERH S H O
cMEIIYTA FATERITE MeT ) Za—F A HiiRkoR 5 E2Z L0
R IE MTX ] (10mg/il) *F T, A#|5mg/kg, 10mg/kg, 20mgkg £7/-1E7 7R (%
nENTH) EHEREES L,
AR TO MTX O K% 5213 16mg/i
THEIMIEH | ACR E:YE 20%LL iR
e <HBEY >
28 Bl 5 BN 85.7% (24 ) % b7z, Ffnix 18 D 62 7% (1 UfE 48.0
). HAD 226, B ANR=y 7R 4], BAR2HTH o7z, KEIT 47.4kg 05
143.9kg (FF9fif 74.9kg) THo7=, HEORBWIRN 0.7 FE~15.9FETH -7 (FF
B 6.14E), 7T ARG HER D 20me/kg $GEED BE OB OEHMEITHE & b
494 ThH Y, bmgkg, 10mgkg & GREOEBEFEOREMM (744, 7.54) XV E»
o7, BERERNEENEN 7 7 AT TH 5 BFH D 53.6% (15/28 ), 7 7 AN DEFHE N
46.4% (13/28 f5l) TH 7=,
<HZhE>
B 12 WM O ACR FEHE 20% DL BBcEFIEIT, 22 6/7 B, 5/7 i, 6/7 3,
VT HIThH-oTe, Flo, 12 BEOFMMAKET LBFE (196]) 1Tk LT, Jl&fkis
10mg/kg A4 —7" > F LT 3[E (8 #) &5 L=k A, ACR ¥ 20% L) LdcE
I 1285 40 8 £ T 50~60% ZHERF L 7=,

>
BIERIX, 77 BARRET 2T B, AFHEGHET 14/21 BHICEED Hi=m, KE OFIE
FIRE 3P SETH Y . ARG CHE S OMBEIITRD bhvieho Tz,




V. BEIcEY SER

1) AFA DK

RENTWD ML - HEZRO®Y

<PBAFY v~TF >
WL, A7 VFR~T (& {E%ffﬂ?ﬁ&x) E LT, IRE 1kg %72V 3mg & 1 [FOFHEE L SAHT

ET D, PlEh, 28,

&“Erb LItk 8 MM O TRE21T5 2 &, 2k, 6 HOKE

LIt WA+ Xixﬁ%‘f‘%?ﬁﬁﬁﬁ%bt 2id, REBROHESCR GMROEMESTETH D, Zh

B OG- B O R F G- IR O Jf iExK*“E’J AT,

1 [ ORE 1kg 4720 OFHGED EIRIX, 8

El DM ThiE 10mg, &G ZER LICHE TodhE émg &5, iz, mEOKRGHREX
4MET D, AFNT, A B PLdF— MG L 2RI L THND Z &,

<R—Fx oy M K B EEATERIELR & 5 k>

(EmW)

£ IR [HERES - TA-650-P2-4]

HE

MRS E SR EFGT H—F = v bréﬁ%‘%:xf% TA-650 @ 5mglkg & %5\ T
10mg/kg DWW N0%E 0, 2, 6 B LN 10 @R — %g%&ﬁbtﬁ@ﬁﬂﬁ rae=in
BLOEWIME A BR 5,

BT VA

BERIEIZ LD 2 HETOS i LFRRER (—7 0 T ~ULilR)

PSS

JEAEERFESBAR—F = METRET P OZMAENE (1987 /) A7z 18 mkbd I
65 AT DN—F = v MEEE CTIREICIEFBMRZ O H MBS & O BEREHT 5 H O,

TR E

s BAERREREAS—F = v MEFHERIEOZE LN (1987 4F) Ziml- T EE,

< SRR L OBEHMICEN TN L ELLEOREER SV . pomEiHIichb
T 3 [ELL EOIRIIEE RO T B,

7 a AR Y OME RN S D B,

A 0 18 3B B 65 Rl (RIEBSRER OFER E 9 5),

c BEBSNHHCEEZFL 2 ENIRET, hORIEBERIND D HBE,

ERAGTAS S

< W IR B 2 VIR T O IERFR D A, IR & H 2T 0.5 BB X DA,

< WL & D VDI IR T O B AR B AR A3 0.01 Ko B,

- BEOANR, EEOMFIAEE, BEEOILEEBEREDZD, IRENMHLETE
TRV,

AR TT ik

ﬁﬁ&&oﬁ*%ﬁf@m~%:/br$%%ﬁ% . TA-650 @ 5mglkg & % W i
10mg/kg DWW a0, 2, 6 B LN 10 BIZ[H— fﬁg%ﬁﬁbto

T EEH T H

HRFENED BHEE

Rl R AT ZE

B (A . ARETSL, ARSMESR

<HBHF >

PERIE, Smelkg FEIZBMEA 6 B, s 141, 10mg/kg REZBMED 5 6, LoPEs 1

Bl & BENRL <\ SEEFHT Smg/kg #ETlE 38.4 7%, 10mg/kg BETIL 87.5 7% T -

Too N—=F = v MEOTIRD 9B, 4 >OTIER (AWEPSKIEOFRINMET 7 & Pk

B, BREER, IRIER, %A%mr)%ﬁﬁérﬁ(%éﬂ)ﬁ5mwgﬁmzm\

10mg/kg Bf1X 3 1T, 3 OISR (DMPEPNFEED BFstET 7 & MR, BRI,

MAERR) ZA+ 24EH CReR) 28 5me/kg BE1E 5 . 10mg/kg BElL 3 Fl TH - 7=,

1 R/ 7 o i B AR O 43 AT IS AR D B e hr o 7z,

<AFhE>

smg/kg FEIZFWN TR 7 4 5 45112, 10mglkg BEIZ 3Tk 6 il 5 )2 % 5-1% D IR

FAEMTHR Lic, Fio, BEAMERICIT 2 B0 (14 1) 720 OIRBIEEE D

%, bmg/kg BE. 10mg/kg FEE HICHEICED Lz,

<ZZaetE>

AEFG (AR, WRREERT LD, e AaER L) WO s

PEDOMETE RWVEEFRZRIT 13 FlEfliEd bz, BMEATRIL, 13 FlEfliciisd

S, BEMEOGE TE A2V AMBEAT RIL, Smg/ke BT 6 . 10mg/kg #f Tk 5 4

_.mesb%hto R AR AT SR A B L, 13 HIARFICERD Hiv, BEEPEO T E TE 20
KRB R T A&, 5mg/kg #£CIX 6 i, 10mg/kg #E Tl 6 FIZFR® LT,




V. AEICEAd HIER

) AFOEARENTWD Ak - HEZRO®EY
<AR—F v MEIZ L DHEEATERELS & 9 K >
WE, A7) Xv~T (GF {E%%ﬂ?ﬁ&x) L LT, KHEH 1kg M7~V bmg & 1 RO GE L L AT

W5, MEEG%, 208, 6 BICkY L, Uik 8 HMOMIECHREEITS 2 &,
< R >
o)
¥4 (SPIRIT*) iB& [;ABR&ES : C0168T31]*"
H <EEHH>

B2 PUVA $#8E T E DA O 2Btk % S0 L 7= #8029 D3 e e s (i

ﬁﬁ%% DOAEBER]) ZRBRIC, L r— RO LNV EE2 BT 5,
BV H ) >

Dvi#—ﬁ&ﬁﬁiéﬁﬁﬁ%%ﬂﬁ#éo

2) 26 I H[A P 5Tk 2 a2 T M 5,

3) g7 v 7 7 A VR HNTT D,

4) 26 Il F TOHENEOHER 259 5,

TV A | s dhFE, WIEAL, 7R, _EEMR

26 D PGA 2 =773 3 LA LA L TiE, 26 MICHREIFRGEE1T 9,

*f 5 SEMEGREE (FEA B MARERED 10%L L. 7»> PASI 22778 12 UL L)
ERERERILE - AR 18 LA GRAAUEE)

A7 V== T D6 5 AL ERNCES IR 2R S s B (iR R o &
i1

« P 5B O RE R IE OIS FRE RS 10%LL Lo B3,

- B LBRMERED PASI 2 3 7 A% 12 UL Lo,

BRI KT L C PUVA JRIE XU NN O 2T BEA R L= 2 L 0 b 5B,

« TR AREZ R A, B 6 H 1% F Tl ek A D 2 L ICRE s B,
FRBRAN L YE < JET T — U B () RLECE. IR, BREME) AT R,

- HEHIERLRE () B W, LT MEHEEE 7213 Y T IS K B R ORFME
RN B B,

© BRERFZ 12 H A LAPICERNR, 2Rl E 73R A BHE LT B R

BRI 15 WEREIS 6T 2 2R A B RIS N OVCHEEIT 30 B, AR 2 B Washout L7-
%, FEEE (0), 2, 6 %I 27— K 3mg/kg, bmg/kg b L IX7 7 BRDONWT
NEEET S, 77, 26 O PCGA 22778 3 UL Lo BE I8 AEE & F— &
% 26 WICHZ ST 5,

FEFMEEA | PASI 2 27 75%MiEER (10 )
BIREHMmEE | PASI 227 90%,75%,60%4:# 3, PASI 2 =7, PGA. F#. DLQI

pTEs <BEHE>
RIGR VT INE 174 4 ﬁﬁ%%f&oto¥ﬂ$ﬁi%o%\¥59§mﬂ4mm
EHEEIL 91.0kg ThoTo, FHEGHOERRTXIZEEFETH T,
<HhE>
10 % 0 PASI A 27 T5%WHERITT 7 B RRED 5.9% (3/51 f51]) (2% LT,
3mg/kg, Smglkg BEIZBWTZENEIL T1.7% (71/99 #) . 87.9% (87/99 i) TH v |
wa‘ﬂ%ﬁ?ﬁ# 16D B ALTZ,

>
ﬁ%%%@%ﬁ%ﬂf?tﬁﬁﬁQﬂé@mm)3m@gﬁW7QGWW%)5mg@
it 78.8% (78/99) Th o7z, LI/ — NEETHEENE N2 ERS (10%2L 1)
%, EXGERY: (77 8REE18.7%, V7 — REE15.2%) ., BEIF (77 BAREE 7.8%,
LI — RBE14.7%) . ZOFEIE (T2 REE0.0%, L7 — FEE11.7%) . Bl &z
(7R EET.8%, LIFr—FREE11.2%) Thoto, /o, LIFr—REETHED LN
TZEIEH O R HERIL 48.2% (95/197) TH -7,

% Study of Psoriasis with Infliximab(Remicade) Induction Therapy



V. BEICEYSEE

1E) AR OAREN T D A - AEFko@EY,

< Wi >

W, A7V Fo~7 (Ealfiz) & LT, RE kg %720 bmg % 1 BIOELREE LA
5, OEEE%, 2, 6 MIcikE L, L% SHEMOME TR 2115 2 &, 2B, 6 Ho®L
Dt SRR TR L2 G512, B EOMESHGMBOEMAETH L, I
B OG0 REOR G-R RE O JERR 1L A OURBEIZIS U CREBSAICAT 9, 1 BIORE 1kg %4720 O
SR ERIZ, S HE ORI THIVE 10mg, E5HRELER L-GE Thbhi émg &35, £,
Ao SHET 488 L+ 5,

$E M+ (EXPRESS*) iER [ER&ES : C0168T38]*"?

EE0] <EEHM>
SERPIRIE T R F L B L T D S PERORE RS (REERI TR O &0 T) & xi5
I, V27— K bmglkg MAFRIEIC L 2489 %E2, 77 1R &l L CTRHRigT 5,
<RI H >
1) bmglkg % 8 WG CTHE LB L X & — FHEERIE DGR % G+ 5,
2) L r— ROREWEFHET 5,
3) QOL I MIFT L I & — RO R A2 AT 5.,
RERT A v | sk, BEAL, 77 BERRR, ZEEMR
PO S aRE (RN EREREO 10%2L . 7> PASI 2273 12 PL 1)
TR R G E - AR 18 Ll b GHAURS)
c A7 V== T D6 5 AU BRI S E R GLEEERS R O AR LRkEh
- A,
< PG BALAIE OO Ry R 0D KI5 O BRI O R R EFE DY 10% 2L EDOBFE,
- B HRAMEEED PASI 2 a7 A 12 DL ETH D HEE,
« ORISR L OGRYRE T2 g RIENLE R BE (RERBROAEL bR,
c IFIRTTREZRIB A . I BEE 6 » H1% £ Tt etz % 2 LIRS Li- B,
TR pRAN L < BT — o BUREHE (B, RLEZAE. IR, BEEYE) AF T DR,
- SEFIMERCEE (B, B EWTIE, Iy AEEPUIEE 21T T U A K D O Bl
it FE 7T ) OBEEEN & D BT,
© BERTL 18 » A LINICHEIR, AP, 3R E2 5 M L b 8B (B4cdh),
N RS BRI oS 2 AR A B RIS I OVG R 1T 30 HM. A% 2 R Washout L7z
. 0, 2, 6, 14, 222V 27— K bmglkg XII7 7 ¥ ROWT e #E L, 5mg/
kg BEIZIE 30, 38, 46 W2, I v AR (FFkvR—>bmekg BE) 121% 24, 26, 30,
38, 46 Wiz, =N EI Smglkg %59 5,
FEAEEA | PASI 2 27 75%M#EE (10 )
BIREIER | PGA. PASI 227 90% W #R, PASI A7 T5%WHRR L
Re < HBEY >

SILHIT BN 268 4. LMt 1104 Th 7o, FHERIT 42.0 5. FHEEIX
173.0cm, FHKEEIL 86.0kg Th o7z, K GHOYREFIXTEFREETH > 72,
<>

10 % D PAST 2 217 T5% S EHERITT T B AREED 2.6% (2/77 ) 12%F LT, bmglkg
HEIZIBUNT 80.4% (242/301 %) TH Y. bmg/kg HEIL 7 7 BARREL it L THERKL
EBhoR L, TOMIL 50 B E CHERFT 25 2 LR Sz, F72. 5 BHAART 81.8% D
BEDINREZAI L TEBY . AEIEGRRGE 24 BIITTURA 2 &0 2 BEF O
26.2%., 5 50 %1 44.7% TREEITTIRLE DR LT,

<BEME>

24 B E TORIWER (GRBIR L OREBEBEN/GTE TERWVWHESRS) ORBRE, 77
T ARRE 44.7% (34/76) . 5mglkg #£ 51.3% (153/298) Th v, BWHEEN KL @72
BERAIL, B8 (77 B REE5.83% (4/76), 5mglkg B 7.4% (22/298)) Th -7,

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



V. JAEICEAd HIER

FE M+ (EXPRESSI*) 3ER [(XERES . C0168T44]*

HE

<FEHR>

FERRNE IR EFE A B L 5 F W RS 2 581, L7 — K 3mg/kg KO

bmg/kg DENFHEZ R HEMEE 77 AR L ik LIRETT 5.

<HEIH B>

1) L2 — NiERpE (L 7 — PR S BRI CoMkgiR G5 (8l L MRy
PG5t (PRN ) O 2 BHCHEIT SN D) X240 5,

2) QOL IZKIET L 27— RO & FHET 5,

3) LI — RORZEMEFTMT 5,

BT A

LlfaaR LA, BiERL, 77 BRI, ZEER

ISES

SR (RSB MAREFED 10%LL . 72>2> PASI 22723 12 UL F)

EEVAs e

< AR 18 WL L GRRANUEE),

s AJ V== 7D 6 H AL ERNC SRR & 2l S B (RS R O A
PERD .

P 5-BAARIREO Ry O B2 95 09 LG O R R A A 10% 2L Lo B,

- B LRMEEED PASI 237N 12 DL ETH DL HEE,

© BOREICRT L OGRYRE T g RIENLE R BE JRERBROAEL bR,

« WFIRATREZR G A IR G145 6 A I E Tl kT EE WD Z L ICFEE LB

TR pRAN L

© OBRERFR 18 A LIPICHEIR, R, E 3R G LW o A (B k),
< T T =R (B, RLEOE, IR, BRETE) A5 R,
- EFIERLRE A AT D B,

RER T4

HRE LR 2 7 B R N O R IRIEIT 4 . NPT 2 3B Washout L7z
%, OaEE (0), 2, 63#IC L 27— K 3mg/kg, bmglkg XiT 7 7B ROWFNIE

BET S, Tok, LI — KT 1080 PAST A 27 % HWT 8 Rl (BARRE &
FMAEDOL I r— %%8@%%146&&1&5#6#)&ImNﬁ(4@%%f4ME
£ T PMHXZT&§$ﬁ%%$ﬁtKOt L I4— ., PASI 227 75%%
FLIGAIRT 7R e R 5958 O 2REC ﬁ%ﬁ%ﬁﬁo~ﬁ 77tfﬁmw
kg £ 16 18, 22, 30, 38, 46#IZL /f N 5mglkg #5795, 513 46 @,
FIWE R OV PRI 50 B F TITV, 66 WICITHiA v 7 U F o~ T HURDOFAT 21T

Do

TR

PASI 2 =27 T5%e:E3% (10 )

Rl EEAmZE H

PAST 2 =27 90%, 75%, 50% 4 #E#, PASTI A2 7, PGA 72 &

LS

< %%:ﬂ:a

KGRI INVE 554 4, Lt 281 44 Th o7z, FRIFMIE 44.0 %, FHHEIL 172cm,
PR EIL 88.9kg Th o7z, FHEEHOERRFIIIZERFETH T,

<HME>

10 ##% D PASI 2 27 T5%ERILT T B REED 1.9% (4/208 %) (2xF LT,
3mg/kg, Smg/kg FEIZRBWT, £NEN 70.3% (220/313 #1) . 75.5% (237/314 f51)
THY, WTNRLAEENRO LN, £, 14 EUBEOMRREOBRTTORE R,
5mg/kg O 8 FRIFFHE GREAS 50 3 £ The b WD 2R L7z,

<ZEM>

50 W F TIZEH HA-FIEMIE,. 3mg/kg 8 W#f 55.2% (80/145). 3mg/kg PRN #¥
57.8% (85/147), 5mgl/kg 8 HHE 52.7% W8ﬂ4$\ 5mg/kg PRN £f 57.0% (85/149)
ThHY ., LI/ — FEETROIEBRBNE D> T-DIL, 55 [3mg/kg 8 WA 11.7% (17/145) |
3mg/kg PRN #f 11.6% (17/147). 5mg/kg 8 F"]E? 11.5% (17/148). 5mg/kg PRN £
10.7% (16/149)] Th -7z,

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




V. BEICEYSEE

TE) RANOAZR SN TWDHE - AEIZkOEY,

< R >

WHE, A7 VX v~7 (Eafiz) & LT, KE kg %4720 bmg % 1 BIOEEREE Uit
W95, wlEEE%, 28, 6 MG L, LIk SHEMOME TR 2175 2 &, 2B, 6 HO®KE
DI, ZhARAR 0y TR NES L2 551id, B 5 BEOHMECE SRIROEMN e Tch b, Zh
5 OF 5o B o - IR O AR 1 LA O R BRI IS U CEEBEIICAT 9, 1 [EORE 1kg B7- 0 O
Heo ERIE, 8l OME THIVE 10mg, BHMiEZ M LI-HE ThiuL émg 95, Fi,
FEOFEEFEIL 4 M E 35,

<7 wa—¥F>

(BR)

% D8R °¥

H By RO 7 0 — R BE T 5 TA-650 DAL L O e L2 a5, bt
TEOEYBNREE MFTT 5,

REBTVA v | Dk A —7 R Bk

PSS IHEHA 7 o — 5 (I0IBD 2 ALl EDOFR AR HEE)

FAGEINE | B R E BEATE R EE S R ETIEM LD 7 v — VR M (UGTER) (OF
B 5 ARRE) (ICHEL TR S -7 0 — YR OIREINC & 2 BE TIROIEHER =T b 0
(1) 4EH7N 18 LAk 65 s LA F O F R AL

(2) IOIBD 78 2 #iLL B¢, #Rik - CRP 23 EH 2 ~d B

TR ERANEE © B PE . FHWHAREILD B UVITERRITPYR A 2 A 5 B

c B REEEA AT HEE

« BIERHBRMART 2 BEBIUNICEIB R E AT oA R, Y7V 2L 77U P, 5-ASA
WA 2 W R SEBR G L 7= B

AR TIE LIZ—Ro 1, 3. 5. 10mglkg DWW o &L HElks (AT 35,

FEGHMEE | IOIBD, CDAL, X - WHEEMRART RUGEE PR HISEER)

BIREHEIEE | BRAERGGEEE . rapid turnover protein (R 7> A7 V> LT LTI, LF
J—UfEEER) . Rk, CRP 72 &

PR <BEWY >

BTl M 77.8%., &t 22.7% & BIED TN %< . FEflinkiak & L Tix 20~30 7%
R T2.7% & BRI S Do Tz,

JHEFEMIC BT 2BELEZORY (p < 0.15) &, FHGIFE (p=0.131). PEHEED
FIE (p=0.136) I LOPFAFEIEOHROSEREE (p=0.038) THRO LALIZ, {EH)
MO CTd 5 I0IBD, CDAI TIEZn LN p=0.814, p=0.817 TH Y. WY L8
Sy AWASIEEoW

<HME>

FNED TG 4172 22 51> TOIBD % (F5 4 MHIC 0 mFE/IL 1A, b L<iE2
MUK BidE, 2hei 23 fil, 5/7 i, 4/5 BIL N 6/7 Bl TH o7z,
<IEEPE>

BIERAIL 87.56% (9/24 f) 1Z@RD B, IRK, HITF ETho7on, EEZREMZ
ROONT, BELEOHEMEM RO LR T,

1) ARNOEREN TN AL - ARERO®@EY,
< m—PF>
WH, A7 VX o~7 (BErfiz) & LT, KE kg %720 bmg % 1 BIOELREE Uit
5, OlEEE%, 2, 6 WICikE L, LIk SHEMOME TR 2115 2 &, 2B, 6 Ho®ZL
Ditg, ZhR2NEE8 L2 a1cid, 5 EOME IR SHROEMHNP i TH L, HEERLMET D
BoiE, RE 1kg %720 10mg 2 1 MO GRETHIENTE D, HHERMELEEET 25513,
{AH 1kg U720 bmg % 1 RIOHEGEE L, KE4ERBOMBTRGTLZENTE D,



V. JAEICEAd 5IER

FMARR (F—TUIRNILER) [HEBRES - TA-650-101

HE

LI/ — K bmg/kg Z 310 (0, 2, 6) $5 L, RO DAV PERE)N S EHED
7 m— URBE R RRIC, 14 BRI 8 MR G IRDNER LI SaiT 4 R
Feh5- &4 D HERHRIEIC BT D AMEDRFRUC SV T, 7 v —RTREER . (CDAID)
ZARIE L LR 2, £7o, PRETRatk, EYEigic v TiE %,

BT A

HEMR - R IR

ISES

BEAFIRIE CORA T e PEEN D HED 7 v — R EH

EEVA S

< BIEWIBA R 0 6 » H UL BRI, HEHAMESEMNGE R E ISR SRR [
0 — YR W ELGET SR (FIUBE : SERL 14451 H 25 B, {18k 16.1.1a iisfh 1) 1 12
LT/ u— i sn-asg,
- BEAETEIE CRERE., o3 RES oMy 72ia8) THIREA I LY e
fi]> CDAI 73 220 DLk 400 LLF 2R 385, 7ok, MEOFEIIAM &35,
< AEERS 16 FR DL R CUERIE IS
< SRR, PRI Lk, BIEMBBITICER L TV AEA T T O ER
iiti 79 R,
(1) BB BEE (iR EAl. T bEsEAl)
L BRLERT 4 W BT EN —EDBE,
Q) THFATV ., 6ANI T TV, ARBFLFF—F]
BIEMBAAH O 16 WLL ERHAEH S TR Y | BIEWIBILART 8 WMo LS &H3
—EDBRHE,
(3) RIS BB AR NEH] BROAL AHF, EEAD
BIEWPAE A O 8 ML Erin b STl v . BIEMBHAHT 4 B2 HALE £
—EDBRHE,
DT HIVFNAERE ATV, IV ALT7EDY V)
BIEWPAE A O 8 ML Erin b STl v . BIEMBHAAHT 4 B HALE £
—EDBRHE,
B) A bu=FVy—, vFaTaxHi
BELHIBRLERT 2 WD STEN —EDBE,

E 7RI LHE

< E O EE RS (AE T PO e SIS S 5 2 HRREONAE) AT D
BE EEFEREE SN HBE D D \DIE A F—~ERiiE,

cBECA TV T . b L IEH INFa 1 2 AT 5 L d R ESRE L AT L
220D EA,

- HZRIBALERT 4 WIS POHFAREE RS (IVH) Z2MifT L7-f8E . b L idhifrh
DA,

BRI 15

LI —F bmg/kg # 3[H (0, 2, 6#) 5 L, RPBOSNIIEEIT 14 B
(3 8 WHIIEER G-, BERAHEKR L2 HEL 4 BHEER S 21T, WEERE» 5 62 #HH O
CDAI Z3Hiid %, £z, FETREN, EHERRIZOWTRET 2,

T EEH I H

54 WIFA 0D CDAL (M, FEMER)

Rl R EFATZE H

R H o CDAT (2R, fefiER, FHOHER) . RWHRE TOWM, CRP 2L

EES

<HBEHEHF>

FAS 8BS 2 B & g Bk 76.6% (49/64) . etk 23.4% (15/64) & BHEDE|
A<, FHERIL 830.9 5% T, 20~29 w8 43.8% (28/64) b EnoTn, T
FIREAMIE 7.9 £ T, FRANI/ B RIGT 54.7% (35/64) L& b ShoT-, 70—
RO TPITEEIZEI L CiE, 35.9% (23/64) THFUIBR%E . 12.5% (8/64) THAEMIN %
1To Tz, PERER, OFAPEEICE LTI, 5-7 2 /3 U FABREOHRRN
96.9% (62/64) CixbE <., WO TRIGSERE 62.56% (40/64) . FIERER/NVE
#132.8% (21/64) ToH -7z,

<HZhE>

54 WHOUERIT 82.5% (47/57 #]) , #&fR=E (CDAI fE2’ 150 AKii) 1% 61.4% (35/57
B) Tholm (ENRARHAED 4 BEIRERG Z2ToT2ER G &), 7ok, #5HH
FOREIC & DA R ORI LHENL L Cuen,

<gapE>

AEFRROBBR L R L OBV G E CERVWAEFLORBERIZAEN
98.4% (63/64), 89.1% (57/64) Th -7z, Fi=. S WM 5B K& 4 HMIFER S
BRI HHEFROBBRILZEFEE ThH - 72,




V. BEIcEY SER

1) AFNOAE ST L - AEITRO@EY
<= >
W, A7 VX7 (B fﬁ%fﬂiﬁx) E LT, KHE 1kg 4720 bmg % 1 MO G5 E LAl
95, HEEG%, ZL W5 L, D% SHEMOMBTHREZITY 2 &, Zol, 6 OIS
L)?’ﬁ hARANEE L 1= i &Lfria)i%iX &G MROEMENA AR THhH 5, HHEEEZHET D
ElE. KHE 1kg ét@ 10mg Z1EoOEGEEETHIENTE D, BGHIBLZEMRT IHEIX
ﬁiﬁ 1kg Y72V bmg # 1 MO G&L L, K4 BHOMBE TR T2 208 TE D,

FEMAEGKER (BN 10mg/kg #5HER) [HEBREFS : TA-650-19]

HE LS4 — 0 bmglkg 8 MRS FIC K B MEFIRIEE 2 TV IS L b LT, 5
8 W% CIIANRAANI3* 707 v — il & 21, TA-650 10mg/kg ~Hifk L 8 J[H
TG Lo a I, et R OEmBIREI. >V TRAT 5,

TV A | IEEMR - FERER SRR LR
* G LI — ROBEE2ZITTWEH 7 a— ik

ARG Y o BB RERE - SREMESIEEE PR EP A ICIE O MG ET S (2002 4F) 1
WL T a—yime ﬁéhf%é%%

< AEHED 16 A E 75 LA T CUERB RSN 0B,

< WEITTHREL 27— RO 5mg/kg 8 IR 512 L DHEFHRIEZZ T TV DIz H
MO LT, HE S ELUMNICUL FIZRT X 9727 o — I Bl 2 IER O Fsk & 1
VIRBR B (O0) ERIA IS 2R A4y LIl S - e,

HRAE - T, NS, NEERNER, EEN. BHEH L CUWEBEALD B O FHEIE D DV T
7o HERRMEEFL O HHE

EebRAERE | - IBEO®ERKZE (EUT TR ORI SIS 2 5 A DBEDRE, 5V,
ANV b X AR THREM OIER S TEAL MG T HERS T & 2 PRZERCN RS @Il T &
RVERAE) AT O RE . EIEGETE LW SN BE D L WVIEA b —vEREA,

- B 0> CDAT #Hffi B Aa H Al 4 LA D EIOREIRIE A AT L7, b L
S EREATH OB,

- B 0> CDAT #HifiBiAn H Al 4 HLANIZ e 2R R RIE A AT LI, b L
BREATH DB,

IRk 1) & H &R
wEpes (0 #) &)Zab\ T8 (EHHEMM O, 8 Mk IZH & EILHEIC
B Lo ) B B O#ERE ORE 1kg 4720 LI — K bmg

Z 1Bl L L ZE%EF'ﬂuLﬁ\jLTfﬁ‘?% STEEE U, 772 L, s R
D 16 WAL TH R OFEHEEITILY LW EI132 OB OIRBRIER 51317 b7
AR B

2) &I
1 A EHIRECE REOHE RIS LTER R 1%, BRI O0)
5 (03#) LA 8 JEMIE T 32 M F T/ &5 H O#BRE OIKE 1kg %720 L 3
r— K 10mg % 1 [mo#EHE L U, 2 FERLL B2 CRGICSEE L,

FEMLEA | EIRR GG B S B 8 %D CDAI 2 k& (jufl)
FIEHMEIEH | CDAI, CDAI 50 81 > bR, CDAI Efi#=R, CDAI Z{k#&E7/x &

FEES <HEBEER>

FAS 39 Bilic31F 2 PERNE B ME 74.4% (29/39) . #cfk 25.6% (10/39) & BIEDEE M3
B, ARl (PORE) 13 29.0 T, 20~30 RS 48.7% (19/39) & FIEE A Hd
Too FERHAR (FPOfE) 12 8.17T4ETH Y . JWEUT/NGRIGEIN 79.5% (31/39) & i
1B <, 7 u—IFEOFNED 5 BIGEIRIE 38.5% (15/39) . RZZIERAMTI 7.7% (3/39)
DIEFNHEAT ST, EVERRITRIR0 45 HlOBEY FIX. WThoOERIZB W
T FAS BEABI L IZIERECTH -T2,

<A 2hE>

AHK| 10mg/kg H5-Blth 8 % 0 CDAI A = 78 L& (FFRfl) 1X95 KA FTHY,
AFBRICB T AR EETH D 50 RA b o bEHl 72 Z LR SN, £72. AFAl
10mg/kg #5-BA 44 8 % D iEER (CDAIS0 AR » hikE) 13 69.7% (23/33 f5) . &
fig2 (CDAI 2 =17 150 Aii) 1% 39.4% (13/33 fiil) Th o7z,




V. JAEICEAd 5IER

it <gpeiE>
ARRBI B FE S T 2AER] (45 B) 12 B EWERREBLIEIX 75.6% (34/45 ) T
ofc, Fio, EERRYMER L OEGRESORIERBIREIL, T2 4.4% (2/45
#). 0% (0/45f]) TH -7,
KRN PEARALy DHIEFLE - Smglkg ¥ 5 8 % D CDAL A= 778 175 AR A > hEL B>, 4% D CDAI
a7 XVt 50 Ao 2 ML B
(7 a— R AL - FHEBMMFEEEE - 2011 4E 8 A)
1) ARIOEREN TN AL - AREROEY,
<7 m— 5>
WH, A7 VX o~7 (Erfiz) & LT, KE kg %720 smg % 1 BIOEL R E Ui
95, OlEEE%, 2, 6 WICikE L, LIk SHEMOME TR 2115 2 &, 2B, 6 HoO®ZL
DIt R8RS LB A101E, BREEBEOHME IR GMBOEHEN R TH D, REELZHMETD
AL, RE kg 4720 10mg % 1 BOEEGERETLENTE D, BEMWEEEHET 2 HA .
{AH 1kg U720 bmg # 1 FIOHEGEE L, KA 4EBOMBTRGTLZENTE D,

GE)
% 0 #E5ER [BBRES : C0168T11]”
H EBIMED 7 0 — i IBFICL I — R 1, 5, 10, 20mg/kg & HER G L2074

M BENE, IEFYE, RMENRE 2 IS 5,

HEWED 7 o — R BREIC L I 7 — R 1, 5, 10, 20mg/kg % H[A#5. L 7= B O ERIE L)

RBLONHESICBIT 2R ICET T — %2155,

RETY A | A —T T ULRER

RS BEAFIEIE CORA A0 I PR L~ L OTE B 7 v — i (CDAI220 BLL)

Ep B ERILUE < LEWR 18 D 65 B E TOIFEINE Y m— U F R

© X R ISR TR S L < IXBEEBE SR S b o

< BER 1T AFEDNIC X SRR A OISR A CHEIG OIR A OF AR Sz b D

IR E IR O AREME S e < L EASERE N 2 AT D EA L. BT 5 ONCR
BRic T2 6 o AR, WUIRBHTE AT b O

- BEEMN 6 » AL o0

E bRyt HEUE I ua—dRENER, B XU NMBICRBE SN TS HO

o SEABEME DRSS

+ 12mm OWNRSINEIE TER2VRERH DL H O

- RIIGENG A & £ O BRSBTS UIREZ T - b 0

c Ab—~EHFTIHHLD

[N OREA L 2/ — F 1mg/kg. dbmg/kg. 10mg/kg., 20mg/kg % 3 HEHLL 2T CERARPYIZ B[R]
BET 5,

TEAMEER | #E5 4 B%E I E LEFMOEES IER TS THLDICATEA R
2.5mg/day DL LR L2V | Bl EET 0 2 &<, AR Y CDAL A
70 KA > ML LizGEa2dELT5,)

EIWFETEE | CDAL, BEIZ X DEFEOFEG (VAS), IBDQ 72 &

R <HEFEER>

21 IO BFIIEFNRANT, BERN 1661, ZMEE 56 Th oz, 7 v — i
M 1.5 4FE~27.8ETH Y, FRIEIL9.0ETH -7, 1mgkg DEHEETIL CDALI ©
HILEAY 249 TH O . Mo HEIC L A~IREHEEIIE TR > 7,

<HZhE>

B 4 WA O CDAT 2% (70 ARA > FELERD) Bl¥E, 22 5/5 B, 4/5 i,
5/5 15l KON 415 1 T db - 77,

<BAeME>

BIMEFIL 88.1% (8/21 #l) 12D B, HFEV, LK, HRERE 28 TH 708,
EEZEWEMTRD ST, BEEOAEMHBEELRD b ol




V. BRICEY HIER

TE) RANOAZR SN TWDHE - AEIZkOEY,
< T m—F>
W, A7V Xv~7 GEEHE$Z) & LT, KE 1kg 472V bmg & 1 RIO&KLHE L LA
5, OEEE%, 2, 6 MIcikE L, L% SHEMOME TR 2115 2 &, 2B, 6 Ho®L
DI, ZhR2NEE8 L= a1cid, &5 REOME IR SMROEHNA i TH L, HGREZMET S
AL, AE kg 4720 10mg 2 1 00O EERETL2 N TE 5, BEMWEEEHET 2 HE T,
AH 1kg U720 bmg # 1 RO G EE L, KA 4ERBOMBTRG TN TE D,

(4) HREEAIFRER

1) BSNTEREERER -
EAE AL A 1T 8 RIS ER
<BfiY v~=F>

(BR)

FO/MAARE (MTX GtR-E5/RHER) 2

HEY A R R LY — MK UTHIERA o2 8RS v~ T BE 2R E LT, 7
FSEREHMBEIL Lz ESHRIES AV T, ACR 54 20%DL FikE4 5= 2 L
T, A B PP — MEHTICBT 5 TA-650 O 7 T & R4 5 B 2 Mk
35,

BT A Lk tE, WAL, 7T BRI, CEEMR, WATRER iGAER

x5 MR Y v~FBE

T AU BV U~TFEe (ACR) 22MrkdE (1987 fFUGT) ITHEL Tz, 6 #
AL ERERIEDN 8 2 B T, IROFEHEZ T2 6 0D,
O 4 20 7L b 75 A
@A b LFY— MG CREAT 3 » AT 2 L RSS2 2 &7 < D
XRERAT 4 BWEIE 6mg/HLL EO—ERIZTHRE) IZbh0bbd ., LT OEH)
LB A YO
1%9m GBI £ 72 13ER) PO : 6 B L
2. NENRBIEI % - 6 BIGILL B
3.HIO ZHIXVFEH - 45 3L k. ESR : 28mm/h UL k. CRP : 2.0mg/dL LA
ED5H 2B 22T

ARG AL UE o RS BMEREE Y v~
BHEEEL D 6 » HLLERGIC, 7 AU B Y Uv~TF 55 (ACR) W% (1987
W) (CHD B SN BFHE,

< AR 20 I LA R 75 R CURERE U RE)

- PREBIRENME
AN ML FY— NEE CREkAT 3 o AR, 2RI EIREEFT B Z 27, »
OXGRAT 4 WML, 6mg/MHLL EO—ERICTHRE) IZ2bhb T, IROIHE
HZ&d7- L,
< N GEENVE £ 7203E9) RIS : 6 BIEILL B (68 PUET [ D REAlixt

B o9 )

- IEAREAHEI K : 6 BAELLE (66 BAET [MEIROFHEXTRBEL] 05 b)
SHICRD D B LY 2THB L R AT B,
< Bl ZoIX 0 EER ;45 3Ll R
« ESR : 28mm/h L
+ CRP : 2.0mg/dL L\ E
72720, N TEAEET, BAEE SN 21T > T A 85EE0E, Rl SE8Ei 5

Fr<,
E7RbRAN L UE - Steinbrocker HEHE 2 EE 45 ¥E AN ClassIV DB,

- BfEREZATOMOBER (&5 T~ h—F A, TSP
JE. ZBIMERS - E RS, FEEITES REENRE, IREMER ARG, VU~
FEIRE) AL TVWARE = — 7 LV IEERAE S L TV AIEEI1%E
RATHE)




V. AEICEAd HIER

BNz St

- TRIRHRA
« DMARD & 2\ 3 seg il (A b b LSt — hEa))
< BERET 4 BB LINIC, BEEZIT TV EE,
< BB B R E A (S
LRgkAT 4 LIS, BIFIN. BN, EIRN S 2 WO IS 5 2 52 1)
TV B,
< BB RE AR CH] (BROA - AR
BERAT 4 BLINIC, 10mg/H (L F=Yu ) 2BR 58085 %
ZITTWHEE, HHVITHE - HEZAET L W5 EE, (10mg/HELTF
DO—EEIZTEEZZIT TV DH5ETER)
< ERT E A RRMEETEA] GROA - AH))
HeeRaT 4 BRDWNIZ, AL - HEEZET L W HIEHE,
< BERREF] (VT Iy, aA 3Ry )
HeeRaT 4 BRDWNIZ, AL - HEEZET L W HIEHE,

AR5

B AR B ), TEEMRIBICEY., VI —F 3mgkg (4941)) F7-
WX, 7R @TH) EAREENE (QBERLIE) 2k 3\ (PR, 2%, 6
) &E L7, A ML — M2 RERS 14 HH £ T 6émg/HALL Eo—
EEICTHEHA L,

* R THLEAIE, 1 HEMEBEAM T 8mg £ TET 5,

TR A

ACR JE¥E 20% LA Bl (14 )

<BHEY >

R TIEEME 21.8%, &M 78.2% & LMD 132 < | Fhiiak & LTI 40 %
PLED 93.9% TH v, HERE D EmEEN LD > 7o, ZiE—r 7218 B
Vo< TFHBEDOSHEITIE—ET D, Steinbrocker D fFES|“FHTEENINE T,
Stagelll 23 37.4% & e b2 < . HEEEATEENE: Tl Class T 28 67.3% & £ o7,
1F & A EDOIEE TIAIBEM T ORI (B EKE  p<0.15) X780 Hiv/ed
ST, B, RYHEREO ONHEAE, KRR (ol &S o
p=0.003). [HAIFEIE GERAT oA FRMEEEIHEAD 1 (X2HE : p=0.016) 2\H
ST, TRTAREEPEA T a4 R AMERERAIGESH, o, “AFlo)] (X2 %
iE 1 p=0.486) TIIARBIBNIRD LNz oTo, RBEIFERD HILTZHEHE IZDW
TIEHEEIC L D EITo T2,

<AH >

14 ##% D ACR HHE 20% L) FERIZT T REED 23.4% (11/47 f5)) (2% L
T, 3mg/kg #£ 61.2% (30/49 ) 3 L 10mg/kg #f 52.9% (27/51 ) TH
D, ENENOBETHEEDNRD bV, i, HEMHEBEMEIERED b -T2

PIEFEE S 14 W% (Ffk) O ACR U 20% L1 Eik R

ACR =t 20% VL F ik #
FEHIHE . ) e
wiwey | | A | PO0F
75w AR 36 11 47 23.4
3mg/kg B 19 30 49 61.2
10mg/kg Bf 24 27 51 52.9
0 AT v 7 BlsshT
# v Xk
%f b p & HEE AR A A
FIPE— 7T AR 0.000 4.362 1.992 9.550
10mg/kg # —3mg/kg £ |  0.404 0.713 0.322 1.578
7T R R B v X
FEHIRE 95%15 X[
HEEE A il
3mg/kg Hf 5.167 2.129 12.541
10mg/kg Bf 3.682 1.541 8.795




V. BEICEY SEE

>
WAl 5 14 H% F TITRELLZRIER (B OG5 E T & e WREMEER) 538
FBIXENENT T EARRE51% (24/47 #1) . 3mglkg # 9% (24/49 f5) . 10mg/kg
BE51% (26/5141) THY ., AEMICHEEIIRD bRl

TE) AR OEKZRENTWD HE - HEIIRO®

<PV v~F >
WE, A7) XD (BEFHMZ) & LT, (KE 1kg %720 3mg & 1 RIOKRE&EE L
WEET 2, PIEEG%, 28, 6 BICHE L, U\?ﬁ SEMIDORIB TR EZ1TH 2 &, 72¥. 6
WORH- LIt SRR AT R RE L= HEicid, %5 B0 B E0F 5/ o EiE A fl
RBThod, ZhHOEERED! E@&ﬁf’%ﬁ@?ﬂﬂﬁ iﬁxfﬁkhﬁ’] 2479, 1 EIOKE 1kg [ D
TQ%‘LE@LKE i, SEM MR THIL 10mg, FEEIE % 8N L7256 ThniE émg L35,
Fio. REOEEMRIT 4B ET 5, AFIE. A R R Ld— MR X HERICOEA LT
HAnsnZ e,

FEMARAR (MTX AT —T I RLER) 2

HiY AR bt — MO U TR0 R8I Y v~ FEEZNRE LT, 7

TR BRI L L *ﬁtti)&%ﬁ%ﬁ BlEfrE A —7 0 T VU TR E AT
W, A b R LFY— R TICBT D TA-650 EHEGOAMER X OVRet %
BEtd 5,

BT YA Sk IeF, A —7 0 T ~ULRER

PSS [EI NS I/IA AR RAER (—EERILEGAEY) 2BV T, 0, 2, 6 A ICHRG 21T

VN, 1408 B OFHlfiASE T L7BMERE ) U~ FEE

E 7 B G L UE THEHBEREEGARICBWT, 0, 2, 6 BICHEREZITV., 148 H O T L

T,

2L, PUIELERO S B, 0, 20 6 B EICEKEEIT 7225, 10 8 H OFFEA
T LIz T B2 AR+ (2, 6, 10 BICH T 2980 6 & OVEREY
HIBOFHIAS, BGRTL D REDH D iﬁﬂsbfb\éfm) EEZONTEBED
XRAREL T D,

7R RO HEHE - CEEMREGER 14 B H & 5 VT IR B RERE TORIC, Nl Al -

A s A DAY Y E

« DMARD & 2\ e fmfilFl (A ~ b vt — MEa])

s RIBREFRVE A GEEAD

- BAfiZ

o IFEAS RS

- SRR

T TTFU
c CHEEREEEAER 14 B H A5 WIT IR S B E TORIC, FTRRoEH o
&5§ﬁ\:i%ﬁm&ﬁ%%ﬁﬁ®~ﬁi%%21wéﬁﬁo

c ARMPFLEFH—]

- BB EERNAE AL (RROA - ALAD

 IFERAT u A RAMERERA (ROA - 24eH50)

CIEREIE] (T VT I, mA TRy Y)
. JERYYE - HT®Wmﬁ# ‘éhfbé%%

s EEOKYYE (FF% BERERRE)

-Hﬁﬁﬁmﬁ(mﬁﬁr %4F%ﬁD?4WX@%E\ﬁU:%%\74

anRy T Y 7 NEGYER L)

. REEZ

« N LRI 3T 5 e

o AEPERYYE (B R BIEYYIE . R SHEIRIE 2 £F 5 12 E RV SR IEYE 8%

Bl & e &)

- HIV &YiE

PRk L' — R 3mgkg (4561 % 03, 8, 16, mﬁ@4@&ﬁbtoxb

h LS — R X 36 B & C L EHERILEGRBRER O —E R FICTHHT 2
Ek lm%mmm%ﬁﬁ%@mﬁﬁﬁﬁ@14ﬂum m@&ﬁéﬁoto
CHEETLEAIL. 1T EBEMN T 8mg $TET 5,




V. JAEICEAd 5IER

EHEHIGIE H DUFOIEBIZOWT, &4 OBILZER A (03, 43, 8, 123, 16, 20,
24 ¥, 283, 32, 363H) TOFMMLEIT S,
(1) ACR HE:#E 20% LA ek (2) ACR H:YE 50% DL ks (3) & Bk
(4) fEIRRIHEIZL  (5) CRP

TR <HBEEE>

BEITIEBEM: 21.8%., &l 78.7% L PO %< ENTHEIN TN D E
PEBEER Y v~ FBEOB L (1:4) LERETH -T2, FRIHFEERIT 553 ThH
V. 40 5% 2A B8 92.9% Th -7z, FHRET 52.6kg TH V| 50kg LL I 60kg &
TS 48.0% & fx b, %) o 7=, Steinbrocker O HEENETIX, Stagelll 23
37.0% &b < HERENTEENE Tl Class 128 65.4% & £ho 72,

<A hE>
5B 4 #121% ACR JEYE 20% UL it #R2N 60% LA B2 0 . =Dt 36
F T AT L AL DI T 50% UL E ot ER NS HER S iz,

ACR J:HE 20%L) bR

DBT 77 &R HE DBT3mg/kg 7 DBT10mg/kg ¥
Bl | | % | B | dE | % | PR Yo | %
DBT 23# | 41 5 | 122 | 45 17 | 37.8 | 41 12 | 29.3
DBT 6 i 41 9 | 220 | 45 | 29 | 64.4 | 41 20 | 48.8
DBT10 | 41 15 | 366 | 45 | 31 | 689 | 41 22 | 53.7
DBT14 | 41 1 | 268 | 45 | 27 | 60.0 | 41 23 | 56.1
EH 0] 41 8 195 | 45 | 21 | 46.7 | 41 20 | 48.8
FH 4 41 26 | 63.4 | 45 | 32 | 71.1| 41 25 | 61.0
R 8] 41 19 | 46.3 | 45 | 28 | 622 | 41 20 | 48.8
E#128| 41 25 | 61.0 | 45 | 27 | 60.0 | 41 23 | 56.1
EH#16| 41 21 | 51.2 | 45 | 27 | 60.0 | 41 21 | 51.2
EM20H| 41 21 | 512 | 45 | 28 | 622 | 41 24 | 58.5
EWio4H| 41 25 | 61.0 | 45 | 27 | 60.0 | 41 24 | 58.5
FEHI28 | 41 22 | 53.7 | 45 | 31 | 68.9 | 41 25 | 61.0
FEH32| 41 22 | 53.7 | 45 | 24 | 53.3 | 41 24 | 58.5
£ 361 41 19 | 46.3 | 45 21 | 46.7 | 41 21 | 51.2

A EIEEEGE EEEE

<ZZAeME>

BITER (BIEPEO&5E T E R WBEFHIER) FEBRIT, 24T 61% (78/129 Bi)

Thot, & %ﬁ%ﬁlﬂﬁqﬂ RO LT RWEH CTRBLEDO R o T2 b DI, FEED 21
Bl (16%) . FEE 2 18 (14%). BWk2s 16 1 (12%). MR 9%l (7%) TH
>77, ZK*IQ%EP RO OLNTEWEH D% < 1T, M EERRBR (EWNEE D/
AR PR LN FEREFAKTH T,

FIAAER (BEHAR. FER+IETHR) »

HAY AN RMUFH—F MTX) CTRRATHRME) v~ TFRELIGIC, VIT—
K4 00, 2, 682 3mg/kg #5-L, 14 72> 513 3mg/kg, 6mg/kg,
10mg/kg DWWz 8 HFE T 46 M £ TR L AO L I 7 — RoOFHME
LANE R OSSR REIZ D W TR R %

REBT YA v | ShEskILE, EER, WATRER L EGAER

PSS T AU AV UvTFFEE (ACR) Wikt (1987 FFikiT) (CHEL CTRolr &4,

WL EDO A R K Vﬂe# MEHIZH o 5T R A+S \fotF'aé’E'ﬁJ r??%%%‘

334 B (BIFHIEL - 314 B, FWERHERT %612 (FAS) : L 2 &7 — K 3mg/kg fk
G GRE 99 5], L I A — F 6mg/kg HIEFERE 104 6], L 24— R 10mg/kg
B ERE 104 ], ZZEVERTMT G515 - 327 1], SRWyEhREfEAT S5 - 323 H)




V. BRICEEY HIER

e G e

C RPGER B v~
ACR ZWrk#e (1987 FikiT) 1K SERZWrancns B3,
© A 20 B LA R TH LA T CURERE EUSRE)
- ERIRENME
MTX #45- CEgkan 12 BT 2 WL ERSET 2 2 L7 < 2%k 8kAT 4 1
M 6mg/lH L. EO—FE&IZTHE) I 6T, IROIHZWIZ L,
< EE GESEDR UTTIR) BRI : AmATnix 4 68 BARH 6 BAfLL L1
- JEARRAISL - MEARALAN <122 66 BAfiT 6 BAfILL Ei+t
E D) N TRIETE R, P E ST 21T > TV D551, xS g
HER<,
S HIT, BEk 2 HE LN O BT O TR O W AUl 72 7 B,
« ESR : 28mm/h VA E
« CRP : 2.0mg/dL VL |k

ERA T4 S

- Steinbrocker H§AEEZEE 435H)S Class IV OB,

- BEERZ AT HIMOBER (8ol T~ h—F A, TSP L
SE, IS - ISR, RIS REERIIRE, IRGERE SR, Vo~
FEEE) AL TCWAERE (= — 2 L IEEREO SRR EYEICRZ Y L
720N,

BT 5

=y

TA-650 A —7"> %7/ (3mglkg) % 310l (0, 2, 6#) &5 L7=%, 10#
FHIAE TS, BREITIC KX U 3mg/kg BE. 6mg/kg B, 10mg/kg BEOWTIU
WZEIH, ZEERTC 14D 8 MR T 46 M E TR T 5, MERG D
54 W OB NMEZ ACR EELFEIC L VT 5, F/o, IR TLetk, EYE)
RBIZOWTHRFTT 5,

T ZEH I H

54 % OEfE . ACR X2 (ACR-N) th¥

R RREATZE H

Disease Activity Scores (DAS) 28. BAHi X #iiFfi (modified Sharp 2= 7).
HAQ a7 72 &

<HBEEE>

F RN HEFRAT SRR BN I DR M 17.6% (54/307) . ZctE 82.4% (253/307)
L EDEIE I E L L Al CESE+SD) 1% 49.6+12.0 5% T, 40 #L2L B2 77.2%
2 EO TR PEREN»SEEREBN LT, ZTHIE R v~ F B
FOSHEIFTE BT 5, WP (FJefl) (X 5.8 45T, Steinbrocker MYl
YA TIE. Stagell 78 35.8% (110/307) . HEAREFESE 4548 Tl Class IT A3

73.3% (225/307) LicbEh ol IBBRIEOE L %% T 724173 MTX %0t
L. O H0&EERE CEHfEESD) 11 7.8+1.8mg/# CThH -7, MTX LIStD
DMARDs f}ffA=£1% 30.9% (95/307), A7 14 ROFAFIZ 68.4% (210/307)
NSAIDs ffH#1% 88.3% (271/307), IERRAIDFHHRIT 49.2% (151/307) THh
-7,

BB O E LAY (A EAKYE : p<0.15) 2RO LN-HEAIT MEE] (—
TEELE AT, p=0.055), [ AN LBIffi@E i, BIfiE e (X2 ME.,
p=0.145) . THUREEZIROFHFE] (X2 #ME, p=0.020) Th-olz, TNLSOIH
TR GREM O A0 A B e R BBNTERD o T,

<HWME>

CHIRIC L AR

54 % D ACR-N ek (CFH#E+=SD) X 3mg/kg # (99 #1) 51.3+£32.1, 6mg/
kg # (104 i) 53.8434.4, 10mg/kg #f (104 i) 58.3%31.3 TH V. 10mg/kg
B Cld 3mglkg BEITX L CHEENRD bz (p=0.024), 10 H#%IZ ACR &
e 20% LA M2 - S pdn o - BB D 54 %% D ACR i 20% LA il
3mg/kg B 5 37.5% (9/24 #]) . 6mg/kg #% 5 61.5% (16/26 i), 10mg/kg $5-
61.5% (16/26 1) Th o7,

F7-. 54 % D EULAR eE & HEIL, Smg/kg BTl 78.8%. 6mg/kg FETIE
83.7%. 10mg/kg #ETlX 90.4% TH%) (Good + Moderate response) Th -7z




V. AEICEAd HIER

ol 2B 54 # > ACR-N th#
3mg/kg #E | 6mg/kg # | 10mg/kg B W R
#ildK 99 104 104 208
EHME+SD | 51.3+£32.1 | 53.8+34.4 | 58.3+£31.3 | 56.1+32.9
e 56.3 60.4 63.4 62.3
Q1, Q3 25.6,75.0 | 23.2,845 | 375,857 | 29.0,85.6
I/ ME, ki | 0.0, 100.0 | 0.0,100.0 | 0.0,100.0 | 0.0, 100.0

54 > ACR-N #2815 % 3mg/kg B & 10mg/kg #E D Lk

- LSmean (ZES < ZDOHEE

[EL —

P AHEEME | SE | 95%(E KR
3mg/kg BEIZxHT 5 N
10me/kg B 0.024 8.7 3.8 1.1~16.2

kR GREARERK, 10 D ACR-N gz 348 & & L7 3y 8T

- I OREERVRE OB 1k

Rfi e 2 TR OVE D X #E A =27 (Sharp Score) TR L7ofE 5. AHI
G0 1o A 27 28{k1% 3mg/kg B 0.00, 6mg/kg i 0.48, 10mg/kg £ 0.00
(WFRn b kfE) Thotz,

< LAk >

THEHEREHH (14~54 ) O, EELAEEFRZOEEEIL 3mgkeg BFETIE 7.1%
6meg/kg FETIE 4.8%. 10mg/kg BETIE 8.7% CTh Y, HBEICLDIEENAEES
DHINTFED Bhie oz,

(B4
B4 (ATTRACT*) REE (MTX - EEHRRER) 272
0 MTX (4 bR L34— 8) CHRA DR Y &~ T8 & RIS, MTX 0

FHTF T, V7= Fa&E LIERROAMME (30 R OEREENR, 54 1R DB
it ORI 102 IO S RBERERE E Do) Kk Otk L4 2

REBRT YA v | BhiRIERE, BERE. 77 RN, CEHER, LR

PoEd BAEH Y O~ TR 428 ] (B HIE. AR S8, 22 PR S 014k
K OSSR BN RE AR I 22K © L 2 77— I 3mglkg S M HEESG I, LI/ — K
3mg/kg 4 HHGHE 86 ], L X — K 10mg/kg 8 M&FELHHE 87T HI, LI — K
10mg/kg 4 W EHE 81 i, 77 BRI GHE 88 #4l,)
TAU BV U=TFe (ACR) WA (1987 4FILET) ICHEL TRl 4L, 6
» HUL RN 2 BT, ORI T 10,
O 18 kLA £ 75 LT
@A bbLFY— &L (A7) —=27qi 8 » A% 2 BRI EKREST D2 &
72 MOARYZ Y —= U 7T 4 BRI 12.5mgl AL Eo—ERBIZTRE) 12
Lo, ULTFORENEEZRT L0,
1.9&% GEBYE £ 7 1319%) B : 6 » Afbl &
2. NENRBIEL : 6 » ATl |k
3. 8D Z XV KR ;45 3Ll B ESR : 28mm/h LA L, CRP : 20mg/dL LA
o5 6 2EA ENZT
A TO MTX DR G- #iL 16mg/if

EEVAS RS 0 T AU B Y T (ACR) GIZWIENE (1987 4F) 1) 12~ T2l
NI ERE ) v~F8E, A7V —=" 7016 » HU LRBERERH 5 b0
c A7 Y —= U JREROBEGANS, IHREETH DL L O
MENRBEEREL - 6 » FTL
RSB ERER - 6 4 FTA
KOO 3THEH 2HE 2723 H 0
o ZoIEY 45 50k
ESR : 28mm/h UL |k
CRP : 20mg/L VL I




V. BRICEEY HIER

T 7pbRo

W, R, =2 b U — 1R TAEELINICEREZ TEL TS H O

CAFEAE FTIFIRETLE D . HDOWVITHERFOREBTEL T ST R TER
AN

- P E E RAE T RGO RIEIEREZ AT 260 (T4 206, b L e
B Y O~ TF LDV U= FIERD B H H D)

AR5

L2 7 — K 3mg/kg 8 IR, 3mg/ke 4 MG, 10mg/kg 8 ERMIFE. 10mg/kg 4
HERR, £33 7 7R 2 a0 QELLE) 12XV 54\ ETEE L,

Z D%, B IZFEZ G LI BE 240 HmLifﬁg%ﬁMLtoMﬂ(

FBRAT LV — @R G SN T2 HM) % 12.5mg/ilE* 2L Eo— W THRA
L7,

SMAHRTD MTX O A% 5 &% 16mg/il

TR A

30 1% > ACR J51E 20% 455, 54 i # ¢ vdH modified Sharp 2 =7, 102
H%DO HAQ 227

BIKEFAIT A

ACR %4 20% - 50% - 70% D 45chE=R, ACR REHEOHEKRIAH 72 &

<@BEER>

428 B> 5 HACPED 332 ] (77.6%) . i 19 5% 5 80 sk (WP ILE 53.5 5%)
ThHO., AFEIEZ. AAN 389 (90.9%). EAN22F (5.1%). TYT AN 3
B (0.7%) M OTOMAM 14 1 (3.3%) ThH o7z, KHEIL 39.6kg 75 158.6kg
(Wi 72.0kg) T o7z, FEGHEOMICHF EHRAEEITRD Dol
RA ORSRIAMIL 0.56~49.9 4 (hfif 8.4 4) Tho7o, HIHMAM 3 ELIND
FLH RA BB HUTR 1/ (82 1) T 7o, 55%LL L E I3 FE 7 B i £ %
?waéf%z%—ym&@z%~VW@%%f@oto%aM@ﬁWm%%
P 43 4H ClassIC 3 FE S AL, il OEF & AERFHIR SN A RECTH - 72,
&W%@$%i)vv%l%%ﬁf%otoﬁ# YOBE (43.5%) (XBEEISME
Waa L,

ACR EMEOKIHE (R, MRS, B&EICK DIWAOME, B&E &
OERC L 5 2%, HAQ, CRP), ESR. #lo ZHiE v, SF-36(QOL) 125
W, BEFEORICH G A2 BT bk holz,

<HME>

« ACR 7 20% LA Rk

54 1 FE TP ACR I 20% DL FUGERORRHER & XIR Uiz, ARG
W, 5 2 BITESHITIEIRSENR O Hiv, T OSERIT 54 Fﬁlifﬁ
fil7z, F7=. 54 %D ACR FEHE 20% L) EERIZ T 7B AREE 17% (15/88
) 12xt L. 3mg/keg 8 #MREIRE. 3mg/kg 4 NG, 10mg/kg 8 HEIME. 10mg/kg
4 EFBRREOUERIL, T 42% (36/86 #) . 48% (41/86 #1) ., 59% (51/87
B, 59% (48/81 %) TH YV, 2 TOHTHEAEDED BN,

70

60

50

40

ACRELHE20%LL L ER (%)
w
o

2 6 10 14 18 22 26 30 34 38 42 46 50 54 (@)

—— 7T uRIE5E ——3mg/ke8 BEIX 5B
——3mg/kgd BERGH —— 10mg/ke8 BEIX5H
—— 10mg/kgd BB 5 &

HETOERTOMEFCIITS ACR HHE 20% UL _Eik#ER




V. JAEICEAd 5IER

- BHE A R B 1 2h

Van der Heijde % ZHWTHE (FLOE) O XHBEAa 7 2HEL, B
MO B4 HETOXMA T EA T H 2 LT K- T, BIfifldE MR k-
R R U7, BB R ON 54 B T X AEEA L 72 BB 26 B DU o X $rA
a7 DEERITR LT,

X A 2 7 AL OFEIE, 77 2 AR 6.95 1% L, 3mg/kg 8 #RIKE., 3mg/kg
4 FEIFE,. 10mg/kg 8 FMIME. 10mg/ke 4 WML ZH T 1.29, 1.63,
0.16, -0.71 TH Y, ECTORETHEENED B,

AERET2 S 54 W E TOPIRLD X A =7 DAL,
LIF—F

HAHE 77ER 3mg/kg | 3mg/kg | 10mg/kg | 10mg/kg -
S HMIE | 4 HREG | 8EMEME | 4 HERE !
BFE 88 86 86 87 81 340
ATk 64 71 71 77 66 285
6.95 1.29 1.63 0.16 -0.71 0.61
MEYAE =
i +SD +10.30 +6.02 +8.48 +3.16 +3.83 +5.86
H(E 4.00 0.50 0.09 0.50 -0.50 0.00
o giﬁ R — < 0.001 | <0.001 | <0.001 | <0.001 | <0.001
K7 Z7ER) ’ : ’ : :

FRBRET22 6 54 W E TOWRLD XA a7 OZEAr (FRREEIR U S HE )

LIs—F
HAIRE 77ER 3mg/kg | 3mg/kg | 10mg/kg | 10mg/kg 21
S MG | 4 WK | 8 MR | 4 HE 8
BEK 88 86 86 87 81 340
A% 64 71 71 77 66 285
R IR S 7 L
(Noresponders) | 50 (78%) | 36 (51%) | 35 (49%) | 29 (38%) | 22 (33%) |122 (43%)
5%
o 7.2 1.1 2.57 0.24 0.74 1.25
ML fE =
PMEESD | j0ng | 4470 | +1074 | +3.38 | +3.19 | +6.64
BN 4.02 0.54 0.5 0 0.31 0.50
(iﬁl")?@@ ) — < 0.001 | < 0.001 | <0.001 | 0.002 | < 0.001
RIS By V)
fﬁiﬁfﬁ;% 14 (22%) | 35 (49%) | 36 (51%) | 48 (62%) | 44 (67%) {163 (57%)
o 6.04 1.48 0.73 0.11 -1.44 0.12
RE
PEMEESD | Cges | w790 | +547 | 378 | +396 | +518
BN 1.96 -0.50 -0.05 0.65 -0.96 0.00
(iﬁl")?@@ ) — 0.017 0.009 0.006 | < 0.001 | 0.002

% OBIZ KO 54 BIZ X BRASEHIN S AVIHE R D A% G e
QRIS #EE] (Responders) & 1% 54 FHFS1C ACR FEYE 20% LA #2338 &
I IEE & R

< LAk >

54 HE TIZRRD LAVZRWERRERIL, 77 BRRE 44% (38/86 #) 12Xl L.

AFIBEGRETIE 64% (219/342 ) TH O AEAENRO LN, L, HER
BIWER OFERIT, 7T B REE 4.7% (4/86 15) 1256 L, AAIBEGHET 3.8% (13/342
i) THYH, FEETRD N7,




V. BEICEYSEE

54 F CTIZFR O b N RITER B L O EE R RITEH S BLER
LI —F
HFARE 77uR 3mg/kg 3mg/kg | 10mg/kg | 10mg/kg =
SN | 4 WMk | 8k | 4 WK !
BEK 86 88 86 87 81 342
)T A =T
o GH) 49.9 51.6 53.7 54.1 54.0 53.3
1 2Ll EoRIfE
FAEERD b | 38(44%) | 55(63%) | 53(62%) | 56(64%) | 55(68%) | 219(64%)
B% (%)
p fi 0.017
120 FoEE
REWERARRD | 4(6%) 1(1%) 6(7%) 1(1%) 5(6%) 13(4%)
LBk (%)
p fE 0.145

* Anti-TNF Trial in Rheumatoid Arthritis with Concomitant Therapy

XA

iff?ﬁéo

BiFA AR MLE— ORI TOARHET

@ 6mghl T, WIS % L X3 Sme/iA

1) AFNOAR S TN L - HEIZRO®ED
<HEY v~F>
WE, A7) Xr~T (Erflz) LT, Wﬁﬂgét@3mg%l@@&§gkb

RIFET 5, #EEEG#%, 28,
5. 6 HOELELIE,
a3 rBETdH 2, ;h%@ﬁi‘?g@iﬁg%&ﬁlﬁﬁm@@ﬂh TEFEITAT 5, 1 RIOKTE 1kg
Bz oG aEo R, 8 B OB THIE 10mg, #5-MbEZ 8 L 5HE
6mg & 95, £/,

6 ITH G L, u?’ﬁ 8@?30)??%'(%25%??9 NP AN
BNRAA 3 AT IRANEGS L 72581013, REEOH '?D?QEJLF'HEJB%@%E
Thhix
REOHRGHRRIT 48 ET5, AT A B hrdd—FRANCLD

WIRICHEH L THWS Z &,

< W HE >
(Em)

Eﬁﬂﬂ*ﬁ#ﬁ%ﬁﬂ@%ﬁ%ﬁ -%&%ﬁ?&fiéfﬁﬁ

HiY

A ZRIT, ARNERHETEIE 2 PAST 227
[l peppAY: -7 E1 e %*ﬁ%ﬁ L7z, PFETLReEmkUEY

T PERCRE R K OVCREME BA i 2%
kbfv r—RO7 7 &R
WL AT %,

RERT YA v

Sl e, MAER L, 7T vA R, CHEER, WATHER R

PSS

BB E T IR L b D S MR R OREREE B 28 BB 54 1] (1
1%, B ROPERTAR R B, 22 Ve R T S0 5k J ONSE B RE AR AT ol S 15114k
L 3 & — K bmg/kg ¥ 55 35 5. 7T v AR EEE 19 #,)

(PASI A =278 12 VL, D> ORFEHEFEIZ R 2 R R 2 OFF BImAE A 10% LA
)

TR UE

FRAEAFRER
FEDS 6 » ALL LR S REEORSZ = H 3 Hiftds BAMEREFET 5
BEEED),
- BRERRED JR T O B2 O¥p BLELTH Y BSA @ 10%LL | Th % BH,
« BRERIFD PASI A2 7N 12 LA ETH B HEAE,
ORI U C R IIE Uk A B B A,
- 4EH 16 L L (FIEHUSH)

Hkifoe fe G-kl

RFEANERER O 2 5 14 MR FHMAS TIRFICLUT 27z L, 2 OARIEBRO 2N FE

LIciBH & T 5,

- BRERIRRERIC IV T 3 I DVREREER G- X O 14 B £ TOFMEZ 78 7 L. fkfes
HamB Lo BA,

- MRREAVERER O 5 10 W £ TOFHmANGEE L 72 B,




V. JAEICEAd 5IBR

e bRob A YE

FRRERIRAER

- WCREMERLEOIE, THIRECRE, R MR oo B,

- AR (BT r vy h—, AT AMEFHIXILY F U LB LY
BRUCHRE 2 JE L 72 AT OB 2 RO T2 B3,

© FLREDRHAMNC SR % & 7o 9 RTRENED & 2 M OIEEMED B AR (FZ. 7 b
U MRS RE) UTSERIE (IBTE, BEME. v v 2 ) 268358
Ho T, REESFOARIAMLE T 5,

L TRE SN

R (01R) ERIAHRERBNIC BT 2 et (EESAERSS) 1D
kR G- BR A~ DB NNT Y T2 &I L7z 83,

C BERREBEAOFL TV 28HE [EELFORIEMOEBESEAEL T S
TL—=R3&5HFIITDH],

« BHBRMAD DRSS 6 n At E TRET 5 2 L ICAED bR W BIERAE
TSR W HE 72 MR IR

- HERT ., BRI, IR L TV D REME D & D AR,

BT 5

EEFRE - JERRIEIE 48, AR 2 B IE (washout) L7zfk, L=
= RERIITT7EREZUTO®EY 5 LT,

L 27— I bmg/kg #&5-Hf

L2 47— K bmglkg # 0, 2. 6. 14, 22, 30, 38, 46, 54, 62 W2 SHE
L7, (16, 18#HIZ7T TR Z#G)
77w R

7T RE0, 2, 6, 14BICEE%, LI — N b5mgkg & 16, 18, 22, 30
38, 46, 54, 62 I AHEEL,

TR E A

10 3% PASI A 27 75% iR

Rl RRFAT ZE B

10 % D PAST A =17 90% U3, HERPRIEM D PASI 2 27 T5%UGER,
DLQI 2 =27 o2&k, JNEfEO U/ &

S

<HBEFYFE>
2K 54 FNZF T DYERI OS54 IL BN 66.7% (36/54) . Zoth: 33.3% (18/54) L F
PEOEIGNE L, i CEAEESD) 13 45.6+:12.7 % CThH o7, KE (CFEHE
+SD) 1% 68.9+11.9kg, BMI (F¥fE+SD) i% 25.1+4.0kg/m? Th-71z,
ERMOZORFEIE [PoefE, (Ql. Q3)] X104 (6.8, 20.5) FEThHh-oT-,
Fio, EEHCKIT DIRRIEICE LTl 2 RIEOIBRRERE 1L 94.4% (51/54)
Thy, 205 bv 7 r AR OIRFREREIL 61.1% (33/64) Tho7z,
BFRIEDTRFRRRE 1L 66.7% (36/54) C. JRFHRRIEDIRIFERERE X 100.0% (54/54)
ThHoT,
<HuE>
FRAEAI SR
10 % D PASI 2 27 7T5%ckEHRI1T, 77 BAREE0.0% (0/19 #) (oxf LT, A&
FIEGHE 68.6% (24/354) TH VY, HEENRD LN (p<0.001),

10 D PASI A =27 75%ik#R (FAS)

e I R OHEE
AFERE | TR -

p fE* SHEEME | 95%(EHEIX M
68.6% (24/35) | 0.0% (0/19) <0.001 113.59 14.12~00

fikfse i -2

AR HRED PASI A 27 T5%H0E L, MEEAIRERD 10 B KO 14 BIXZ 2
1 75.0% (24/32) KN 78.1% (25/32) %/xLic, AgEO 28 (16 %) ~
48 (62 #1%) 1%66.7% (20/30) ~86.7% (26/30) THEB L., 52 ¥ (66
%) b 82.1% (23/28) Th o7 b, PASI A 27 75% SR ITMALATFRER
10 WA 5 66 Wk £ THERF L7z, 7236, ®AEITHBWV TS 75.0% (24/32) LI1FE
[ TH o7,




V. BEICEYSEE

FEE S PASI 2 217 75%0 kR
PN ScR 7T e AR ARH B G
23 3.1% (1/32) 0.0% (0/15)
TR 6@ 50.0% (16/32) 0.0% (0/15)
10 i 75.0% (24/32) 0.0% (0/15)
14 i 78.1% (25/32) 13.3% (2/15)
23 81.3% (26/32) 13.3% (2/15)
43 77.4% (24/31) 26.7% (4/15)
8 il 77.4% (24/31) 50.0% (7/14)
12 77.4% (24/31) 66.7% (10/15)
16 80.0% (24/30) 92.3% (12/13)
20 # 86.7% (26/30) 84.6% (11/13)
24 ¥ 73.8% (22/30) 84.6% (11/13)
Mg Gkl | 28 76.7% (23/30) 84.6% (11/13)
32 1 66.7% (20/30) 84.6% (11/13)
36 il 79.3% (23/29) 92.3% (12/13)
40 i 75.9% (22/29) 84.6% (11/13)
44 ¥ 79.3% (23/29) 76.9% (10/13)
48 i 78.6% (22/28) 84.6% (11/13)
52 18 82.1% (23/28) 75.0% (9/12)
A& 75.0% (24/32) 73.3% (11/15)
<Ak >
AENIFGIEF AR OAFFL, AIEH., EERAFEFROBBEL, #nth
97.9% (46/47 f) . 87.2% (41/47 i), 10.6% (5/47 ffl) Th-oiz, Fi=, &
YYiE . Infusion reaction MFILRIL, TN EI 72.3% (34/47 ), 8.5% (4/47
) Thofo, YWED 5 6, BEIERBYEDR BT 2.1% (1/47 ) Th-o7-
(Hz i RE BN FR BB RFEERL - 2010 42 1 H)
B
F O (IMPACT*) {E& 4%
B (Year 1 (50 £ 7T)) A72< &b 1AILLEOHY v~F3 (DMARDs) THhH
+“R@@mwﬁmﬁﬁ%% BEZXZIC, ACR AEHE 20% 5% VT 16
BIAHLIr— L@ﬁﬂ@%77tf&%@@ﬁ#éo
g@wz@pas)]E%ﬁ(2@%)@Vi7ﬁF@ﬁ@@&£é@%@%¢
RERT A v (Year 1) Zfigkdtlal, MIEA(L, 77 BRKH, ZHEMRILRGR
(Year 2) Z sk thm, MAEAI, FEEMHER
PO 1 #1LL Eo> DMARDs C#hHAR -+ 7 sz gt B i e B
(Year 1] 104 f5il (B OVE BMERFAIRI 615 - L < 7 — N 5mg/kg %5
#EB2 0], 7T B AR GHE 52 4,
2@@%%%&%@:vi#—P5m¢g&5ﬁ52%\f?tﬁ&@
[
[%m21i%%%%wﬁﬁ:ﬁ%w%mﬁﬁ%ﬁtrmw7Mﬂ
F AR SLYE © RIEOLFNEBIRIR 2 H 7 2 Mo rERIRi & & 2 S - ik,

s UToRED S B, 12U EadAi=dHE,
- DIP ik 2 A7 5 BHE,
- RS AEEZELY 7~ MM REEEO R WERZE TR E 24T 5 5
#,
- REEVERIEI R AT 5 B,
< FIERIREO RN R EE T D EBE,
- U~ b FRFEEOBE,




V. JAEICEA9 5IBR

T nBRA Y o Ilh, RHMIB R OB, IR TE SN IRE% 6 » A LINICITEIREZ
Sl L7
« PsA WA 2 1595 nlREMED & B fth O RIEMEIR B O R E
o HRHERS AR IEERE OB E
PRk HERBHIERTIZAT O TV IERED washout 134T0 T, VI — RERILTS TR
ZLULTO@EY 5T 5,
(Year 1] LV 34—k bmg/kg #5# : L I/ — F bmgl/kg # 0, 2. 6, 14, 22,
30, 38, 46 WS FRE (16, 18T 7 RE#E) T 5,
TR KGR TR E 0, 2. 6, 14 BICEEG%, LI/ — R bmglkg &
16, 18, 22, 30, 38, 46 MIZSMFHIET 5,
(Year 2] L 2% — I bmg/kg % 54, 62, 70, 78, 86, 94 BT st + 5,
TR E A (Year 1) 16 i1 ACR JLHE 20% k55
(Year 2) 98 1% ® ACR H:¥E 20% ks
BRI ACR J:HE 50%, T0%CLER e &
R <BEEHE>

KIRF TN 60 4, Lotk 44 &4 Th o7z, PHERITR 45 ik, TFHHEITHN
170cm, FEHEEITH 82kg Th o772, A DFEHARIFFEIXIB AR CRAFCHY
LT,
(Year 2] Tkt L7z 78 e, B4 46 5, Lotk 32 I T o7z, FHIAERITHY
46 1%, PHHREIIH 171em, FREREITK 82kg TH -7, TN HD [Year 2]
DOFEFEX Year 1) OBEMO L O EFHEIL TV,
<HEE>
16 8% D ACR JYE 20% 381X, 7T BRED 9.6% (5/52 f4) 2%t LT, 5mg/
kg BEIZIBWNT 65.4% (34/5241) THYH, AEENEO LILZ, I HIC 98 %
@ ACR 1 20%243#1% 61.5% (48/78 f5l) TV, 2 FEMITHT= 0 R DHERF
STz,

ACR %% 20% 8% (Yearl)

7T REE 5mg/kg #if
%% 52 52 p A
23 3 (5.8%) 22 (42.3%) <0.01
6 it 4 (17.7%) 32 (61.5%) <0.01
10 i 7 (13.5%) 28 (53.8%) <0.01
14 ¥ 6 (11.5%) 35 (67.3%) <0.01
16 5 (9.6%) 34 (65.4%) <0.01
% 50 49 99
18 i 26 (52.0%) 38 (77.6%) 64 (64.6%)
22 i 31 (62.0%) 35 (71.4%) 66 (66.7%)
30 i 33 (66.0%) 32 (65.3%) 65 (65.7%)
38 i 31 (62.0%) 28 (57.1%) 59 (59.6%)
46 33 (66.0%) 28 (57.1%) 61 (61.6%)
50 i 34 (68.0%) 34 (69.4%) 68 (68.7%)




V. BEICEYSEE

ACR 2% 20%24#%  (Year2)

5mg/kg #f
Bil%k 78
50 it 57 (73.1%)
54 i 44 (56.4%)
62 i 48 (61.5%)
70 i 48 (61.5%)
78 it 46 (59.0%)
86 1 50 (64.1%)
94 i 45 (57.7%)
98 il 48 (61.5%)

<>

16 B E CTORIEM (R L DREHRAEE TERWEHFHESR) ORBRIL,
7T BRI 47.1% (24/51 §5]) . AF| 5mglkg f 55.8% (29/52 ) TH 7=, 16
H~50 % TORWEHORIRIL, 7T R 68.0% (34/50 #) . AH# 5mg/kg
BE 69.4% (34/49 f5l) T > 7=, 54 i ~98 1 F TORINERADFHHTIT 66.7% (52/78
B) CTHY ., EREWEHONRIT ERTERGE 19 6, JuURREsgie 5 51, 58
4Bl ThoT,

* Infliximab Multinational Psoriasis Arthritis Controlled Trial

SEI4E (IMPACT2*) &RE& % 37

HY

IEENE O RV BIFI R B A IR L I — FORE IR O L e &2 BFtT 5,

BT A

Zlagk LR, ek, 77 BRI, EE MR

PSES

HiU v~F3 (DMARDs) F7-1% NSAIDs /&9 TR A43 70 o B i 4 22
#0200 B (BIHEIEL, AR RO VR BRI S5k L — R
5mg/kg F 58 100 B, 77 & ARE LG8 100 f41,)

T B AL Y

c 5 HO 6 K ALl ERTICHEREHERI 2 &2l S - B,
© B 2em UL EOTEEIMERERIEIZ A AT AR (REAL, HLE T, B
EILRL) T, UTOREED S B, 1L LA 8E,
- DIP &k 2 A9 5 BH,
SRR ERALY U~ M RiEHORWEE,
- WEEEEREEI R 2 T 5 R
< FIERIREORNBE R EE T D EBAE,
- Vo~ b FRT @O B,
- DMARD i3 NSAID {22 AR+ 03 e IR EWE O BIF R & FFo B,
- DMARD &# O EFIL 3 » H L O X iZ DMARD 2 EIWERIZ & 0 fkfi
ASHHE,
« NSAID /A O EFIT 4 BRLL EOER,

ERAN P 81

< BERL 18 » HUNICHEIE L=, B CTh o7z, Fid (Bdtio) iR
FHE L7,

c A7) X TIRIEOR IEMEFAL 2 IR EL S B A RENED B DO SEMER
(RA, TREMFHER ., 2TV T~ b—F 2, T LHERE) BdboTz,

 FIEEART 4 B LARIC ISR X 2 2 IREE =T -,

< FIEEART 4 BRELAAIC MTX L4 DMARD 2 X D168 &5 1) 72,

AR5

A N MUY — NSO 2T PEES 4 B IE (washout) L7=#%., LI/ —F
FRFTTERELTOWEY BT 5,

L4 — 1 bmg/kg #5548 . LI~ — K 5mg/kg # 0. 2. 6. 14, 22, 30. 38,
46 WSS D, (24, 26 81X 7 T bR & #E)

TR REERE TR A0, 2. 6. 14, 22 ICEE#%. L2 — F bmglkg
Z 24, 26, 30, 38, 46 WICAMEET D,

T E

ACR FEHE 20% 0355 (14 #%%) . van der Heijde (vdH) modified Sharp % =
TR (2438)

il EFAT ZE H

ACR H:HE 20% SR &




V. JAEICEAd 5IER

[RES <HBEEE>

BRE ORI BME (61.0%) Tholz, 7 F bz 200 AO#ERE D H
B, 945% R HANTH o7z, #ERF OFEMmPIEIL 47.0 5% (&EPH : 18.0~80.0
W) Tholz, WEREOREOHIEIL 84.0kg TH o 7=, MRIZFRVT, 73
T O N OREFHA IR TIEFRRE R C BAFC I L Tz,

FIP LR (71.0%) 1277 EREE (51.0%) L0 HZ2 OBMEBRE L, M
BRI W % SHHE T 2 72 DB IO BhVERNT 23 It S Auiz,

<G>
14 8% D ACR £%E 20% U RIZ 77 B AR 11.0% (11/100 ) ot LT, A
P57 58.0% (58/100 f3) TH V., HEENRO LN (P<0.001),

ACR ¥ 20%4#2E (14 )
7T B AREE 5mg/kg ¥

(ZE=S 100 100
N SR
ACRﬁ%ﬁﬁg?&Cf* 11 (11.0%) | 58 (58.0%)

B ER A2 TR OO X#A 27 (Modified Sharp Score) CRlAfi L 7=5&
. 24 WO A 2T AL (M EIEERZE) 1377 EARRE 0.8252.62 12k L
T, AAPEGRE-0.70E2.53 TH Y, AEENPHEO LT (p<0.001),

24 3 @ vdH modified Sharp A =27 D2V &

77 2R | 5mgkg B
Ik 100 100
EHfE+SD | 0.82+2.62 | -0.70+2.53
SRS ) 0 0
p fiE - <0.001

<ZEEME>

54 E TOARHK| 5mg/kg FEOENWER (EBRIE L OREREN G E TE RNEHR
41) OFBIHEIL 48.2% (92/191 f5l) T, I HRIER @I TZFNERIZ. EX
TG 11.0% (21191 41) Thotz, —J., 77 B RFEORNWERORBLRIL
26.5% (26/98 ) THV, LEXKGEKY6.1% (6/98 ) TH-o7,

* Infliximab Multinational Psoriasis Arthritis Controlled Trial 2

< BRIENMEFHER >

GEs)

FE M+ (ASSERT*) B 5

By L — RS X D 24 B OIEIRMED R A2 M5, £72, LI r— R
BT X B4k, HRRRE, BAEIMSERE . QOL T 220 %, HiBfe 4 3T
i+ %,

REATYA L | SMERRIER, HAEA(L, 7T AR, RS RIEGAR

FIES WET= 2 — 33— HAE (1984 4F) |2 L 0 BRIMEFHELR O LN & 2 S,

NSAIDs |2 L 2182 6 5 53 BASDAL 2 21 7 =4 O HHER ¥ VAS=
dem Z R HRAE 279 B (BB OV P ERT T 26105« L 2 & — R 58
201 B, 77w R GRE 78 (5, ZZEVEREAR e S5 OSSR Eh REMEAT X S 5114k
LI r— REGRE 202 61, 77 B REGHE 75 6,)

SBASDAI 2 =7 @ [SHER, F5ERD> & JEHS F 72 1 LB O FIm DOFLEE |




V. BaEICEYSER

TR UE « A7 Y == FREICH 18 LA LD B
< RARVFIREZR GG, Bk 6w AR E CEblekHTiEE VWb Z L IZHEE L
BE
+ Modified New York Criteria (1984 4F) (2L VW A7 V—=7D 3 % ALl k
ATCTRE M HESR L2l S v B
- BASDAI % =27 4 DLk, FrHENE VAS #FifiZ3 4 DL EOBBIEEEZ R 1B
EEVAN ST\ - RA, 257~ =72 (LE), £73thoORIERD v~ FHEERH
>77,
« BRAERIR OBEER S o T2,
c EEREND -7 (B X BEEOMEE T T-6 5 S-1 OHEfT~To L
SOUIZEI IR b b L EET D),
c AV Y == THIO QBRI AL T 75D F T MTX 268 L=,
s AV V== 6 » ARICLLF®O DMARDS Z# i L=t kr¥v 7 on
X, rauXr b X=vIIv, FEL L IR,
BRIk L — Kbmgkg £7213778HR %0, 2. 6. 12, 18 W ATEFE L=,
EEC iR S 24 JH% D ASAS FEHE 20% LA k=R

Rl R REATIZE H

ASAS F:¥E 20%LL F - 40% LA kSR BASDAI 2 =17, BASFI 2 =27 BASMI
Z a7, MRI activity 2 27, CRP Z{bEOHR, MEisRo 21k, %

S

<BEER>

77w ARBEL O Bmglkg FEDOAFFOMERNTH « o3k 4 01 (225 : 54) THMER
%< —HRBIZRTREFHER BB OMR oA & R CEM AR bivz, AL, A
AD97.8% (273/279) Likb% <. BA. TVT A, ZTOMBENEI 0.7%

(2/1279) ThHoT=, Fhp (PIfE) 1% 40.0 5%, (AFE (PURfE) X 77.0kg. HE
(FFYfE) 13 175.0em Td - 7=, HLA-B27 B0 BE OB 87.1% (242/278)
NSAIDs Off 21T 92.1% (255/277) Th o7z, b OHE BT DOV TlRER
TR o To, BIRIIR (PRfl) X R TIX884ETH Y, 7T AREE 13.2
. Bmglkg BETTHEL T TR RBEOFNEN-T-, L L, MR CEEMHE
+£8D) T 7 ARRE11.948.0 4, bmg/kg Bf 10.1 8.7 FE L [FRE TH - 7=,

<A@ >
24 8% D ASAS HHE 20% L) FUGERIL T T EREED 19.2% (15/78 f5) &%kt L
. bmg/kg BEIZIUVT 61.2% (123/201 ) Th D A EENRD Lt (p<0.001) |

ASAS JENE 20% L1 iR (24 1)

77 v REE 5mg/kg #
IR~ 78 201
ASAS HHE 20% L iR 19.2% 61.2%
(15/78) (123/201)
p fE* - <0.001

%k Cochran-Mantel-Haenszel x 2 #iE

<>

24 £ TO bmglkg HORIER (BBRIE L DRRABNREE TERVEFFS)
DIBHEIL 64.9% (131/202 ) TH Y | ERFENWEMIL, ERGEREL 9.9% (20/202
). WHEAZ 8.4% (17/202 f51) . 889 7.9% (16/202 f51) . 1 GPT #ih0
7.4% (15/202 i) % T -7, 7 I v REOENENOREEIT 48.0% (36/75
B) CTHY., EREWEMIT EREKSE 9.83% (/75 61) Thoi,

* Ankylosing Spondylitis Study for the Evaluation of Recombinant Infliximab Therapy

CRIELPEFFHER DN IB N ST R - 2010 4F 4 1)



V. JAEICEAd 5IER

<7 wa— 7>
(E%)

% OI/MAAER [(ABRFE = - C0168T16] 2

H 1 - BAER L ZEERRBRICBS VT, W07 - RREIcx LT TR
kmhbf 5. 10, 20mg/kg O L I — K& HEE G Lz & xoatE, &
PR, BRI X OS2 20 R, SERIE, 38 X OSSR B 2 Mt 5.
- MERE EERABRICB VLT, BGRBIICRIEE R LT BREICH LT, 7
FEARELRE LT, LI/ — K 10mgkg %6[ X EHEE G L &0,
Lt ARV BRI, B X OnERMELRE 2,
R TV A 7T R, TEHEEMR, BERERGEER (—EA— T T L)
PIE BETEIE R CRVRAR T4y 2 P A e & BB OTEEh ] 7 0 — R iR
F 7R B R - CDAI % 220 LA E 400 L FCTH D H D
- AR 18 D 65 W E T MEBIANRA
- BHERENI AT AL, BB e DN TR 6 o AL w7l A
7560
« X BHRE X IIN RN CHEEZIT S T- KIGZ. [EAEZE. [BIGRE D
7 a—IRORFEERN 6 » AL EDOL D
T pBRo AL iE < RAEDNE U NFIZIRE S TWA 7 1 — B
- SVBHEOMLIE 2 B b T B SEEE O Rl I AE
- [EIGEIGW G % £ 5 B GYIER XX 2R YIbRE = 7= b O GRrBIBRIEA)
s Ab—~EHTHHLD
NS e G- BRG]
wE s . 7R, LI~ — K bmglkg, 10mg/kg. 20mg/kg DUWF L%
HAEZEI L, BRERST 5,
F =TT VEE R 4 BERICR (CDAI 70 (K1) 235389 Hi7eh
STEFNCH LT, 10mg/kg # HE& 545,
(M, =T TN EToTERIL, TNLBEORBRA 7 ¥ 2 — v ixA
=TT SNVEERERER LT 5,)
ISR EES L]
%@&5&5%@%—7/3&w&58L&:ﬁ%ﬁ&otrm %t L CIESE
ZEN T 2 BTV, AfEEEE 12 B0 D S EFIC 36 ME T4 TR
i 10mg/kg #4595,
M A 5B ORIEE 5% 4 BRI A8 (FGRIEL Y CDAL 23 70 R A

Y NA RO ZUEE TS, AL, HRPERL T B b a— L TFFR ST
TRONSERN DI G- % 52T T B T IA TR S TRV R M L & B 7 d,)

BRI H

e G-BRAGH
K PEFF D CDAI ek, #hRML £ TOMIM, FiHEEOiEMiESR (CDAI 728
150 R A ¥ MR LG &R & %5 %), CDAL, IBDQ.
CDEIS., CRP ©Z#), CDAI O&MMKRIEH OB, ik - Bk, Fik - I
VIER 0 12 % o IBDQ

EEIE 54

K GREO S FFFRCIN, R n R 5 2RO R, ROBD BN
7o RBEEIS, &SRB C ol ERE L OWEfRR. CDAIL. IBDQ. CRP 0% H),
Wk - LR, RoféERIRED IBDQ

S

<>

e G-BRAGH

BEITT N TAAT, BHEIZ50.9%Th -7z, Flinid 20~65 % (sefi
%) . REEIE 40.0~113.6kg (FF4R1E : 67.1kg) Th V. HEHEOMNIH 1Y
RABEITRO NIRRT, 7o — RO RFRIFIL 0.3~38.3 4F (4 5ufif
10.3 4F) Th-o7=, BED 53.7% :t/J\H%::voctO\jtﬂ%@ﬁji TRENRDH Y | 49.1%
DBIGOE IR Z 1 Tz, BIERICI 1T 5 CDAT O H R fEiL 306 T -
ko%ﬂﬁm%@@%ﬁﬁmomf77tfﬁ(wo%)iv\&—kﬁ(Twé
~14.3%) £V %<, WMYBASNT (p=0.016),




V. ARICEEY HIER

ES [ Qs I
MHERNZIBWT, 7RIV I 7/ — FEEL D S B EWER 2 B STz
(B - 63.9%%F 40.5%. P=0.053),
F7-. BERHIO CRPICBWT, I BARIEL L I/ — REORI TR 2R
b7z (0.5mg/dL %f 1.8mg/dL, p=0.038) 7%, %&kai> CRP TILEAEHE T
EEVMZEED - 72 (0.4mg/dL #F 0.5mg/dL).,
<Fzhth>
BeH-BAAI
438% D CDAI LERIZT 7B REED 17% (4/24 1) (2% LT, 5meglkg,
10mg/kg } OF 20mg/kg BEIZRBW T, TN 81% (22/27 #) . 50% (14/28
). 64% (18/28 f5i) TH Y . AFIEGHEOEEHL 656% (54/83 fi)) T, 7
5‘Eﬂ<3¥ﬂ t“fﬁ?%ﬁ‘mu&b%ﬂﬁ_o
CDAI %
N L2 r— it
S 5mg/kg | 10mg/kg | 20mg/k p fE*
(25 f31]) | °ome/kg mg/kg | 20mg/kg =
Q7 | @sf) | @sp) |
4 HLUND 24.0% | 85.2% | 57.1% | 67.9% | 69.9%
AR R 6/25) | (23/27) | (16/28) | (19/28) | (58/83) | p<0.001
p fii(vs placebo)* <0.001 0.04 0.004 | <0.001
_ 16.7% | 76.9% | 52.2% | 53.6% | 61.0% | _
2 8% (4/24) | (20/26) | (12/23) | (15/28) | (47/77) p=0.001
A 16.7% | 81.5% | 50.0% | 64.3% | 65.1%
(v placebo)* (4/24) | 2/27) | (14/28) | (18/28) | (54/83) | p<0.001
p p <0.001 | 0.045 | 0.002 | <0.001
_ 16.0% | 59.3% | 39.3% | 57.1% | 51.8% | _
8 1t /25) | (16/27) | (11/29) | (16/28) | (ag/g3) | P=0-012
. 12.0% | 48.1% | 28.6% | 46.4% | 41.0% | _
12 18t (3/25) | (13/27) | (8/28) | (13/28) | (34/83) | P=0-024
% : Cochran—-Mantel-Haenszel x 2 #iiE
ko B DRI H
(o0 QR il
48 F COFME (CDAI FEHEIZ L D 8E R L OREMRR) T, AFIEGRHL T
F b ARRE L il U RS R BT S 2 728, RIS H B TldR o 72,
A >
BeH-BHAAH -
BUWERIX, 77 BRI, FIBIZEWIM 6.9 HH T 24% (6/25 f) ICFE®
B, AFIERGRECITEAEIZIH 10.1 3 T 35% (29/83 ) 123 H B
Too FTo, BEEOHEMEME LR SN/ oTz,
[ GEErEes i
BUWEAIL., 77 BRBETIE, B 30.7 #E T 36% (13/36 f5) 1278
DB, AFIEGRECIR TR 32.5 BT 54% (20/37 #i) 158D 5
iz,
) AFIOAZE SN TWARE - BEIZKROIEY
<ra—PF>

W, A7 VX~ (EEFHRL) & LT, KE 1kg 4729 5mg % 1 [0S LA
WEHET 5, PR Zﬁ\GL WG L, Uitk 8 MH oM TR EA21TH 2 &, 72¥. 6
OBt ShENEES L2 GE1iE, BEEOHETEGMBOEMA R TH L, &
LA ET 585, %éngétolwgélﬁ@&ﬁiaﬁé ENTED, FHME
ZIENET DHAE, RTE 1kg U7-0 smg & 1 OGRS L, kE 4 #MOBRE RSS2
LMNTED,



V. JAEICEAd 5IER

FMEFER HERES : C0168T20] +V

H Y

PR Z R ISMEZ AT 5 7 0 — EE 2RI, SMEDPEICOWT, It
Raxtf e LTU I — ROBF/MME L ZatE it 5,

BT YA

Shtiax LA, 77 B ARIR, T HEE MR

PSES

1 ATl EosE (ILMEHEZET) 23 » HUERH L TnDd 7 v— ik
F 94 4 GEIGHEIER. AR RO O i 865k . v I — K
5mglkg 58 31 %, L I 4 — K 10mg/kg %58 32 4, 7T AR H#E 31 451,)

e B R Y

« X SRR TR TR SN 3 » AL ELOWREEZ A5 7 0 — 05
B

< 1 HFTLL EOBERAE I A0 (ILPIEEE A S de) % 3 » ALL B L TV
5H0

< ARG 18 D 65 I E T

c BRI SNSRI G TR 6 v A, WEYIARREHT AT O

ERA T4 S

s JRFTZIREX TG BT 57 2 — 20K

HERT A NGPE. b L IIEEEBHAAE 7.5 » A UINIZIEIRD TEXRH D H D
« Gk A BRTIVINICY 7 e AR U ERESALTEHO

- FERR OSSR, REXRBEZZITTNDILO

BRI 1k

L7 — K bmgkg, L% — K 10mgkg £7-137 7 v R &2 AiliiHEc Lo, 3
|l (@Il 2 %, 6 k) &5 5,

TR H

50%4ME PSR

R REEATZE H

PEIMEPHIR R &

S

<BEER>

B 94 B, B 86 1l (91.5%) . A 84l (8.5%) TV . 50 il (53.2%)
W Th o7, oL 18 D 63 5% (PU9fE 35.0 %) . KEHIX 39.3 1D
103.5kg (1 fE 67.5kg) TH 7=,

71— RO REFIEIL 1.2~87.1 4 (HRfE 11.5 45) Th -7z, 85 il (90.4%)
VAT PR P AL 2 A L, 961 (9.6%) 1XIEEBEEFLZ FF-> T\ e, F72, 52 B
(55.3%) 1TEHOINEELZH L T e, A b—<IZ XY CDAI OFFfliA T 720
BE RN 79 61 (84.0%) D EFE T CDAI OFAAEZ1T\, #5810 CDAI ©
I 167 (fiPH 30~398) Th o7z, BFHERICEL T, 3 M TR Y 1358
OO T,

<HEE>

HahE (e L7z 2 BB ELL LA 1177 B REED
25.8% (8/31 i) 12 L C. 5bmg/kg. 10mg/kg FEIZFRW T, ZNF 67.7% (21/31
Bl). 56.3% (18/324) THYH ., WTNHHEEENRD LI,

SlBE RS R
- L2 r— REE
77 v REE -
5mg/kg 10mg/kg it
S P EH 25.8% 67.7% 56.3% 61.9%
(50%LL k) v (8/31) (21/31) (18/32) (39/63)
TE p=0.002 p=0.021 p=0.002
X7 Z7ER) ?
EHME PSR 12.9% 54.8% 37.5% 46.0%
(4/31) (17/31) (12/32) (29/63)
e p=0.001 p=0.041 p=0.001
7 Z7ER) 2

1)« FEHMEAMEA

2) : Fisher O E %

< Bk >

BIERIL. 77 AT, B 19.8 W T 456% (14/31 f) 1Z38D
Hiv, AFIEEGEE TIPS 2 21.2 T 51% (32/63 f5) 123D b7,
T, BEROHABEMBELRD SN hoTz,




V. BEICEYSEE

1) AFIOAFE STV D HE » AEIZROmE
<7 m— 5>
W, A7V F o~ (Eafz) & LT, KE kg %720 5mg % 1 [BlOFEHELE LA
WEHET 2, PR S%, 28, GL IR L, Ltk S EMoOMECREEITI 2 &, b, 6

OB LU |

ZRMES L7258 2id, REEDOWE IR GHIBOENEN IETH D, &

HREAZHET 55513, (KE 1kg ét D 10mg Z# 1 ROKEEL T LR TE S, KEHE
AR 2% a1, K 1kg 72V bmg & 1 RIOKGEE L, KHE 4 BROMETRET 52

LINTED,

554 (ACCENT I*) B (ZEEHRHER)

HiY FEEENLEEOIFEIH O 7 o — 5 EE (CDAI 220 LLE, 400 LLF) &34
2. 7 — R OMUIE SRR OBFICOWT, LI — REEEEE AR E L
T, L7 — FHEFRRE OB MR O L e E REd 5,
W71 v LHaER 4R, IEA(L. 7T BRI, CES R
PO S 18 mebh b 7 v — IFIEEES (CDAI) ®Z =27 78220 ULk, 400 LL R D
HAEEEAN O B EE VS BRI 7 v — L5 B 580 i CEIHEIN, A 2 ETAM st £ 451
B QBEULAR =KW ) v VAR Z—) RO xS 55 . 7
7R AREGRE 188 ], L I - — N bmglkg MERFR 58 193 i, 17— N 10mg/
kg MR GHE 192 1)
TG LU - AR 18 0L B
- CDAI 7% 220 LA 1= 400 LLF
< XBRSUINHRBERAIZ X0 KGR, FIGZE. ISR DS HERS S AU 7= i 1R
3w ALLED 7 o —fRE,
< ALIRFTREZe S A, AR 515 6 A E CHlEb etk A VA Z LICHRIEL
sy
BTk PIFICRT GRSV a— Vi, LI —RXIL I — R 78R % 2 [
RICL BT TR ERE T 2,
[ G RER OB A 7Y 20— L]
51 03 23 63 1438 2238 30 i 38 3 46 # episodic 5
ISEARMSEE 5 P P P P P P P 5
smgkg MEFRE 5 5 5 5 5 5 5 5 10
10mg/kg #EFFHE 5 5 5 10 10 10 10 10 15
P: 77K, 5: LI/ —FKbmgkg, 10: LI/ — K 10mg/kg
15: LI — K 15mg/kg
(1) HEFRFI
« 2EOEEGRNC 3 FEZEIF T, ZSREROIEENTEH L2V RY | 46 1
FC 8 MMM THEET S,
(%qmwmﬁ&ﬁﬁ(ﬁ%ﬁ%%btﬁﬁfﬁﬁﬁ%ﬁ5>
c BHEPNES LA RN EDOREE A LIZES) 1. 14 BLKIC
episodic F#% 5-1 u%%’rﬁﬁ“é ZEmTED,
« episodic ¥ GIX “HEMR FCTL I 77— KN 5mglkg ZH& L, ZhENHEL
L= STl 5,
kA HL A D K e
UFo3EBEDS L 1A THM- LZEE
D3 BWRLL 2213 7= 2 [FOFEET CDAI 2% 175 L ETH v | 4] T CDAI
KEE R L7- D CDAI & e#E L T 35%LA B> 70 AR A o ML EEEIN
@ 7 v — RIRIEEOBME T AT
@ 7 m—FL iﬂ“é%’:m%ﬁ’@ﬁ
FEFEH HRAEIIAR r2R « 2 R ICUE AR b BFH)

Rl CRFAT ZE 5

KIBRANR . AB R - FHRICRITTHBR L




V. JAEICEAd 5IER

<HBEEZR>

23 L AR 2 =Tk, PEBNE DS 205 6 (61.2%) . AFEIZA A 315 1
(94.0%) . FEIOHRAEIL 35 5%, KEOFRAEIL 69.0kg, H R D FIfaIX
168.9cm Th o7z, Al AfL, il L OFRIZIZT 7 2R MR E LI 7 —
RMERFEE & ORICH B ZIT o723, KEIZOW T EENEO b (—
JLBC B 538, p=0.017),

2LV AR =D m— i ORI (hRfE) 13 7.5 4. FAUT NG
HREG - & 5% < (55.3%IK) 44% D EZ NSO IGIEN & - 1=, BEZEH D
CDAI @ ik 299, CRP O fElL 1.1mg/dL TH -7,

<HhE>

2 W%k (CDAI 8 25% LA 17> 70 WA o b EALBA) W& bl i
IZBWT, ZDRDWET 52 E TOMM (Pl (X, 77 B RMEFFE S8 198
(ot L. bmeglkg #ERiP G5#, 10mg/kg MR GREClIIFNEh 38 i
(p=0.002). 54 #LL L (p<0.001) TH-7z,

2 L AR F =2 2RI IR (i)

D L2 — MR _
5mg/kg 10mg/kg i
¥ 110 113 112 225
hRAHIRER] ) @ 19 38 >54 46
p fE» 0.002 <0.001 | <0.001

a) 0 &R & Lah R Rr ] () o fufi
b) Log-rank &
2 W TIEARE L bIAEE7: CDAI ea#R (89.1%~93.8%) % xL7=2%, 103, 30
RO 54 BTIX, 77 BRMERFRECIE LT L 27— FHEREEC CDAI dER
NEL, BEEPRD LI (22 HRE. £NE4 p=0.008, p<0.001 K
p<0.001), F7=. 54 W TILT 7 BRI L CTL 27— K bmglkg HEFF
Bt 10mg/kg #EFFREO VTS CDAI SR N E < ARENRO LN (2K
. #1C p<0.001),
2 L AR Z—IZB 5 & FHIiRFY o CDAI tiiE$%
U2 r— RHERRRE
5mg/kg 10mg/kg at
89.1% (98/110) [93.8% (106/113)| 91.8% (101/110) | 92.8% (207/223)
68.2% (75/110) | 83.2% (94/113) | 79.1% (87/110) | 81.2% (181/223)

65.5% (72/110) | 79.6% (90/113) | 78.2% (86/110) | 78.9% (176/223)
— p=0.017 p=0.036 2 p=0.008 ¥

48.2% (53/110) | 70.8% (80/113) | 72.7% (80/110) | 71.7% (160/223)
36.4% (40/110) | 61.9% (70/113) | 68.2% (75/110) | 65.0% (145/223)

27.3% (30/110) | 51.3% (58/113) | 59.1% (65/110) | 55.2% (123/223)
— p< 0.001 ® p< 0.001 @ p< 0.001 ®

25.5% (28/110) | 46.9% (53/113) | 51.8% (57/110) | 49.3% (110/223)
19.1% (21/110) | 42.5% (48/113) | 54.5% (60/110) | 48.4% (108/223)

15.5% (17/110) | 38.1% (43/113) | 47.7% (53/111) | 42.9% (96/224)
— p< 0.001 ® p< 0.001 @ p< 0.001 ®

75 v AR
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V. BRICEY HIER

(RS 2L AR H—|ZBT 5 episodic FRGHEICIN T, 54 BETAMR S E TICHE
CDAI 2 =17 DIENRD b BEDE ST, 77 R (bmgkg ~HH)
T 88.6% (62/70 f5) . 5mg/kg # (10mg/kg ~Hi&) T 90.0% (36/40 ).
10mg/kg # (15mg/kg ~H&) T 79.3% (23/29 #) Th-o7-, F7=. 5mglkg
B (10mgrkg ~HEE) TORERGHGE SRS 8% d CDAI A 2 74
b (FefE) [95% 15X ] A% 54.0 [36.0, 108.0] TH -7z,

2 M L AR H—IZ8IT % episodic 5% D CDAI e

74K LS — FHERRE
HERFRE 5mg/kg | 10mglkg 3t
episodic FFf¢ 5%
AT 0 40 30 70
ST 70 40 29 69
88.6% 90.0% 79.3% 85.5%
SR
CDAI it (62/70) (36/40) (23/29) (59/69)

<>

7T AREEGEE, L 7 — R Smg/kg MERFEGAE R ONL R 7 — R 10mg/kg MERF
LGREOAEFELREERIL, TNEh 92.0% (173/188 %), 95.9% (185/193 )
94.3% (181/192 ) Tdh -7, T RFEGRE, L 27— I bmg/kg #EFR 5
FEL L 27— K 10mglkg #EFFRE G HEO ERFEFGIL, T (5]
30.3% (57/188 ). 30.1% (58/193 #i). 25.5% (49/192 i), [ F5EREY:)
25.5% (48/188 f4l) . 24.9% (48/193 H1]) . 34.4% (66/192 1) . [ 1 30.9% (58/188
), 29.0% (56/193 %), 22.9% (44/192 %) TH 7=,
EEDAEFRZORIET, 778 REE5HET29.3% (65/18841), LI —FK
5mg/kg HERF GAET 28.0% (54/193 %) . L 2 /7 — K 10mg/kg HERi% H5HET
22.4% (43/192 ffl) ThH o7z,

* A Crohn's Disease Clinical Trial Evaluating Infliximab in a New Long Term Treatment Regimen
) RANOER TS HE - HEEROEY,
<7 ma— 5>
Wi, A 7YX~ T (RIATFHMZ) & LT, KE 1kg 4720 5mg % 1 MIOEG-E L Ui
LT 2, #EEG%, 238, 6 @ICkRE L, Uik SHMOMRETHREE1TH> Z &, k. 6
BOBG-LIt% . SRS LicHa it B ROME IR EMBOMEMEITETH D, &
HBEZWEET L5501, KE kg 4720 10mg % 1 HOFEGEETHZENTE S, EEHRE
R D% AL, RE 1kg H720 dmg & 1 FIOHKG&EE L, K4 EBOMB TR 2
EMWTE D,

M4 (ACCENT I*) #E& (ZEEHRHARK)

B PEBMEEALE DI HONWT, LI r— FHERRRIEIC L 28802 LI 7 — 13
[E#% 5- DA TR & s L TErd 5,

AT YA Lk, WL, 77 BAR%R, ESRERR

P i 18kl b, 1 oL EOPEREMEL (WE K AGE, EREREST) 2672
TR 3 A RILL Lo 7 o — ik g 282 il (EIHEI%, A3 bt A ek 2 %k
(VAR =K VAR F—) ROVEEVEGHE G615 . 77 2Rk S
143 6, L 2 77— I bmglkg MERF# 51 139 4)




V. JAEICEAd 5IER

e B

- AR 18 B
s TV A== 7O 3EALL IS 1 DU EOBEEMEL (W8 RS,
HIGHEEST) 26758, TNOTXTOEILTZNZTANMIL L TR
D, IS TE A b D LT 5,
- EBEEEL, HEMEMAYEL TWA I LR TELZ LD THY , ok
JEMENGE R EEN 1 S EH DGR ORET D,
- WHEEE G T 5 BE L. BERMERE EHEN 1 U EH A0 ET D,
« XBRSUINHREERAEIZ L 0 KGR, FIGZR. FIRGRIGR D RS S A7 i R
3HEHAMU ED Y7 v—JmHEE,
s TERFTREZR G G, I 5% 6 » A E ClEblelttika s Z LICHEEL
T-HE,

AR5

=1

PLFICRT GRS a— Vit LI — RXIL I — R 78R % 2 [
ML BT CHEEHET 5,

B GRER O 52 r ¥ 2 — )]
5 03 218 638 1438 22 30 A 38 ¥ 463 HHE
7T AR 5 5 P P P P P 5
5mg/kg MEFFRE 5 5 b5 5 5 5 5 10
P:77k&AR, 5: VI —Fbmgkg, 10: L I/ — K 10mg/kg
(1) HEFRrt
- 14 HOEEHN 2 BEZHIMS T,
JHE T 8 EME TG T 5,
(2) BEEH] RN R LIS T ER 5217 9)
< 0, 2, 6IEFEERICED DN EBHER LIZEA.,
— [ bmg/kg ¥ L THRET 5,
kBN FAH R D St
UTFo3EHDSH 1HH Thimz LIZEE
D4 BLLEICH7 0 S & el U7 PER IS AL A Db 23 50% A0
@ 7 v — PRI SE O B T A
@ 7 v —AFICKT 2 RN A hulT BIEOPER, ~— b ik, Peshisksz
Fr<)

=
=

5
5

IR RDOIEETRELRWVIRY | 46

22 HLREIZ L I &

T ZEH I H

IR EE CTOWM % VAR Z—)

BRI ZE H

SERPAHER, ER (LI 50%LL ERASHER) |
G VAR )

R GROSERRE (5

RS

<BEEE>

L AR A —Tld, PERNZEMER 101 61 (51.8%) . AFEIZHA AN 186
(95.4%) . FhiDOHFIAEIL 37 k. (KEOHRAHIL 70.8kg ThH o7z, MR A
Fi, Flin, RELOCHEICBWT, BERICERRZTRD bRholz, 71—
FICE LTI, MRS O P REIE 11.2 £ T KB OIER (49.7%) DEH
WINGKRIBRCH -T2, Tz, BYIBRIEEZE T HEEN 55.9% & Lho72, 1D
DOYERRMEEFL A A L CW7IERNE 80 i (41.0%). 2 DL EOHERMEEAL A A L
TWIIERFNL 115 61 (59.0%) ToH Y, HRMEEABOFREIT 2 Thotz, 7
02— RO EZ R T OTROEHICEBWTYH, HRIICEIZRD SN otz

<HuE>

14 ELABE DR RAE R E TOWIM (h I fl) 1377 B ARHERF R 58 14 BICxE L,
5mg/kg R GHETIL 40 L (p < 0.001) ThHoTz,

Fio, b4 BB OTERINEGRIL T T B ARHERHE HEE 19.4% (19/98 #) (Z%f
L. bmg/kg HEFFRGIETIE 36.3% (33/91 %) TH V., 7T RHEFHREGREC
ERTHEZEDH D biLl,




V. BEICEYSEE

R L AR F I BB 05 A PR g R
N . LI —FR
77 AR 5mg/kg HERFRE
E2lINRETIEx 99 96
2 1 28.3% (28/99) 42.7% (41/96)
6 53.5% (53/99) 49.0% (47/96)
10 i 71.7% (71/99) 75.0% (72/96)
14 A 65.7% (65/99) 68.8% (66/96)
22 i 40.4% (40/99) 55.2% (53/96)
. 47.9% (46/96)
& 0,
30 1 26.5% (26/98) $=0.002 ¥
38 i 22.4% (22/98) 45.7% (42/92)
46 1 20.4% (20/98) 42.9% (39/91)
. 36.3% (33/91)
& 0,
54 18 19.4% (19/98) =0.009
a) x 2 HRE

PP G PR LI S LT B OEIGIE T T B AR (KAl 5mglkg)
61.0% (25/41 f51) U 5mg/kg # (KAl 10mg/kg ~Hi&) 57.1% (12/21 #i)

ThH-oT,
HEREHOWER
o ; LI —F
77 EARHERERE 5mglke HEFHBE
IR 143 139
HERFI S 2 117 111
G5 58 33
R IECE 41 21
HE R OB 25 (61.0%) 12 (57.1%)
< EAEVE>

AEEROEIIFEL 90.8% (256/282) Th V| EHEERITIXT 7 B RHERFET
92.4% (133/144). v X%~ — I bmg/kg #EFFE T 89.1% (123/138) Th o7,
Kb Z RO ONTAFFGIT ERTAERKYE 29.4% (83/282) TH V| fil CIEH
25.2% (71/282) . 5if 23.0% (65/282) , Hai» 19.1% (54/282) JHE 19.1% (54/282)
IR 18.8% (53/282) . 97 18.1% (51/282). B 16.7% (47/282) . WHEHZE
14.5% (41/282)., RlElEZR 12.8% (36/282), ##1 12.4% (35/282), 7 m—>
95 12.1% (34/282) ., W& 11.7% (33/282) M OJEE 11.0% (31/282) Th -
2o ZTOMOHEEFERRIINTID 10.0%KEORBERTH o7z, Elo, BHEHD
FEFIT 53.9% (152/282) TH -7z,

* A Fistulizing Crohn's Disease Clinical Trial Evaluating Infliximab in a New Long Term
Treatment Regimen

1) AFIOAB ST HE - AEIZKROEY ,

<7 wa— >

WE, A7 VXU~ T EETERZ) &L, KE kg 4720 bmg & 1 HlOFH&E LA
WEHET 5, PIEEES%. 2, 6 BIZESE L, Uitk SHMOMIR TR 21752 L, v, 6
WOEELI . RSB LA, S5 EOEEXIIEGMREOEHATTECTH S, #
HBREZMETIEAIT. KE kg 4720 10mg & 1 RIOFGELTH2 ENTE D, H5HE
ZIENET DHAE, RTE kg U720 smg & 1 OGRS L, KE 4 HMOBRE RSS2
LINTED,



V. AEICEAd HIER

<JEBME RN >

(iB5h)

FIM+ (ACT1./ACT2*) HEx 4546

HiY

EIIOWIHER IS LRI, LI 7 — ROABME (8 MFICHI 5Bk
SEAR DB CHEIARE, 30 JFFIZ 50 B BEBRIER OBl CVRAR) e Vet
ERHT 5.

AT YA v

ZhigkEm, MiEAL, 77 B RAR, ZEE R

PSS

ACT1 5 -
TEEN IO KNG B 364 B (BIFHEIEL, A hMEREMR Bk, ZeatkRE
e GBI OSSR B REMRMT B4k« L X 77— N bmglkg B G-HE 121 1], L
27— R 10mg/kg 57 122 5, 77 2R & 5RE 121 #,)

ACT2 5 -

TEEN IO KNG B 364 B (BIFHEIEL, A MEREMR S B5k, ZeatkRE
filie GBI OSSR BHREMRMT x4k« L X 77— K bmglkg B G-8E 121 1], L
27— R 10mg/kg 57 120 5, 77 A& 58 123 #i.)

e B G UE

ACTl R
- JRBRBAGAEED Mayo A2 7 2% 6 76 12 OTFEETEEME KGR BE
- IRBRBALARFD Mayo A 27 OWNAREEAT 7 A 27 3 2 LI EOTREME KIS
£
CUTWRTEREOS B, Al eb 1% T /BE,
- BAE, AT RAF (&AFD, 6-ALB T TV (6-MP), THFFATSY
v (AZA) OB L 1 SOREEZFERL TV,
- JRERBHAGRT 18 » HUINIZ AT A K (RO BERRNEE, XIAT7 a1 K
WCRRPERRN, T AT v A RARIGH T - 1=,
- VRBRBRAHT 5 AELANIZ 6-MP © L < 1X AZA 1Tk L CTRAMER 2V, 6 1L<
TR+ Th - - B3,
ACT2 &k -
- JRERBALAIED Mayo A 2728 6 76 12 OIREIEOIEENE KI5 J¢ B
TRBRBALARE O NHBTR A - TIEBIME OV R & 2SI, Mayo A= 7
DONBREEFT A7 2 2773 2 L Lo i
TRLOEHED H &, Dl &b 1 D& BE
CBUE, AT aA R, TYFATY v (AZA), 6-ALV BT N7V (6-MP)
5-7 2 VU FlE (5-ASA) HAID S B L 1HIZOHH - IRERET
LART 18 » AL, AT A FOBEREH 2 WIZEEMEN 2V, b L<
I RA A5
- JRERBAIAHT 5 AELANIC, AZA & 5N 6-MP O ZAMEAN 0 & L < 13sh
B+
- IRERBAAERT 18 » HLINIZ, 5-ASA HAIDHAEMENR 20, b LT ER+5

T 7RbRA e

ACT1 # B, ACT2 5 :
c UTFICEVFE &SN D X 5 R EEOILFR KIBR N H - 72
- FERENR— AT A G 12 BELANICHEIGBIBRAT 2 B & 5 % AlREME D
B & D TRBRR Y P i o0 T,
Eg e
c AT ) == TR E TN — R T A RO RRE OB ARER (L
ToHBhiel &b 4255 T):
< FEAZ AHRAY 72 MR SR8 S av, FEEREIEAS 6 BI/H LA Ed D T
- FRIFME T F 7 3B O S E IR
- Bt o (37.5°C LA L)
- #R (90 411/47 LA E)

- gl (8.5g/dL Aii)




V. BEICEY SEE

F e bRob YR

< IEEMETHEE (GD) i, MERESE. BBPHZE. EEAMR N L — U E g
> 7V F U~ TIRBEOAIEIE DTN & A S D ATREMEN B DA D St & LB
LI AIEENESS £ IR DT, A2 U —=2 701 2 & A LANIC TR
WEThoT,

 EJECREMEME D KRIGHAE & 12130 NBIRAE IS B - T2,

- FEBAEOBIED T T U AETIIR—RA T A HT 6 5 HLUNDOIFENRH 1 |
B2 X MR F 72 13RSI A T2 BT o A X 0 %A MR L7
(XU 7 A X BIRES CRAEER L 0 AL OFEIGEIE, 7 I XN BT TR
EHz A EMTERNI L),

- FER R TE R DR B o -,

BT 5

ACT1 &5 -
7R R, L7 — K bmglkg B, 10mg/kg BFEOWT NI EILF T, 0, 2,
6 LI 8 WKIE T 46 £ T T &R, bmgkg XiE 10mg/kg %5 L. 54
W E TORIE, LEVEFEMN & OB REFEM 21T 5 .

ACT2 &5 -
7T 2R, LI/ — K 5mg/kg X1 10mg/kg BEOWT IS EIS T, 0,
2. 6, LM SHEMIET22 M E T TR, bmgkg Xt 10mgkg % %5
L. 303 TORMMER VLR Z1T 5,

TR A

ACT1 ik -

45 8D Mayo A = 7 kSR
ACT2 Rk -

5. 8 D Mayo A =1 7 =R

BRI H

ACT1 7B :
B 5 8 - 30 W OREEIAER, &5 30 D Mayo A 2 7ekER, AT uA K
AR, QOL (IBDQ A =7), ABE., Fiii (B DIk O LHLFiE0R)
&

ACT2 ikl :
ABE, T (BB OIBR &L A THCM R 2

ES

<$%~;ﬂﬁﬂ

ACT1 &5 -
BIEFIOVERIT BN 61.0% (222/364) % A, AT 93.4% (340/364) 73
FHATHo7, Fin (FU9AH) 1% 40.0 %, (FE (FRAE) 1% 76.5kg TH -
7o TR (Pfil) 12 4.7 TH Y, CRP (F9fl) 1% 0.8mg/dL TH -7
27 uA RARIEH] (FEE) 13 30.8% (112/364) , 2RAFRMIL 45.6% (164/360)
BB KIGRICHTT D IH0IRIT 0.5% (2/364) . 1B KIGHR KT 2 ME
FITEIL 1.9% (7/364) . IHENEOHEIX 31.3% (114/364) Th 7=,
BEE RIS RO DN Hm BT EE (PRfE) cho ., 7T eREE
4.4 4, 5mg/kg i 4.1 4, 10mg/kg BE5.94ETH o7 (2 HiE. p=0.025),
ZOMIC AL B ARD BN HE X8 o T2,

ACT2 7B :
ARIZEB T DPERNIBEDN 59.1% (215/364) & 5, AFEIZA AL 94.5%
(344/364) L HE <. BADN 2.2% (8/364), 77 AN 1.4% (5/364), %
DM 1.9% (7/864) Th-oiz, 2ROFHE (PRAE) 1% 38.0 T, FHH
M (FRfl) 1X4.9FThoTe, 2ARBERAENL 39.9% (143/358) T, 15
NI :iﬂ“éﬂﬁﬂﬁ% $0.8% (3/364). TESMERIGRICKTT D ALE, FINE
1% 1.9% (7/364) . B EDHEIX 29.4% (107/364) ToH-7-, CRP (frik
&) 1% 0.7mg/dL 'C“X?)o 7
ANFEIZB W TR SRR A EEZENRD DAL (2 HRE. p—o 031),
TVTNBBIKOPEDMDEL B LR r— BB -2 itk b0
LEZNE, Lk, 7T 2REE, bmglkg BEAE O 10mg/kgﬁ$@%\&“5ﬁ¥@%

WRITR U THEELL T,




V. JAEICEAd HIBR

<H >

ACT1 #Bk -
8 % D Mayo A =2 7k (Mayo A = 7 A3 BRI & Lbi LT 30% LA L
Mo, 3ARA Y MR BROES D OHIMO Y7 2 27 3%k gk & b
B LT 1ARA Y MR E213 1 L FOER) 1%, 77 R EE 37.2% (45/121
B 12k L, ARl bmglkg, KON 10mg/kg 5T TN ZEH 69.4% (84/121
B) . 61.5% (75/1226)) TH YV | AANIAEICH W SEFEEZ R L1z (p<0.001)

8D Mayo A = 7 g (ACT1 )

7T B REE 5mg/kg Fif 10mg/kg B | VI — it
A 5115 121 121 122 243
8 i 37.2% 69.4% 61.5% 65.4%
(45/121) (84/121) (75/122) (159/243)
p fE* <0.001 <0.001 <0.001

k AT vA RARIGH (FEAE) & FEfail Cii% L7z Cochran-Mantel-Haenszel
D x 2 HE
ACT2 &5 -
8 Mt D Mayo A 2 7 FERIL, 77 AREE29.3% (36/123), L 27— Kif
66.8% (161/241) THY, LI/ — FRHIIT 7R L L CTHEICE D -
7o (RA7vuA RRRf (FEE) & Eiisk TFi% L 7= Cochran-Mantel-
Haenszel ® x 2 /&, p<0.001), F£7=. dbmg/kg . 10mg/kg DU ERILIF
BETHD, WINL 7T ERIEL LR L THRICE» -7 (AT A4 RAR
Bl (EIE) & S0 ik THR%E L 72 Cochran-Mantel-Haenszel @ x 2 fiE,
T H p<0.001),

8 ? Mayo A 2 7 i3 (ACT2 )

75 ARt 5mg/kg B 10mg/kg Bt | LI 7 — N
RNk 123 121 120 241
8 i 29.3% 64.5% 69.2% 66.8%
(36/123) (78/121) (83/120) (161/241)
p fE* <0.001 <0.001 <0.001
k AT A ARG (BIE) & FEiHill T# L 7= Cochran-Mantel-Haenszel
D x2HRE

F72. ACT1 BB L OVACT2 REROFE R, KIBUIRRBEEARIL, 77 R
B, AFERERE, ZHFN 16.5%. 10.1% & AFHE G- CH E 72 RIBUIR AR
DIV RO LT (p=0.015),

< LAk >
ACT1 &Rt LUV ACT2 BB 3617 2 BINE A FEBLRIL AR GTE 50.3% (248/493
), 77 REE 39.9% (99/248 #i) Th o7z, FERIWERIL, BV 11.4% (56/493
). B 5.9% (29/493 1), FRGEIEG: 5.7% (28/493 fi) I35 L UIEEL
5.5% (27/493 ffl) Th -7z,
* The Active Ulcerative Colitis Trial
) AR OGRS TND AL - ARITROEY,
<IBBPERM % >
BE, A7) X7 (Earifz) & LT, RE1kg %4729 5bmg % 1 OGRS L
RS 2, PIEEG#, 208, 6 EIckE L, D% s EROMBTHREGE1TS Z &,




V. BEICEY %1EHE

LEEREER

< NIRHE D 24 >

(Em)

5 ML BR

WIEI DG 7 a7 ) AL CRIRA 72 ) INIRREE 31 Blckt L, R =F Lo 7Y
a— VLB Ao 7 7 ) o (VGIH) 2g/kg M OKRHI bmg/kg Z HRIF 5 L, Aok
ZRHl L7, EEAMERGIE B Cd 2 I1RBRIER 5-5A 4k 48 IRt LN OfRER D 5 HEE

B (95% (5K M) 1X. AAIEE 76.7% (56.6~96.7%). VGIH #t 37.0% (11.9~
62.1%) CThotz, £z, BENHEREBIHIT VGIH # 20.0% (3/15 f) IZxfL. A

F 57 6.3% (1/16 ) TH -7z,

AENBGERHEORER (RBRE L ORREBRPGE TERWVWAEERS) ORILRT
68.8% (11/16 f5) T. ##H 6.3% (1/16 i) . 395 6.3% (1/16 ff]) % Th 7,

TS D Z2MEHZhRE B I R EERFERL © 2015 4212 H)

2) REMAER -
(%)
BN TERSINI-FMAEHER (ATTRACT B8 : 102:8)
MTX (SRR OB v~ T EE (428 fi) | ﬂL(‘NWXﬁ%(m5my@u
) *FT, AH 3mg/kg, 10mg/kg £721E7 7 &A% 3B (FE, 2%, 6 %)
&5L\%%m%\77tTﬁi4ﬁW%T\ﬁﬁ&ﬁ#i%ﬂ%h4ﬁ%%&@8
HERE (77 2 RRBES) T102 0 E TRE L, ZoRER, B5865 102
FTICRO LNZEWER ORBRIL, 77 v AR 48% (41/86 ) 1Txt L, AFI#EE
HETIL 73% (249/342 f5)) Th o7, Flo. HEZRBWEHORBBRIX, 77 AR
81%(mmﬁ>’ﬂb AKIP GHET 6.4% (22/342 f5) Th -7z,
) AFOEKRENTWD HE - HEIZRO@EY
<HfiV v~F>
BH., A7V F o~ (Eafz) & LT, KE kg %720 3mg % 1 [BlOFESELE LA
TEHET 5, PIEE G4, 28, 6 EICEG L, LItk SHMOMIECHREE21TH> 2 &, k. 6
HOFEELIE . DR AT FDES L5 A 1T, 58 0B85 5-R g o fEiE 28 7]
BEThD, ZNLOEGREOH RGO EMITERIICIT S, 1 RIOKE 1kg M729 0
Behmo LRIE, 8B OME THIUX 10mg, F5-WE % & L2856 ThniE émg L 95,
T, BEOELGMFEIX 4EMET D, RANL, A b hLF— MUFNZ L BRI LT
mwé’&
MANREICBIT D A N b LY — N OAIRTORERITEE 6mg/kg/H T, BT 5 L X% 8mg/
kgﬁiff&éo

(5) B - mAEAIGER
HE R L

(6) ‘AmHEH -

1) ERABRERE (—REAKERE. BEERAERE. EARLEERAR) . "ERT

BT —IR—RAE. HERTERERABRONE :

OBEE) Vv FHEEARERE (B2 - B5RHREER)
2%9%7H7H*%%)?7%@% « BRI OHYE - F B2 B3 AR
NizZ b, RAlOHE, &5MBFEME%ZICHT 2 2R OEEoREL B
& LT, 2009 7 A5 2012 4F 1 A £ Co MM P Je ek 7 o CT5EE Lz,



V. JAEICEAd 5IER

AR I, AFI OB ERE D 2\ D 3R GRIREOEMER NS 6 » AR E L, SRR
HZE G AT S LTI LBaic o0 Th 6 » B L, FEHm T,
AT 829 Il 2 YA L 7=,
LRI OWTIE, IE L= 829 FId 5 B, 10 il (H&E - &GRS T
W IR WE ) A RN L 72819 il & 2 AT ) 52 & U 7o, BIME A 38 BL21310.1%
(83/819 #5l) Toh 7=, EZRBEWERIL, FEAIZHE D G 2.1% (17/819 i) . SLIHEE
% 0.9% (7/819 ) . EXUEDRIE 0.7% (6/819 i) HFTh-o7-, EEZRBEHD
FEELHRIT 2.4% (20/819 ) TH ¥ | EREEZREIWERIL, AL D KUS 0.7% (6/819
B . Hiige 0.4% (3/819 ). HHIRHIZ 0.2% (2/819 f3]) & T ~7=, FEAMIZ, VI.
RIS 2HEB D 8. BIWEHO (4) I HBIRIVER BB & OGRS i 2
—RE DREEE FH AR A 2 S M
BEEIZONTIX, BRI RIAER] & [F U 819 Hl 2 MRt RIER & Lz, A%
PERF & L Cld, S cEE . DAS28, CRP. HAQ (2 oW Tkt L7z, 2ffkdas
JEAARRE & LT &R DA R (T + o020 OFIE) 13 78.3% (622/794
) Th otz CHERGED 25 flalr<), &hZ—RlOoFRHE (TFH) + 1R
RER OFEEA) X, HEJER T 78.3% (343/438 f) . 5[ A AE B T
80.9% (93/115 f31]) . H &+ 5-MIFRELMEIER T 76.2% (176/231 #1) THY | X
ERIRETH - 72, BRGERE LN OFNEOFNIEIE Cdh 5 DAS28, CRP, HAQ
DGR R, BACHIEREOHERRI X Z N ZNEARERHAR T L Cue, £72, DAS28
W TR BTGB OHER I OV TIRET L 7RG, MR RIT8 kIR T 5.8% (39/672
B W%t U I hEREAR 21.9% (144/658 f5il) L ¥ L | mEEEOEIA1X 32.1% (216/672
) 2% 18.8% (124/658 i) LW L7=,

@y n—URERBERE (26T -
* o HERRRE S T 2 BRE DRI A 13 5 LIRT O A
7 a— R 5 L R — R bmglkg O FERET ToZert, A4
R 2 HME LT, ERK 145 5 A0 DR 19 45 10 A £ ToOMIRIC 26
HgL Bk T U TN L=, FEMRIARTIX 3 R & Lz GBI AR 5% 6 »
HREIRERN., AEFS. AOMICET29E. 6 » H LRI, ETCo
FEHURT DA 4 FE0) . AR, BRAEE 2,923 Bl 2 INEE L7,
LM OWTIE, BUE LT 2,923 il 6, 95 6l (HaBEiEf] 64 5, 44570 A fif
WERAT 20 B1%) RS U7z 2,828 il (RS EE OIREIHNCH 2 BE
1,461 4, SMEEZ AT HEE 0 1,367 B) R e Lic, LV RAER] D
FEAMEIEIL, 905.84345.2 H (CE¥LiFEHERZE) Tholo,
BIVEFZBRIL 27.6% (780/2,828 i) T~ 7=, E/REIERIL, F# 3.5% (99/2,828
B) . BE%R 2.7% (77/2,828 f5]) . H M EREIA 2.2% (63/2,828 f5i]) % Toh -7,
FELRBIEMAORBRIL 8.6% (244/2,828 i) Th v, L/REELFWERIL. 1B
% 1.3% (36/2,828 ), BXIMAE 0.6% (16/2,828 ) ZETh 7=, FEMIL, VI &
EMEICET2HE O 8. BIEA® (4) M B BIRIVEM IS B K OV R IR AL 55—
T Ol ROk A A 2 2 IR
BEEIZDOWTIR, BT GUER] & [F U 2,828 Bl & fifrstge & L=, Atk
FENTXFBIEFI D 5 B D EEOIFEIMIC H 5 BE 1,461 fllc oW\ T, #4
ERAFIENER (WEEE) BoahMEE THZh), IRFAR). THRh), PEER
REJ D 4 B[S CRME L7z, HIEAEE 38 il & Fr< 1,423 FllCI W\ THEERIL 68.3%
(972/1,423 f5l) TH -7z,



V. AEICEY %1EHE

T, MEEET DA 1,367 oW T, HYEMAYIENEE (WA, 238, 6
O 3 Bl 5 F TORMKIAM) %OBEIEE TH2h . [RFRh . TS o 3 Bps
TR L7z, CHIERAE 68 & FR< 1,299 Bl W TAHZIHRIL 59.1% (768/1,299
B THoT,
@V n—URBEFEABGRRE (RARE)
7 v —RIRIEICAT 5 L 27— RO bmglkg O HFERE T TOREWIM HEFC
6£éﬁ\ﬁ%ﬁ%ﬁﬁﬁé:k%ﬁ%ka\?ﬂl%ﬁnﬂﬁ%¥&2ﬂ£w
HE oMMk I T Lz, FEMmIIME 1450 GEEImE T# 1
NI EMNIEE OB 28 A 2 5E0) & U, FHMEMM &5 H k% b 8lss
Mkt L7z, aRATHIE S, SR EE 654 Bl &2 INEE LT,
LAAMEIZONTIX, IEE L 654 filnn, 141 (FEE) 2RI L7- 653 B & fighTxf
Gl Uie, REMMHTGUER OFEMBIMIZ, 331.097.4 H (V¥ SR =)
Th-o7T,
BIVE AR BRI 14.2% (93/653 f5l) TH-o7-, LERBERIZ. HEAILHE D K
2.56% (16/653 ), 792 1.7% (11/653 fi) . FELAEE, 90%F 0.8% (5/653 fiil) %
Tholz, BELRBWEHORIRIT4.1% (27/653 ) THY ., EREELRBIER
. BBPAZE. IR, EAISHE O RS 0.5% (3/653 ) ETh o7, FEMIE, VI %
BT 2B 8. RIER® (4) X B BIFEINEF R BUAHE K OV AR B A E B —
B O ReEfE H RGRE A A A 2
BEEIZ DN TR, RRMMNTSISIAER & [F U 653 Fl & fifrxtg L Lz, Fahtto
PRI, AFIBEGEICRG% 2~4 %A B E L, 7 v — U RORKRIER ZRE
BIZHBRE L, Y ERAARAWIEIR 581 & i LT THEZ), [o0FR). [#8))
D 3 BEBECTRMM L7z, A RERRNT x5 653 Bl 5 B ARk 5 2 5 & v 7z 641
IR 2eRUBEORFE (AROEIE) 1T, AT R O A 20 <
73.0% (468/641 i) Th o7z, HHEHEEDO AL, 73.0~78.3% THRE L T
BY., BHEREENE L R EIIAHEMEL 2 2BAITRD o T,
@7 o—URBEFERARERE (E2)
20114 8 HiZZ a— 9w OfE - HEOEEN AR INT-Z b, 7 a—J@ih
KT DL — ROMERICHKIT A2 ZeM, AMEE2iET2Z 2 HME L
T, PR 23 59 H B FERK 26 4E 8 H £ COMIRMIC H gk gk 7 =0 CEMi L7z, 7T
AT 1R & U, BRI Pk G- p k% b 8lst A fkiee L 7o, AWM S, 34
A2 290 B A INEE LT,
LRI OWTIE, BUE L7 290 il 6, 396 GEE SV TWZRVVER 5 i, %
PRIELHEE 3 BI%F) ZBRANL7- 281 Bl ZfEdrxt g L L7, BIMERBBIR T
10.0% (28/281 #3) Toh ~>7-, ERBMWEMIZ, TEAIZHED BUL 2.6% (7/281 1) |
Z OFEIE 0.7% (2/281 ) & Th o7, EELRFEIEHAORKBIRIL 2.5% (7/281 #)
Thy, EHEREWERILZ, BAE, BB 7F7 47X —Tav s BRE
ERRRYL, R B TEACHE D BUG, AR, MRS 0.4% (1/281
) Tholo, P, VI Z2MICBET2HEE 0 8. ®BIfEH® (4) HERIRIEH
FEELBE N ORI R A i S — B O R e i R A 2 S PR,
BEEIZONTIX, BRI SIER & [F U 281 Flafifrxtge L Lz, Hahtto
R, KB G G% 2~4 %R B L L. 7 v — U ROBRKRIER ZRE
BIZHBRE L, Y EMMAARA OB 581 & i LT THEZ)., [0FRh). [#8))
F Ot THITEARRE] O 4 BeFECRMI L7z, AMERRITRIS: 281 BlD 5 B BRKUGEE



V. AEICEAd HIER

DSFHIT S 472 272 BIZ 1T D B EE O AR (ARIOHIE) 1%, RA&FHIRE R
OFZIMEFAN T 41.5% (113/272 #])) TH -7z,
O ERMEXRBRABEEARERNE (RAFAE)
2010 4 6 BT [HEGED b HEAE OB RGR OIRE BEFIRE CHORR 5708
BIZIRD) | ORIEE « BIREDEBENT-Z 0D, BEEKGRIBRICHTDE LI 7
—h®5m%g®@m£%TT@E%@%ﬁ B D@t AOMEEET L2
ERHPE LT, PRk 229 7 AN BERL 25 4F 12 A £ TOMIMICH Jesk ik 7 iz
CHEM L7z, PRI 1 AR (54 ), MM &K OVL— 7 AARIEGERE, BiRER
%\%ﬂ%éﬁ@ﬁ%ﬁﬁi$ﬁ&5%%l$#%2%%&?&L\%ﬁ%ﬁ¢
Be G-kt b EIER Ak L7z, AT, FAE 560 2 INEE LT,
LAAPEIZONTIL, IUE L7z 560 26, #t 3 #i CBERILUEEC 2 ], AIEK 1
B) ZBRON L7- 557 Bl & figtret G & Uiz, RIMEAZEIRIE 18.6% (103/557 f#i) T
Hotz, FREWERIZ, EAICHED )G 6.3% (35/557 f5l) . 385 1.1% (6/557 1)
BLChoto, EERBWEAORBEERIL3.9% (22/557#)) TH V., LARBEELRRIE
. % 0.5% (355761, VA hAT a7 ANVAEY, =a—FL AF A « A
1T A g FEATEE D OGS RAYE= 2 — v 8 F— R O MER R 0.4% (2/557
) HETholo, ML, I ZatEicBT2HE® 8. AIEHO (4) HHBENE
FHE B M O PR A9 A1 52 35— B oD AR A FH Rl A 2 2 IR
B DN T, LM RIER 25 26 B (W90 b AR 23 ) E R
REDIERF]) ARz 531 Bl & fiffTxtg & Lic, AoMEORHmIEL, 8. 30, 54 H%IC
%wfﬁ%@%ﬁ\K%E%%%kmﬁbtf%&%®&fﬂgFﬁﬁjF%%ﬁ
2. TSN, THEAREE] O 4 BPE TR L7z, ARAlR G2 1L L7581, &
WP G0 8 R ITHAMN L7z, A ZWEMT 5 531 filicds T5£&&%E®ﬁw4
(BZhOEIE) X, kAR A T 60.8% (301/495 f5) Th -7z,
OR—F v MRICKDHAMRIRESRE SIEXFEAMERE (£6IHZE)
N—F = v MEIC K DEEMERLS & 5 BERIBEICHT 5L 27— RO bmglkg O
FEHERET O, A EETLIZEZHME LT, FR 1941 AND
Wk 24 41 A FcoMMIc2fRAE R THEM Lz, IR 0EE 5B 44
A0 24 E L, AT, AL 663 fl2IUE LT,
HEMIZONTIX, INELTZ 663105 6, 57 6] (&FI5eHERERAT, @hi
% 2 BN ONCZREER , AAFERIE G-, EISIMEH A 161 2Rz 656 il 2 22
AT X GUER] & LTz,
LM SE B DI HIEIL. 666.91172.1 H (CE¥+HEERFEZE) Th o7,
BIVERZEHERIL 32.32% (212/656 i) T -7z, LRRIWERIX. 32 4.42% (29/656
). FEE3.51% (23/656 ), KIEDRIE 3.20% (21/656 fil) ThH -7,
HEZEIERHORIERIL 6.10% (40/656 ) ThH O, EREELREWEAIX, Mk
0.61% (4/656 i) . FIEMEMIFRE 0.46% (3/656 i), HE, MK HiHk,
MIEMEY 3 v 7 BIRPERE 0.30% (2/656 #) DIETH -7-, FEfiL, VII. 24
PEIZBIT 2B O 8. RIEH® (4) HHEBIRIEA RS E & ORI A MR %
DR A2 S
BREIZOWTIE, LEMEMAT S SIEF 25 6 6] (HMHEB OWFHOER 3T
fili SFLTWRWMER]) & FR\UN T2 650 il & bt G & Uiz, A ZhHEfHT S SEFT D 5
B IRIER OB A L7z 642 6 (5 6 19 BlTHIEARRE) IS8T ik
P Al RF R D AR SE IR O AR SE IR, S E 60.7% (378/623 fil) . R E



V. BEICEY SER

20.1% (125/623 i) . 2 16.9% (105/623 f31]) . Ak 2.4% (15/623 f5]) TH Y
SER (LEHOCWEOEHIE) 1X80.7% (503/623 ffl) Th-o7T-, Fiz. B
FEMT XS 650 5D 5 HARKI O FH-RIHAICHRFEE A 3 L 7= 620 B2 1T 28 5-Ritk
D6 HH (180 H) &7V OIRFEMEREE DI, FEHTTIE 2.5 B, #514% Tl

05[ETH-o7T,

1) AR L LT3 L7cRBRoMZIx, V. 5. (6) 2) K

BE L7 - RO OB,
2) RRBEHE LTERFEONRXIEER L =HE -
(RFEEH]
O FEhE T EDONE
Y LR
@ Ejifi L 775

FES

L LT3t T e DA TS

HERDOBE -

PSES HEBRAT:

FElifi L 7= 58850

MR O—EMENZ SV TIE, #&
HIEBNZ DTl 286k LT,
AR D722 M R O % A
HEEblo, ERHEINTERICS
W, EIMicmETs 2 L,

BIE Y v~ F

s o> B AR AL 2 S L7

KSR L Eha L, A
Hl D22V SN T
LELbic, RMEEROZS
L 7 57 s R R O Y Y o A /AT
DFEIZONTIE, L EARIZ
Mafd sz &,

R OFFENE H AR A 2 S5 L
72

AN EEEL TR LESEHD
VMG 2 LT A oA
e (BAEmEE o 5 11 BE 4
LM AEETe) KOV % ik
BT 57, EU 3 RREEAE B
R Q4EUE) b &
BRI ERRRE FEE L, D
FERAZHCHICHRETDEED
12, Rk HEOAEFTIZOWTH
BTk,

] P o5 TITRH B ek B 2 S50 L 7=,
TORER, AR OV e & R
THRERME SN, FEMTV. I8
PRICETAIEA D 3. B D
(4) —1) KOVI. el
THEA D 1. MPEEOHER -
HIEED (3) OMERERZ BB,

[EIPN T OIRBRIEF 23D TR S 1
TV Z Enn, MERE%R, —
EFDIEGN AR DT — F PNEERE S
N5 E ORI, &IEHERSRIC
i A 2 Ehi S5 = Lok
D ARKIE FHBRE O SIER AT
BT 5L bl RAloREMER
OHIMECEET 27— % 2 B
INAE U, AFI O EfE Iz %5
HEEHECLDL L,

N—Fx v MEICLS
AR & 5 %

TR EFIFHAOR R, EEZH
TEFIZ 6.1% TH Y, AANZET
HMOBRED LM T a7 7 A v
EREZ < BEFIRRIC TR
372 _R—F = v MFEIC L DR
MRS & 5 g BT 1Tk 2 AR
BloZeEERmR I Nz, £,
QAEMOTEZ T LIESNICE
T DBERIT 83%LL EOKHETHE
®BLi-,

Wl BOEIRER, —EROIEBNZAR D
TS NERMSND T TORMIZ,
S 2 BT R A A R
Mg %2 &ic kb Aoz
BOHNECBI 27— & H4
WZUNER U A 003 Al P L A B
B LD 2 L,

R OREEE ) AREA 2 550 L
77




V. JAEICEAd HIER

PSES HEBARAT i L 7= ik
SRIEMEATHESR [N C OIRBRIE B 328D TR B v | #3R OO Re a8l il A & F2 e L
TWb ZEnb, BGERE®R, — |7

EHOIEFN AR DT —F NEHS
N5 ETORIE, IERE KR
i A 2 95 Z Sk
Y ARHIE RS DTS B AE A
BIaLEbic, AFlOLZEMER
OHIWEZEET 27— % 2 B
AR U, ARFI O 1 IS 2 B e
HEAE#HELLZ L,

O oY FERBERE (£

B U v~ F RIS 5 L 27— 1 3mglkg OEFAERE T CoLet, AaMts
BRI 2HME LT, 20034 7 AD5 2005 4 8 A £ TOHIMIC 25 gk
AT THEME Lz, AR 6 » A E U, SRR AP 59 1k 1% & 8ls2
ke L7c, aRABIm g, FHAZE 7,889 (il & I LT,

LRVEIZOW T, IUE LT- 7,889 Bl 6, &t 367 Bl (HaBEiE ] 261 B, SHE K
92 Bi1%5) AR LT 7,622 BlAfRbTcig & Uiz, BWERIZEIEI 24.6% (1,850/7,522
B) THoto, ERBMEMIL. 2 3.6% (272/7,522 ). & Kk ONFHR &
2.5% (187/7,522 %), 1FTY 1.7% (126/7,522 #i) . JifiZc 1.6% (121/7,522 Hi)
LTholz, EEREBIWEAORIEIL5.3% (399/7,522 ) TH V., FREE/LH
VERIE B 1.2% (88/7,522 i) , = 2 —F L AT 4 A 7 = Uitk 0.5% (35/7,522
). VPR B OV 0.4% (29/7,522 f51) . #1R3E9% 0.3% (20/7,522 4i)
HTholo, HMX, I ZaMicBEdT 2B 8. FIEH® (4) HHERBIEWEMZ
BUAFE K OVl PR e A 22— B oD FH i i A 2 2 R,

BIEC DWW TR, RV SUER ) B aF 751 B (A ZIMEREm 23] B AR BREDIE
B 746 B15) AR 6,771 Bl & Tt & Ui, ARMEORHMEIL, 6, 14, 22 0
% I O RHERFIZ 3 W CHEY RAT S . AFHA BRAART & Helie U 72 RSB O R EE D>
b 15, A%, TR o 3 BepE TRl L7z, A2MEREIT XIS 6,771 il 31T
LAUGEE O E CERNV+HAROEIE) 1%, 6 HA 93.9% (6,329/6,739 i) |
14385 92.3% (5,151/5,578 ) . 22 N 91.9% (4,310/4,692 i) . FHcHpEREN
90.7% (6,143/6,771 f5)) TH YV, WTNORAIZEB T HAHZIEIT 90%LL EE 7R
L7z,

QB VX FREEARERE (REER)

KA 3mglkg ORI RIS 1T 5 EGYES ORIEH OFBLRIL GEBLRDL, B
BEf, FEEH. FREELE) OEREZITH & & bic, RHERRRCRIT 2 HMEIC SN T
BEtd 22 &2 HME LT, 20054 11 H225 2009 4 4 A £ TOWIRMIC A Je kg%
FRITTIHME L7z, AL 2 M GEMmBIRE 7% 1 ERIEEESICEET 2
BERFRA A FEME) & U, RHmEIRE I A T IR S A 1T R R TRLER A
1B U7z, FAAWIRI, A 1,657 fl &4 INEE LT,

LEVEIZOWTIE, IWE L2 1,657 B0 5 6. 5F 102 il (BEEA AT 32 fil, K&
15 B1%5) ZBRAN U7z 1,455 Bl 2 2T et g L Uiz, B, AREICB T
ITRE T EIEFER A EFEIUET 72D, L B AT T 4 T I T e AT T 4
TIIERI IS 2 HIEEZIY | BEMEMATHRIZONTII L hr AT T 0 7%
FES 956 fil, 1 AT T ¢ TAREEIN 499 B T o T, AT DL MRS D
FEAMIEIL, 606.4179 A (CEEE AR HERZ) Th o7z,

A



V. BEICEY 51EH

BIVERZSBLFIT 32.4% (471/1,455 f5]) TH Y | E7emIWEHIL, 2 4.1% (59/1,455
%), F95 3.4% (50/1,455 ), =FRZ 3.0% (43/1,455 B) . FEAITEE D K&
2.2% (32/1,455 ) . &fwzméQW1%5W)“f%okoE%ﬁﬁ¢%®%
BZ(1% 8.7% (126/1,455 f5)) TH YV, EREELEIERIX. ik 1.3% (19/1,455
). AR Z 0.7% (10/1,455 fi) | m-ﬁﬁmk04%(W1%5ﬁ)\Mmf*
0.3% (5/1,455 ), FEN, EANITHED UG, BEBR, =2 —Fv AT AYRY
axﬂﬁﬁ&wﬁgiﬁf$%n3%(ylﬁ5m) MThHh ol
BEEIZ DN TR, LT SIERF 2 5 11 6 CHIEARRE I « Kit#)
%%WKLMAW(VFHZA7747%ﬁ.%4W\7DXA7?47§%:@0
B) RN G & S, ARWEORMEIL, 6 » A, 14, 14, 2 F R OURHH
TERFIC B W TH Y ERR2S, AFIB5RT & b U7 EIRUGEORE NS T3, A
Zhi, THESh) o 3 BERE TR L7z, AWM XS 1,444 BT 2 2B E O
B (FEN+HEDOEE)IL.6 » AM88.0% (1,226/1,394 i) .1 71387.5%
(1,104/1,262 #1) . 1 473 90.6% (976/1,077 #) . 2 478 93.2% (901/967 #1) .
BRI EREDS 84.1% (1,214/1,444 f5) Thovo, Fi=. BHRMEMNT G SIER D 9
B 640 Bz OWTCIX H 2N T ACR FEYE %2 374 L. ACR &4 20% 0L Bk
ERIT6 » H%T65.7% (400/609 f5]) . 1% T 65.8% (343/521 f5il) . 1 H--1%
Tl 72.1% (303/420 ) . 2 44 TIiL 71.9% (274/381 Bl]) . Hc #& 4 E s Tk
65.9% (422/640 f5]) THV | WTHNORERIZEBNTH, 60%LL ETH T2,
QB EEARERE
HREGIICKT T2 L 2 77— R bmglkg OfEFHERR T oLk, Aok EEd
HTEEHEME LT, P22 4 1 A DAk 24 4 10 A £ To I 25 gtk
G FRUICTHEM L7, FEEHMEIZ 6 » A (WIEERGBHLE A 226 2 MM I
B9 2 BB A 2 Eli) & L. PHlHIE &G k% b8l afke L7, JaEH
M, FHAE2E 768 Bl A INEE LT,
LRVEIZOWTIE, IE LT 768 Bl D, 4 (EEFED 7= D OEMBIER]) %R L
7 764 Bl Z Rt g & Ulc, BITERIZRBLIERIL 22.6% (172/764 ) Th o7, F72
BIVEAIZ, HEAICEE D UG 8.9% (30/764 ) . %E2.5% (19/764 1)) . PIEITH
1.7% (13/764 ) FEThHo7-, BEELREINEHOHIRITL6.9% (53/764 #) ThH
0. EREERENEMIZ., BE FTEAME D RS 0.9% (7/764 1) . ATHERE R H
B HIEMEMIZ 0.4% (3/764 #) ETh-o7-, FEIL, V. ZaMEIZRET5H
E@&BMHW>M)@E%ﬂ@%%ﬁﬁ&&@%%@ﬁ@i%*wmﬁmﬁ%ﬂ
TR A A
BEEIZ DN TIX, REVERRNTHRIEF D 18 1 (B ZhHERTAm 23] & A HE D JE 1)
ZERUNZ 746 B EfRETxS & Lo, BRMMEORHMIIL. ARG (3 » ARiRix H
ﬁ)&U%%ﬂﬁﬁ’%WTﬁ%@%ﬁ\i%ﬁ%%%&wﬁbtf%&£®ﬁf
ﬂgfﬁ%Jﬁﬁ@ 25, TEA), DHIERBE] O b BB TRl L7-, Axhk
b5 746 B2 h&%ﬁ@ﬁ@$(ﬁ%+&%@%é)iwﬁ%ﬁﬁf
%0%(%&%1@)f%ok<%ﬁr%®13ﬁ%@<> F7o. EHEBROfF
ZhER T = MERCEDY 89.4% (311/348 H1)) | %%Hﬁ%ﬁ%#SGM@CM&w9W%
JESELERERE DS 87.3% (96/110 ) . HZEMERLRIE S 81.8% (27/33 Bi) TH Y | \
TIH 80% LA EOENLENED bz,



V. JAEICEAd 5IER

@OAEMEHE X EERARERE
PREMEFTHER OIRIFIZX L, LI — RBEA SN2 BEOEMAEETICBIT %K
EEBI O EZMEERT LI EEHEE LT, 201044 AH 201441 HE T
ORI R2ERAE RS THEME Lz, FHMEMMIZLY I — FoE5E15 6 4 A
L, PMIHIME TR S 145 6 » HRITEMEERICET 2B 21T - 72, FAAHIM
W FHAEEE 255 I A NEE LT,
LRVEIZOWTIL, I L7 255 Blonn . 14 5] (5P 9 5], J@fssMER 8 6, 4
BB AR EARA F Mg OIER] 2 1)) ZFRIN L7z 241 Bl & fifrtge e L, RBITEH
FHLRIL 25.73% (62/241 f3)) Th o7z, ERBEWERIL, IFRERT 5.39% (13/241
B . FEAIZHES KOG 8.82% (8/241 f1]) . ENHSAZ, ZHRRIZHIK 1.66% (4/241 1) |
HOL, BB, TI=20T ) T URAT =T — BRI 1.24% (3/241 f5) TH
STz, HEELRBEAORBERIT 4.15% (10/241 %)) TH Y, Ll dEERmIMER I,
A IS 0.83% (2/241 1) . FFEMEREZ, HHRES. U oo EifsE, Rtk
R, TFH74 7% —vavr, BREMMK, IFEERY., BEEHEERE, BEANL
0.41% (1/241 1) ThH -7,
AEEIZDONTIX, ZRMMRITISIERIN G 5 B (FRMWEARTEMN) 2RV 7= 236 fi
TSR & Lic, ARMEORMIL, Ft&RHIRFIZ IV T, A 2 R AT 23 R e
BTHER DIERZREMICEEB L, L 7r— FEGBMGEE L i L ¢, 2RUdEE %
4 BepE (M, A, B b, CHIEARRE) TRl L7, A2 MM x5 236 Billcis i
2 B REFTAM R i O AR U R IR, T2 ) 2% 90.1% (209/232 fil) . TARZE ) 73
9.9% (23/232 1) Toh v, MHEfk) LIEFITRD bR o7z, Fio, EA&FHE
i 5 BASDAL 2 227 D 20% 0 #HH1X 77.5% (93/120 #i) . 50 % ok # F %
56.7% (68/120 ), 7T0%EHI% 35.0% (42/120 ffl)) ThH o7,

(7) ZFDth -
Pt



VI. EHEIEICEHY HIER

VI. EHEBICEHT HIER

1. EEZHICEEHSILEVMRITILEYE
TH IR b
THEI LT
=)V =as
YR RvT NI
HHE  BEOH 2bAEWOREE - DHIREL, RFOBETREZSRT L&,

2. EBEER

(1) YEFRERLL - 1R FAHER
AT VXU TIEI v — R Y U~ FORREBIZEICEEIZE S LT\ TNFa O
ERZET S, £ 0OEFI3EME TNFa OAEYTEEZTIT 5 & & bic, BEiEaR
TNFa #EMfE 2 CDC fiREAFERIIEE) & 5 % ADCC HUAR A7 Al i T
EE) ICEVEETLIZ L, BROWICZARICHES L TNFa 2 fifff st 252 L1k b
TNFa ODfEHZRET L EEZ LN TV,

Y 1vouro=T
©
N Ny O @ DEEETNFa DS -t
(35 )

@FB/FICHEB UL TNFaDiF S

() TNFaZ 21k @
‘ 0 S
® () —» O >

v a =
TNFa&—4" vl
(RRE. MEPNRRR)

TNFaEEA R

(RHEY /0T 7—I%)
qu/\b OTNFoEEMRZES
(

BEALTNFalCHE

K

RIEEETNFa

427U X< T OV



VL.

EMEE(ICHT SIEE

(2) BshH#Ef 1T BABRAAE -
1) #EE %M (in vitro)
A7V FT2TILL04X100M T &0 ) FEGER A b o TRl TNFa & 56 L %Y,
BEEA TNFa 12k L TH, TN EIRIERZEOBFMEZ R Lz 59,
Flo, A7 VXU~ TiEe bEF RV —0O TNFa (28 L TEWEFRMEZ A L,
A XHKR TNFa (1245 LTIV ZEZRICMEZ R T OO0, Ty b, v U A7 8 10 D
BFE O TNFa (x5 5 &2 RISVEITRE D B Lo 7z %,
2) ZEEER (in vitro)
O TNFa EYTETEC k3 2 R FRER  (IL-6 EAMGITER) °©
b MERHESERIIRIC TNFa & A > 7 U %<7 (4pg/mLl) ZEML, 37°CT 18 K]
B L% o B o IL-6 FEAE R % ELISAJEIC KXV JIE Lz, TOREE, %
FECIX TNFa OFRMEIZET L CIL-6 FEAENPEM LIz L, A7 U F v
~ ZUSHIRE T IL-6 FEA 2N S vz,
@ MG S TNFa S BUAII kE3 2 G EEH o7
(IR (CDCicomplement-dependent cytotoxicity) 1EH])
EERE A7 TNFa BEMIIRICA 7 ) v~7 (IgG) F721E, IgG, 2 A 7D A > 7
VX~ T7 %M (ZNE bpg/mL) L., =EICT 3 WFRIEGE Lo, #iRE & L
TUYRIME (BEERE 10%) 237z 20 /5kic, B3 B o LDH %
E L, MRS EEOIE S L, ZO/RHE, 1gG, 2 A 7047 )Xo~ 7 TiIKE
fa e TNFa BRI L, MG EEZ RIS R, A7 )X ~vT
(IgG,) TITMfaGEENRD BT,
@ Z LKA TNFa fifgfEfEm
TNFa B2 3819 5 b N BEERESHIQIEIER I, 12T £53% TNFa 2 #00 (10ng/mL)
L, BIBTIHMBELLE, A7 U)X ~7 420N RKIEE 50, 100 KL
200pg/ml) %, =R CHE:E L, MiRICHEA Lz 1R TNFa &2 0E L7c, &
DOFER, ISR A L7z PLEH TNFa 134 > 7 U %o~ 7 ORIV R fi#
BiEL 7=,
3) EHEEA (TIR)
TNFa AiEtEiz st 5 FFRfEM 5
(B FTNFa 7> AV ==y 7~ 7 AOHTFERIEH)
3O F TNFa F T AV 2=w /<7 R, A7) F~7 05, 2. 8mglkg
ZEz 2|, EVENEL L, TOEGFREZE Lz, ZOMR, SHIREECIX 4 L%
WZAEGFHBNHIR LT, A7 ) o T REHETCIEARICEWEFRE R LTI &
5. mmvivolZBWTE s TNFa OEWIEEEZ FT 5 2 L VRE ST,

(3) E B R IRBER] - G -
B TR L



VI. EMBEICET HEE

VI. EYEIREICEIY 5IER

1. M REOHR

(1)

ARLAYMGCMPRE

KR L

(2) FRARFEBR CHER SN -MFRE :

<RV =TI >

(ER)

EO/MAERER (MTX St EERLERER)
AN RLFH—K (MTX) (RN 72 Y v~ FEBFIC, MTX 0T (6mg/i# LA
k) T, ARHI 3, 10mgkg # REFEICE D, 3B (WA, 2@, 6 %) #hH LIZRED
MIEFIREOHER 27, MG HIREITHEITITITH®AI L T L7,
F7o. MR Eh, BIBEERLECEID DVITIEAT oA REFIRERIDFHIC X 5755
BIOFEMBNAED 72T BN o 7oy, JEE (BMI) O o T i H e 23 8m
THMAN AL, FEIXEHERES 283 2 BF RN O ZNFIET 5 G0

FTRHTH D,

3mg/kg DAEHR G % %1F 7= 49 B TiX 2 . 10mg/kg O KEHK 5% %) 7= 50 B TIiX 4 4

W2, ARFNZKT PR S vz,

i1 > 7% <TiEE (pg/ml)

1
14

1000
100
10
1
0-1 T T T T T T
0 2 6 8 10 12
t 1 1 BE5%ER (week)

Y o~ FREIZL I —FEA b RS — MEAT (6mg/lEA L) 3 RIEFGRHIRAE G L7ZROMmiET A > 7 U % o~ 7 REHE (2

Ury) T — &L, O: 3mgkg (n=49), @ : 10mg/kg (n=48~51)
HABHHE T A — X 0 Cyy 238 Cy. 6 i Cyre 14 18
" 3mg/kg SEE = R 47.9+11.3 11.5+4.1 5.61+4.1 0.84+1.1
b (n=49) AT 475 10.8 4.8 0.5
= 10mg/kg EME CEEER S | 168.4148.6 35.6+15.2 22.3+13.7 | 5.4+5.8
(n=48~51) AT 168.3 33.7 20.6 3.6
Ciy : BEHT 1 Ref#EME, C,,. : & G-AIE (pg/mL)

1) ARIOEGBEN TV D HE - AEIZKROEY,
<BAfiV v~F>
WHE, A7 VX7 (BETE#z) & LT, KE kg %4720 3mg % 1 FIORGEE Ui
W5, v, 2, 6 BIcHG L, L% S EM oM TRGE21TH) 2L, 2B, 6O
P, SRRSO RAWEE Lo HE12iE, B ROH LR SHBOEMHEN TR TH D, i
5 OF B O RS E - IR O X BEBSICAT 5 .
MOMETHIUE 10mg, HHRIEZ M L5 Chiut émg 55, Fio, REOESHREIL
4 MET 5, AANL, A MR LEY— MURIC L ABBICIFH L THVWSZ &,

1 ORE 1kg 4720 OFLEED EIRIE, 8H



VI. EYVEEICEY HEE

FMAHR (EBEHRR., FER+ZEER) ©

ANBMUXH— AT (6mg/lHLLE) T, AAl 3mgkg # 4, 2%, 6 HEZIZEE
L. 9l &#i& 3mg/kg., 6mgkg » 5\ i 10mg/kg % 8 FME CHEKRE Lz & & ol
R X BIIZITEE L TN L 72, 3melkg #5252 1) 7= 99 Bl Tk 27 ], 6mglkg %
G257 72 104 51Tl 24 61, 10mg/kg & 5% %1772 104 i TlE 13 Bilic, AFNZxF 5

PURD Bt S vz,
HEE T A —4 038 Cy 14 Cy 22 1 C,,, 54
3mg/kg TP YRS | 57.77+14.23 | 60.821+13.60 | 0.85£0.98 | 0.90+1.13
i (n=86~99) AT v 58.14 60.35 0.50 0.44
5 6mg/kg SR+ YRS | 58.86+11.74 | 110.94+23.83 | 2.18+2.30 | 2.88+2.80
B (n=91~104) AT 58.52 113.41 1.81 2.28
10mg/kg EE EFEYE(RZE | 58.23+11.34 | 188.70£39.61 | 4.73+4.78 | 6.50£6.26
(n=95~104) AT 57.16 186.12 3.13 5.47
Cip : BT 1 REIEAE, C,,. : &E-AIE (pg/mL)

AF 3mglkg & 5\ L 6mg/kg & 8 HHME TER G Lz & & &5 22 KA T ACR &

e 20% LI EE L2 o T EFNC X LT, & G-RIfRE 4 BIZRHE L7286 OHEE g

Y7V XU TRE (EFREOMIEF N T 7EE) P X, 3mgkg T 3.35 [0.83~

10.46], 6mg/kg T 7.19 [1.27~21.62] p/mL (3l U/ME~HKE]D) ThoT,

1) EEREBROEE (327 B, 5104 /5) &% L LI-REM SR EREfEST (NONMEM version VI) (2
D EYEENRT A= EHN I 2 b— 3 URER

G

FMAAHER (MTX ffRA-ZESH&RER)

MTX (2 RAR 143 2B U v~ FBE 1, MTX 0T (12.5mg/#LL ) *T, AHl 3,

10mg/kg Z mUFEEIC L Y, 3| (FIEl, 2 %, 6 #%k) &5 Lok, 40 &8 HHEE

T2EMBEE Uiz, TOREE, 102 BE OG- WM 28 U CEMEIT R <. ZE Lo mig

HFIRE 2 RHIMIC O MR 2 2 LBl STz,

1) RANOAGR SN T HE - HEiZko@Ey,

<PV v~F >
WH, A7 VX ~7 (BEfiz) & LT, KE kg %720 3mg % 1 FIOEGREE Uit
ET 5, Pinl&EE%, 28, 6 IS L, Lk SHEBOMBBTREEITY 2 &, 2B, 6 HOKRE
DIt AR ARA-0r AT R PGS LI A i, G 2E0ME0R GMBOBMENETH D, 2
D OG- B O EOR G- MR O BRI IB M IICIT 5, 1 EIORE 1kg ¥ of 5 EO EfRIZ, 81
MR THILX 10mg, #5HELZEMHE LSS ChuL émg £ 35, 72, KEOREMREIX
4B ETH, AFNE, A b FLrd— FMUFNZ L DBBICOFH L THwWS Z &,

MAWREICB T D A~ b LFH— N OAF TOABHREITER 6mg/ill T, #HETH L XX 16mg/l % T

Th s,

<AR—F = v MEIZ XD ERMERERES &9 Rk >

(REHE - EA) @

S E IR EHTHX—F =y MEBEE (V7 v ARY COMRAR+LSH)) o407
U X% ~7 bmglkg 7213 10mg/kg # A, 2 %, 6 HEICHEG L, 5l &Hix 8 MM
T 46 8% F CEH G LR Mg HRE TR 5 BEOBINCE- TE< e b, ZE L
ETRE 2 BHIRNICO 0 MR 2 2 L Blst s iz, ABR Tk 5. 10mg/kg O E#
5250 72 8 I B W TARANC KT 2 HuiRITRH S vz oo 7=,



VI. EYMBEICET SEE

1000

100

0-1 T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
02 6 14 22 30 38 46 50 54
tt ot i 1 t i i
MO S %R (week)
NR—F =y MFIZ K 2 AR & 5 IR BH I L 7 — R 2RI R AR G L 72RO g1 7 U o~ TIRERE (22T V)
T LI —FREL, O: bmgkg (n=3~4), @ : 10mg/kg (n=3~4)

i1 > 7% < TEE (ug/mL)
>

IEEE T A —H 0 Cy 218 C,,. 618 C,,. 30 1 C,,. 54 i
Smg/kg | FHIMEEHEYERZE | 114.9£20.3 | 15.9%+9.9 | 14.3*£7.7 | 6.7%t45 6.8+4.7

E (n=3~4) ATT v 119.0 15.7 13.3 6.3 7.0
& | 10mg/kg SEME AR S | 193.1£17.2 | 32.56+22.7 | 26.0+=17.6 | 5.9%6.3 4.8+6.1

(n=3~4) AT 185.9 32.9 32.1 5.2 2.6
Ciy : BHHMT 1 R ME, C,,., : & 5-AE (1rg/mL)

1) AANOABREN TS HIE - HEIZRO®@Y,
<AR—F v MNEIZE DHEEATERELS & 9 K >
W, A7) Xo~T GEBEEEEZ) & LT, KE 1kg 472V bmg & 1 BlO#K G &L LA
W15, #lalEG5%, 28, 6 BIZEE L, Utk SEF OB TG EITH 2 &,

< WA >
(Em)
=5 VERCRE R & RV B R B IR bmelkg AN, 2 %, 6 WRICKREG L, 51&
frx 8 HMMRT 62 WL E THRE L& &, ZE LMIETREAMRST 5 2 L8RS
7= (BRERYRRER K Ok ¢ 5-3888) . bmg/kg DR IEH 5252 1) 7= 35 il 8 i, AHC
ST DPURR R S, SRR, GREERIEI R B IR R R R K OV
PEALRE SR ICAH bmg/kg Z#IEl, 2 %, 6 %I E L, 5l &k E 8 MR T 46 8
BETEGLIEEE, 14 END 54 % E TORY 8% OMIETIRE (9l X
0.39ug/mL 75 2.27pg/mL O THERS L7z (BRI GRER), Smgkg OEEE %%
7z 64 il 19 B, ARFNCKFT DHUAR R STz,

(RSN RE BN FAGERFEERE © 2010 21 )

migsha > 7 1) %< TRk (ug/mL)

o
=

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

Tttt 1 1 1 1 ) 1 1
MERS %R (week)

TR R LRI R B T U X s — FEEEBEEHRRIRN G L2 L SO M A o7 ) kv TIREHE (X P72 n=2T~
35) 1L 3IS— L
—81—



VI. EYEEICEY HEE

SMENHE T A —H 0 Cy 143 C,,. 30 1 C,,, 70 i
i% 5mg/kg SEYE R HEF S | 97.18219.40 | 3.34%£2.95 2.16+2.18 2.22+2.26
- (n=27~35) AT v 98.33 2.45 1.48 2.09
Cy : EHT 1% E. C,,. @ B5-AIfE (¢g/mL)
HER G

5mg/kg 8 HFIFEH G- CRVRDHERF C& o\ i VEEHE, FoOmerERIEI 25, IRIEMERLRE, o0t
PEAL R fB A8 D Bmglkg $65- 8 MG DOIMIEHF A > 7V ¥~ TRE (AT V) TEER
H(0.1pg/mL) Rl CThH o7, ZHHEHIZ 10mgkg %5 L1-%4 . 10mg/kg 5
40 % (B WM E) OMmE A 7 ) v~ 7 ME (A7) 1 1.10pg/mL £ T I
L7,

1000

NN

HEE%IERE (week)

5mg/kg 8 i @ G- TRIRDHERF TE RWVMLREEAIC L 27— R 10mg/kg 2 EEKEIRFE RN G L7z o i« > 7 ) o~ 7 EHE
B (ATT7 v, n=44~51) T LIsr— 5

mEF1 > 7% 7 TRE (ug/mb)
=}

HE 0 HE oM A8 | HE 1618

SR ENRE T A — X IR 40
Cpre ClH Cpre Cpre -
E 10mg/kg | FHIE EHEHERE | 1.45+£2.23 [230.99+51.77| 2.70+4.05 | 3.18+4.30 |3.60+=4.56
" (n=51~44) AT 0.00 237.99 0.00 0.47 1.10
Cuy - BEHT 1 Kef#EME, C,. : & G-AIE (pg/mL)

AH| bmglkg 8 U HIfR G- TR DHMERF T X 72 WRREEE 123 LT, AAl 6mg/kg % 4 1 [t

fRCREERS LG EOHEENE YA 7 ) v ~7RE (EFREOmET b7 7RE)

X, 4.63 [0.00~37.69] pg/mL (FFofE [E/ME~HKE]) ThH-oTz,

) WERBROBE (584, 790 &) Z x4 L Lo BEMEYIREMIr (NONMEM ver.7.2.0) 1255
EMENRE R T A —F EHW=v I ab—y g UiER

<FREMEHHESR >
(Em)
BETFIRIE CRNR Ao e s BB HERBH A 7 Y ¥~ 7 bmglkg Z WA, 2%, 6
BTG L5 &kix 6 BRI C42 % F CTHRE Lz L &, 2F LM IRE 2 kR
T5HZENEIEREINT, bmglkg ORERG %% 1F 7= 33 HICIE 2 Bz, AFNxHT 2 Hiik
R S i,

(FRIEPEFHER SN BREE N I GE R &R} © 2010 42 4 A)



VI.L EYMEEICET SEE

1000 3

Mg > 7 1) %< TiBE (ug/mL)
8

10' ______ " @------ @----- ®

L e e e e e e LA S S s e e e e |
02 6 12 18 24 30 36 42 48
tt ot 1 t t t 1 t

ERS %R (week)

REMEFHEREH T L I 7 — F bmglkg ZEERIFHRHIRNE G Lz &L oA o7 ) o~ 7 REHE (X272, n=32~33)
T:VvIs—F#h

BT A —X 0 Cpy 24 18 C,,, 48 ¥
{g 5mg/kg P A 2= 91.76+21.10 7.40+4.33 6.96+4.48
- (n=32~33) AT 86.28 7.01 7.37
Ciy : BEHT 1R ME, C,,. : & G-AIE (prg/mL)

<JBERAN—F = v M, RN —F = v M, EUS—F = v hiE>

(ER)

W AR R M E TS —F = MR EE A bmglkg 2 #llal, 2 %, 6 WK
B L. 5l&HiE 8 MR T 46 Tk £ TRIEIR G Lz & &, WABNSETRED 5T, ZE
U7 il PR 2 MR 5 2 L MBI S e, bmglkg OIRIEHR G 251372 18 fHlic T
AENKT DHURITRIE SN h o T,

MiEFA > 7Y% TRE (ug/ml)

0 10 20 30 40 50 60
ttot t t t t t
WEHRE %R (week)

PR AR R ORI — T = o MBIBHIC L 3 — ¥ Smelkg & BEHEIFREEAMIRAE 5 L 7= RO s A > 7 U %o~ 7 R (A
TV
T vIr—FK&Eh
@ : EMAR—F =y M (n=7~11)
A R —F = v [NE (n=2 XL 3)
O MERR—F = v MF (n=3 XL 4)
BRI —F = v MR
I ENRE T A —H 03 Cy 148 C,,. 30 C,,. 54 i
ﬁ 5mg/kg M+ IR YER S | 114.36+£27.22 | 8.59+4.53 6.72+3.98 6.561+3.96
- (n=8~11) AT 104.55 7.78 7.30 6.77
Cip : BEHMT 1 R ME, C,,. : & 5-AE (1g/mL)




VI. EYVEEICEY HEE

PRI —F = B

SEBHE ST A — 4 038 Cyy 1478 C,,. Eﬂfgm 2i§
E Smglkg | P EERE | 116.05229.09 | 9.45+4.09 6.99 7.95
M (n=2~3) AVT v 130.00 8.40 6.99 7.95
Cip : BT 1 R ME, C,. : & 5-AIE (prg/mL)
MERS—F = > M
T A —X 0 Cpy 148 C,,, 30 i C,,. 54 i
ﬁ 5mg/kg %’91’@{&%&@% 127.09+38.00 | 8.86+3.27 4.95+1.43 5.62+1.38
M (n=4) AVT v 117.69 8.18 4.73 5.90
Cip : BEHHMT 1 R ME, C,. : & 5-AE (prg/mL)

BMEREIZEITHEYERE

AFH| 5mg/kg 8 W IEHE 5 CRHRNHER TEX R WIFERR—F = v MEERE 3 BlITAH
10mg/kg 65 L7z & & @ 8 B O MG HIR T, HERT & ik L TN 72,
10mg/kg D5 %% 1F 7= 3 BT B W TARANC K 2 PRI S e o7,

8 I 1638
Ciytn=1 | (=1

if} 10mg/kg | “FHME - HEUE(FZ | 4.38+3.41 |209.69+51.45| 11.51+6.54 | 170.77 5.06
%

SBIE T A — 5 %o 0 C,. | 0 Cy 8 C,.,

(n=1~3) AT v 4.39 190.57 9.77 — —

Cu : BEGHE T 1 STRIE, C,, : FX5-AITE (ug/mL)
sea : 10mg/kg MIEIE 5852 0 & L CHRF LT,
BV, A, B —T = o M AVEE N R« 2015 4F 8 1)

<99 O k1 >

(ERE&%E : BA)

MEFHERASE 7 07 ) o (IVIG) FRIENED)NRFREE A 7 Y &~ 7 bmglkg
Z REEREIC L0 R G U7 Rp o S Ehie 2 fss L7z,

100
90
80
70
60
50
40
30
20
10

MmERAT)EFSTTRE (ng/mL)

0 8 16 24 32 40 48 56
RE®REERER)

] IVIG FEAIS O NIEHR B A > 7 Y ¥ 2~ 7 % 5mglkg |2 THEIFIRNEL: L7ZREO MiET A » 7 ) % o~ TR EHES
CFAfE L FRE(R 2, n=11~16)



VI.L EMBEICET SEE

<7 wa—F>

(REHRSE : @A) @

EHNZ o0 — JREE*ICA 7 U F T~ 7% bmgkg ODHET 3 (0, 2. 6#) Fiirik
WG4 10 BEEHIEC RSB0 B B 2551 14 B 8 BRI TR 5 L 7=k
DOEYEEEZ MR LTz, SHEMBE GBI OFEGROMET A > 7 ) F o~ TRE (AT
V) EHERF S R,

g 10000

(v}

2

1 100.0

ay

R -

b 100 '”*\., ,\b/

e

2 1.0

A

by v A ——————————_———————— |

gg 02 6 14 22 30 38 46 54
Tttt t t 1 t t t

VAR5 %R (week)

7m0 —YRBEIC L 27— N bmglkg & EELIR R RN B G- U720 8 I BBRE GRED MG A > 7 U F o~ TIREHER (A VT v, n=31
~38. 0. 22, 46 BITHLGATE L OBG# T 1R L FoR) 1L 17— RS

EWBIE ST A —¥ 0 Cyy 1478 C,,. 30 8 Cpe 54 18
E 5mg/kg EEE RS | 80.4116.9 3.1+2.4 2.6+2.1 2.0+1.6
" (n=31~38) AT 78.9 3.1 2.6 2.0

Cror : B GHE T 1 WETIRNE. C,,  FEH-AIME (ug/mL)

) RENIOER TS AL - HEIFROEY,
<7 m—PFE>
WH, A7 VX o~T (EEfiz) & LT, KE kg %720 bmg % 1 FIOEG R E Uit
HT 5, mlEG%, 28, 6 G L, Lk SHEMOMIETHREEITHI 2L, k. 6OEE
Ditg, ZhRNEE8 L2 aicit, B RomE IR G MBOEMHNATETH 5, HEREHETD
BaiE, RE kg 4720 10mg 2 1 [HOFELGEETHZ LN TE 5, HEHELEEET 25461,
{AH 1kg U720 bmg & 1 FIOHFGEE L, KA 4EBOMBTRGTLZENRTE D,

k PEENDBEEOTIHICH D 7 o —REENEHIL E 7> T\ D,

(REHRE. BE . EN)

5mg/kg 8 MR # G- CRIRDHEFF C X W EE O bmglkg $¢5- S ML OIMEFA 7 VU %
VR TRE (AUT V) 13 0.30pg/mL ThHoTmn, T BEIC 10mgkg G LY
A, 10mg/kg $5- 8 MHOIMIEH A > 7V ¥ ~TWE (AVT ) 1X1.29pg/mL £ TE
HF L7,



VI. EYEEICEY HEE

2 10000

oo

2

w1000

i3

™

b 100 . . \
+\' 'l ’ K4

N 1.0

A

PR : '
!'!éE 0 4 8 12 16 20 24 28 32 36 40

HEERIERE (week)

5mg/kg 8 i MIFE R G TR DBHERF TE RV 7 o — B EIC L 27— R 10mg/kg & B EIRHEEEIRN G- LR Mg F A v 7 U Fo~7
PREEHER (A7 0 n=26~39. 0. 16 MITHE G KOG T 1RME IR . 1L Ir— RS

HE 0 HE 0 HE 8 | HiE: 16 0

HWERE XN T A —H C,. Coy C,. C,n P 40 A

{,_% 10mg/kg | VB (RS | 1.45+2.67 [199.23+41.71| 3.24+5.10 | 3.73+5.85 |4.10+5.58
% (n=26~39) AT 0.30 191.24 1.29 1.31 2.18

R ERT 1 R, R (¢rg/mL)
) REIOAR I TS HE - HEIFRO®

<r7ua—¥F>

wWE, A7)V Fo~T (iffﬁ%%ﬂ#ﬁ&z) L LT, AE 1kg 72V bmg % 1 RO GE L LA

W95, YlEEE%, 2L\ W5 L, L SO CRGE21TH) 2L, B, 6 HDEE

w& hR NG L= i &EJ@(D%EX W G- RO ENENATRETH 5, BERLHIETS

AliE. KHE 1kg ét@ 10mg75: 1AO#EGRELETHZENTE S, BEMBELERTIHAIT
M@ lkg %729 bmg % 1 [EIOF G 7L L, &E 4 BROBRETREGT L2 LENRTES,

EEHERERERICH T 5 EMENRE
bmg/kg 8 B[ G- TRIRAMERF T & 22V EHE 19 Bl 5me/kgd MR G 21T o7 & &
D 4 8% OMIGEFIREIT, B 5FBEMERT & i LT L7z, £, mighiRE 40 8

F CHERF S LT,
T\E' 1000
b0
2
i 100
g
™
> 10 B Y S — @ Na--- ®
N --
kg
N 1
A
Y g l—
g 0 4 8 12 16 20 24 28 32 36 40

4:BRERIRSEITHRAERE (week)

7= PRREIC L 27— K bmglkg % 4 B CREGE RN G L72Bro g R A4 > 7 ) o~ TREHR (A7 > n=4~19, 4iH[H
[ G RATR S 2 R L L) T LI — N



VI. EYENREICEEI HIEH
P T 0 i 0 T i 4 i 8 T
SR N T A — 4 % %gOL W}gm‘ %Dﬁcﬁ . iuﬁcﬁsj‘ S 40 i
pre 1H pre pre
f;f 5mg/kg | PN HEYE(RE | 1.83+2.74 | 85.50+8.65 | 6.49+6.15 | 8.96+7.25 | 14.73+9.20
o (n=4~19) AT v 0.80 86.75 4.90 6.90 8.70
Ciy : BEHT 1 Ref#ME, C,,. : & G-AIE (pg/mL)

ka: BGMBEMBITRZ 0 & LTHER L,

INRIZE T2 EMERE

EN/NR
Beh5.4% .

10 Ln¥'fﬂﬁH% k—)‘j]%z)) ity 16D Ehﬁ_

S RSSE Jha

ru— JHHRFICL I — F% bmg/kg OHET3E (0, 2. 63#) Hrgisrm
14 LI 8 MR CTH G- L=

1%@ Exfat Lz, 8 MR GHIOEGRIOMIEF A > 7 VX~ TRE (ATT V)

ITMERF Siv7e, Bmglkg ORI 5% 5T 72 14 fillC

Mmootz

2 1000
®

2

! 100
8

™

> 10
A

e

I_\ 1
AN

5 <0 e
e 02
h t1

MERE %R (week)

54

BOTHRANA T P EIMRE E 7

IR v— U JEREIC L 2 — K bmglkg & IR HARN S L2 O Mg F A > 7 ) o~ T REHER (A7 >, n=8~14, 0, 22,

46 BB AR JOBGH T TIR#% b FoR 1« LI T — KRG
I EhEE T A — X 0 Cy 14 ¥ C,,. 304 C,,. 54 i
E 5mg/kg ﬂﬁi@1‘£{£¥$fﬁ?§ 91.19+10.60 4.71+3.36 4.28+3.32 4.19+3.69
B (n=8~14) AT v 91.48 4.54 3.75 3.62
Cuy @ EHT 1R ME, C,,. @ BE-HIfE (1rg/mL)

INR TS

EREIZETHEMENRE
A 5mglkg 8 WMIFEE G TRIFEDHERF T X 720 /AR
EHRELEE0 8 EGOMIETIRE T
10mg/kg D52 521772 5 il

7 n— PR b B
. HEERET & i LTI L 72,
CRWTAANI ST PRI S e o7,

[ZAH] 10mg/kg

e 5SS 4 7 ka A AR HAR B
HBNE ST A =2 0l C,. 038 Cyy 83 C,, 16 3
E 10mg/kg | “FIME £ FEHER 25 2.85+3.74 173.87+8.44 | 4.57+5.11 7.82+6.93
5 (n=3~5) AT 0.38 173.20 1.16 9.61
Coy : BE5HT 1 REERAE, Cm $& 5-mifii (prg/mL)
*a : 10mg/kg #IEI#5-05% 0 & L CTHERH L7,

(sh) oo

bmg/kg D Hi[AIF 5. Tl
O JefEiE 3.0L,
B, RO HERESE D

FSIANGEN

i iEE (Cmax) OFRAEIE 118¢g/mL, HAAHME (Vd )
R 9.5 H Th o 7o, ERKRERIC
B O SN REHY 22 75

BEOYE, Fip, &

n:uy)%ﬂfé:ﬁ)Of\_o EEI mﬂi T/I/:‘E‘/ﬁl




VI. EYEEICEY HEE

A L7ZBE T, A LARWEEICH LT VAEOAEREM (17%) 2380 57
D, B RE R NVECRINEIRENT v ANBET D010, RREITE~MER LI/ &
Ez bz, bmglkg DHAIE G %25 1F 7= 20 Tk 2 FHZAFNZ 9 2 HLE B S
7oo BALEZERK L TV DEEBOBF AR bmg/kg Z#)R], 2 %, 6 BEICKERE L
BOEBERMII R o1 KAIDOIZ VT T AT, BEDOZ LT F = Mlid 5% AST
(GOT). ALT (GPT) EHHBHITRD HT, BHERE - IR ER 2B T 280 21330
D BRI T2, Bmglkg OEREG %51 72 31 BICIX 1 BHCAFNI KT 2 PR i &
iz,

1000

100

MmERA> 70 %97 TBE (pg/ml)
=)

IEEZETDH 70— RREIC L Iy — R 3 BIFGEEIRN R G- LI OG- > 7 ) F o~ T REHER (A V7 v =5 FaEk,
T LI — KL, @: bmg/kg (n=28~30). A : 10mg/kg (n=29~32)

IETIHE T X — K 03 Cpy 23 C,,. 63 C,,. 14
5mg/kg AT v 168 33.7 21.8 5.4
igt (n=28~30) DU 45487 [ A 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) DU 53 L [ A 274-419 54.1-93.7 31.7-69.1 | 9.3-23.6
Cip : BT 1 REHIAE, C,,. : &E-AIE (pg/mL)

) RANOAR I TND HE - HIEIFROEY,
</ m— 9>
W, A7 )Xo~ T (BinEfiz) & LT, KE 1kg 720 bmg & 1 Bl G & Ui
HT 2, PlEEG%, 20, 6 BICEE L, Ltk S HMOMBETEEGA2ITH 2 &, 72d, 6 Hoh
Ditg, VR3S L2 5A 10, &G 20HE 3R GMBOEMENETH D, KHBEMET D
HaiE, RE kg B720 10mg % 1 HOREGRETLHIENTE S, BEMWREEERET 25613,
A 1kg H72Y bmg & 1 DG &L L, HE 4 HBOMBETRET 22N TE D,

<IEBEMEXRIBZ >

(BRA)

FE MR

BRI (A7 aA R, TH¥FAT7V U5%) TR 7285 RIGREE I LT,
KA bmglkg ZHIE, 2 W%, 6 HBICHEE L, gl&kix s MMM T 22 % TG L
L&, RELEMEFREEMRET S 2 ENBIR SN, bmgkg OXER S &%=
104 % CiX 10 BNCAFNC kT B HiE R B S,



VI.L EYMEEICET SEE

1000
100
10 ) /\'
] -
0.1 ———
26 3

6T2foix81Y0Y1T4Y1Y8Y2YZ 0
(I . ! !

mFERATVFIITRE (ug/mL)

WEHR 5 % FRHE (Week)

TEHERIG I BHE IV X 7 — F bmglkg & EHIRIFHEE IR G- L 72RO MG > 7 U % o~ TREHEB(X 7 > n=62~104)
T LvIs—FiEE

SEENEE T A — X 03 Cpy 63 C,,. 143 C,,. 223 C,,. 30 38
i_i% Zf;g(g‘g I+ RS | 95.88+21.50 | 11.09+7.19 | 3.45+3.98 | 2.52+2.73 | 2.46+2.73
) RUT 93.72 10.88 2.31 1.46 1.46
i | ~104)
Cu : BEHT 1HFIRIE, C,. : G-ATE (pg/mL)

INRIZE TS EYENRE

AH| bmglkg ZFlAl, 2%, 6 KIS L, 5l&Fis s MR T 22 MKk E CHE L-
LE L CLE LM ERE MRS D 2 LB SN, bmglkg DOERG &%= 21
B CIEAFNT KT 2 PURIETR H S iv7e o 7,

3

£ 1000

-1

2

X

%100

"h ~~

M Seas

~ 10 L

i

~No

A

2

# 01+
H 0 2 6 8 10 14 18 22 26 30
g ottt t t

EZS %R (week)

INEOBIGIE R I OPERA T L 27— R bmglkg 2 EERIEFRFARNE S LR Mg A > 7 U & o~ TREHERE (227 2 n=14~
21) 1 LIy REG

EYBE ST A — X 038 Cyy 6 Cy | 14#8C,. | 220C,. | 303
E (irzikf SRR | 96.18+15.65 |12.34+7.51 | 8.30%3.03 | 2.68+3.02 | 2.74+3.52
o ATT v 97.17 10.35 2.58 1.54 1.34
Bl 21
Con * FEGAE T 1 NAMIIG, Cyr 12 55-HITE =
(iB5h)
ZIAA(ACT)ERER

ACT1 RBRICEWTHEFIRR (A7 aA K, THEFAT Y %) CHRER+5 728 R
B4 B ICRE LT, A% bmglkg # W], 2 W%, 6 W%ICHE L, JlXpix 8@ T
46 W% ETHRG LI L &, 208 Li- mighisE 2 BHIRICh - VR 5 - L as@lgish
7=, 5mglkg OG- % 51} 7= 116 il T1E 9 B AFNT K 2 HUEAS B S iz,



VI. EYEEICEY HEE

(3) h&E -
MMERR L

4) BF - HAEORE -
AR L

2. BEMEERM/NT A—4
<PV v=F >
(B

FEIARR (MTXIEHFRA—T S RILEER) ©

Dip< &b 1AL ED DMARD (2R RA 0 OB U U~ FEBHEIT LT, AHAl Img/kg,
3mg/kg £7213 bmg/kg & 3 [\ (WA, 2W%, 6 W) &G LIZREORYRETRIN/ T A —F

T,
Beh
FEWHEETRA N T A — 4 1mg/kg 3mg/kg 5mg/kg
(n=10) (n=10) (n=10)
Cre (pg/mL) @1 (0 38)
FRm AR 10 9 10
A 20.9 59.5 91.5
VY 430 [ fE ke 19.3-22.8 53.1-62.3 82.1-100.3
Chax (ptg/mL) 28] (238)
il E 10 9 8
L fiE 24.6 68.5 114.1
VU 4357 [ i ke 19.6-26.3 66.1-71.6 94.4-132.3
Cpex (g/mL) 3181 (63)
R NiEE 7 9 10
i 16.3 55.1 93.0
DU 57 [ il ek 9.6-19.5 51.0-63.9 75.5-98.9
Cpe (pg/mL) 2 [0 (2 18)
(e 10 10 10
e 3.0 11.0 18.2
VU 53 i RE R 1.8-3.6 8.1-14.3 16.2-20.6
C,.. (rg/mL) 3=l (6 1)
R i EE 8 9 10
o fiE <0.1 4.8 2.9
VU Sy i E R < 0.1-0.3 0.5-9.8 0.3-9.7
Crow (/J,g/mL)
RE(NEE 7 9 10
A < 0.1 4.9 4.5
VY 43 [ i ke < 0.1-< 0.1 < 0.1-9.7 < 0.1-12.0
AUC_ 44y (pg - hr/mL) #lE (0 18)
i E 10 9 10
e 2873 8681 13628
U437 [ RE g 2628-3547 8237-9415 12950-15610
tye (hrs) Il (0 )
RAfNEE 10 10 10
o fiE 136.8 174.0 171.6
DU 57 [ fiE ek 100.8-163.2 132.0-208.8 134.4-196.8
t1/2 (hI'S) 3@ (6 i@)
(e 7 9 10
L 26.4 199.2 165.6
VY 53 or [ fE ke 24.0-74.4 45.6-232.8 52.8-259.2

Cre : BHHIOMIFHIRIE, Crow : FIEIFEEG 10 B O fii AL




VI. EYEEICEIT HEE

<P O PR >

(ERE&EE : BA)

AT IVIG FRIEAIS D)NFHREE A 7 U F o~ 7 bmglkg Z miliFEIc & v BElk G L
I D IWDHR L FRH) N T A —F 2R,

SR i F 1) Cmax AUC, .. CL Vdss tye

RT A=K (pg/mL) (pg + day/mlL) (mL/hr/kg) (mL/kg) (hrs)
rh L 69.73 587.4 0.3546 101.71 183.8

DU 43 o7 el fiE Sk 61.84-75.05 491.1-614.0 | 0.3393-0.3847 | 92.09-111.27 130.1-230.2

<r7wa—F>
(B
IEIHID 7 0 —JiBREIA 7 U X~ bmglkg Z imrEIC L 0 HER G L 7RO Y
HE RGN T A —H v 67

SR SR T Cmax AUC, .. CL Vdss tye

INTGA—H (pg/mL) (g * hr/mL) (mL/hr) (mL) (hrs)

R fE 95.5 20904 13.1 3875 194

DU 3 Fi fiE 3k 81.7-108.2 13104-25344 11.2-18.5 2074-4442 139-240
*HEENSBEEOEHHICH L7 v — BEDEIG L R> TN D, (n=7)
(1) T A& -

MU EER L

(2) RUVEEESH
PARPLA

(3) HEHEES -
AR L

M D2IVT7IVR:
FREZM (CL)

(B5) N B -
LRiFESH (Vdss)

(6) Dt -
R L
BEE (REaL—3>) @i

(1) BB A3 -
MR L

() INSA—AEFHER :
mMERR L



. RYHECEHYTSER

- RN
BEARRNA

il

(1) % — BEEPIEBE -
MR L
— R ORI L7,

(2) % — R AR R @@ T
e RA~OBATHE (w7 R)
i~ A TNFa €/ 7 v —F L fiikZ i~ 7 212 10mg/kg & Y 40mg/kg O H & TIlRE 6
HHICERIRNEES- L, 85 8 B (4E#R 14 H) #%IZHi~ 7 A TNFa € / 7 v —F /LHiiRR
FEAERIE LTz, EOREE. BE~OBITIHEIIMER S22, BIE~OFEITRD S/ h

o7z 68

(3) LA~ DBATHE -
PR L

(4) A DBTHE -
LR L

(5) T DD BB~ DFEITHE -
t b TNFa BI5FZ2EALTE N7 AV 2=y 7w 7 A RNFERBEFAR~ 7 212, 58
THRA 7 ) X~ T &K 10mg/kg (0.8pCh) FFMRINEE G- L7- & & Olsigs - MRk
REIREE 1TV b Ol i, BRI & < BB, ATHE. RSO OIS PR T RE T
IR > T2, BSHERRAAA 7 ) XU~ T ONMMIEI N T AV 2=y 7~ 7 A KO
FARE AR~ 7 ADR TR ERIEVIR LN o7 0,

(6) MIFBMEHAE -
KPR L

e

(1) BB R U BHRER -
btk TNFa BT 2EA L T VAV 2=y I~ T A, BSHE#REA 7 )Xo~
Z#) 10mg/kg (0.8Ci) FRARNHEE G- L& 2 A, MiEFICiT T L U TREIAEN BT &
., AREIER L S e o7 0,
A7V F U7 OEFEBITE FIgG, LRI—THLZ &6, bk IgG;, &IREEDREE
TR#Ehsbo LIS ND,

(2) RBIZBEAST 2BER (CYP%) OHFHE. T5%
LR L



(3) VELEBHNRDARRUVEDEIS
M L7g0

VI.L EYMBEICET SEE

(4) RBMOFEDH MR UEIEL, FAELE
R L

7. HEit

(1) BERERAL R R RR

t h TNFa BIETEZEALE NG LAY 2=y 7w T AT, BSIERIKA 7 X~
Z#) 10mg/kg (0.81Ci) HARNEG L& 2 A, #4514 H B £ TORKOFER~THRE
HBUNREE D E LI 11.5% K N 12.2% 23k S v, PEIERIZ 28.7% Th 72 ™,
(2) HEt 32 B UV R E

BRI L (RO 6.

(1) PEENL 2 2 1])

BIEIC & DREE
BB L

10 !I:%EO):M:E

HREET SBE
R L

1. £0fh

Mg RE L



VI &£t (ERLDIESF) (CBYHEE

m

[y

T

ERNREZTDER
&

(ZhREIE)

A FEBEICKY, B, MLEZSOCERLCRBREERVHEBEBROBILENH DN D
CENBY., FEEDEEREIHALSHATEEVS, ERESOEBRLBEINA TS, &K
RINERETASEIRFTHENILLEH. ChoDIEHREBEFICHIHAL, BEDL
BRELLCLEZHELEZLT, AERLOAENNGREZ LFHLLHLEBHINBEEICD
HBETEH L, T, FEOBEIZENT, EEGREMVEAICKY .. BaNLGRAE-E
526D HBEZNT. REBFICHAICHETSIERESRUVEMODL ETHRE L, FEIE
ERICREMERMNRB LIIBEICIEK. TAREICERTHLSBEICEEEEADH L, [1.21,
122,14, 21, 2.2, 24, 8.2, 8.7, 911, 91.2, 914, 1111, 111.2, 1114, 15614
L]

.2 RREGE

2.1 BERGRREAE

MfE, EEREEZSOHNARLESFOBINEREELHOONEIZENHHT=H.
TRLEBRBRETOIBEBRPEDOREICEET S &, [1.1, 21, 911, 11.1.1 8]
2.2 #%

B (R RUMNEE (BE. BE. ) oN\S%) 28THENSRBEL.
EEFELBHLNTINS, EROBRBRLE TREROBEELCRVELOESEFNANRHD=H.
AFIEEICEI > THRRZICET 50 LGHRERUVBEL Y FFUBREICHA, 105—2
O -y BEHEBRXEYRILY ) VRBBREZTV., BEEE CTREFZTOLICX
Y, BRBREOFREEBTSI L, NIFRBFICEVT, FHOREIZREZET S5
BIZE, P ELTHERE. BELY N UBEEZITOIEICKY., BREEOHE
B\ETSICHERTEI L, T, BROBRRERICE., BREOEREZEL-LT. KA
FRETEHL, YN ) VREFEORENIEEOBEFICEVL T, BELFHERERD
Roonf-HlELEESh TS, [1.1, 2.2, 8.2, 9.1.2, 11.1.2 8]

3 FEBREICEAET SR

. 3.1 Infusion reaction

AR EDH LI ER T & 2 FELIRIZHEE T 5 infusion reaction D5 5. EEXL
FTFr745F%>— (RIpHEEE, [SEES OELR,. OFET. OERE. F7/—E.
BERIE. BB EFRPE). EENHOOLNLLHH D, KREIXRAKICHAERIED
TEHEFEZL-LTEREZMRBL,. BERTRLTH/LGEELZTSIC L, T, EEL
infusion reaction B %% L =B &L, FED/EZHIEL, BUHREZITS 2L, [2.3,
8.6, 8.8, 9.1.7, 11.1.3, 14.2.2 &fE]

3.2 ERMERE (BR5DEHSE)

AR5 3 HULRBRICEELLOZSUCERMBBE (BB, HP5. ##. 28
. TOE. F-EERE. BRTEE. SHP. BER. RS KhobhdI e
Hb5. BREICKEREBBMEORBRICEHEA. T LGHEETS>8, [2.3, 8.6, 9.1.7,
11.1.7 B8]

A REEBOBRKERREVIXZEZRZEH LOELN, FFHZSE INFHIFERZ2ET S
ERThHhohbhBI LhHd. BHEER (ZREELES) RUTOBREEOHLBEIC
FRELGVWIEEL. RBEEZRSBEOCREEZAIHREICRETHBEICE.




VI. 2&M (FRALOXES) (CBY51EH

BHEHGZHEORELZERET L5 E. +HEHRBLETS52 L. [1.1, 24, 914, 1114
B
(i) o< F)

1.5 RRIDBB|EZITSHEIC. FXTOLA FERXEFIRVEOR) VI FEEOERAE TS
BETH L, T, FHICODVLWTO+2GHB L ) VI FABRORRE L DEMAEA
T52¢&,

(R—=F v MRICKIHAMMRESLE S EH)

1.6 AEIDARBRZITINIC. BFAERE (VBRRKYVE) OFERAZTIMET S &,
Flzo R—F v MRICKPEAMRIESRE SIEXOABRRREFHDIRHMELFHFICOL
THALAEBERET INHEOEMIZH EABICH L THoEEZ L YFERT S L,
(E )

1.7 RRIOBBRZEZTSHIC. BEOLEREZ (RNBERELZEST) OFEREZ+IYHET S
Lo T, BEOARBRREZRE ODEMEAF COVWTHLLHMEBEE T SEMNEEE L
YERT DL,

CREMSEH %)

1.8 XF|DABEITOHIC, BFARE GEXT0O4 FERERZE) OFRZ+oHMRT
528, F-l FHNOVWTO+HALAMBEAEEERLOBHRVAROERE L DE
EAERT S &,

(BEEAR—F v ME, #RBER—F v MERULERAR—F v MF)

1.9 REIDABBRETSHIC. BFEAREOHERZTAMMET S L, £ FHFIZOL\TOD
TREHMBLBERR—F v MR, AREAR—F v MNEXFMERA—F v MEA
BO+HLBME - BREBEL OEMMERAT S L,

QIEFR OB

1.10 REIDABBRETIMIC, RESOITYY VEEIEORBETHBTETDH L, F=. KA
[SDOWT D+ HEHE & BFRARDOERE L DEMMNERT 52 &,

(H/ O—2%%)

1.11 REIOBBETOMIC, RFEABREOEAZTSHBRTSH L. £, FFITOVLTO
+REHBFE YV O—URAROBRE L DEMMSERT S &,
CEEEXE )

1.12 REIDBBETSMIC. RFELABREOERAZ+H/BITRTE L. £, FFITOLTO
TR L BEERERAROBRBRE L DEMAERT I L,

<R >
(Zhiedtim)
1.1 AFNL, REIRT LD 2 EERRAEHSE R SHE SN TS, 20D, BARKFTH-
THHoIcHE & pEFRR K NERMOL L TRETHZENDLETHD, Lihs
T, BRICH > UIEMECRENF AL BB IND L5 ARHB 23 E LT,
1.2 JRYYE
1.2.1 HEEREYYE
AHN % B DU O TNF EH %7 5 A O IR SCEOZEMIC 1T, BFene
HDOEEGLRYIEDREILNEV IAEN TN D, KANL, EENRE#EEICBWT
FEERM# X 25> TNFa OEMAZM 2 5 2 LI X 0 IR 2 49 5 AT
bDHID, WERISEEETHZENBEZLND, o, BRARTIZENTH




VI. 2&% (FRALOFES) (CBY51EH

BEMEA M E T X R WHEREGUEN R E SN TR Y . AFO M FREN RN
Fid 22 2B 20 &+ IMOBIENVETH D,
1.2.2 #i#
RSB DIIMRAEL, BT 2 LERRFEREZHALGELH D . TR
WZH R LR LEZ1T 5 2 & TEEIZ BT O D RN H D, MR
SHAVIIEBITIFHR 5% 0 A CHRIE L2 O BB B, 23 TH S W@
INTWD, £/, BRIBMEREZ D DIFEIWER AT LT L HER SN DIERT 3R
DN &b, BERNCMZ., WL M UoBREICA, A X4 —T =
-y WERERAER U XY L 7 ) U ROSHRAE 21TV, B CT M S 2 920 L
THERE D BEREGL O A HE % TR Tféz@h&;é ¥, NFREFE TN T, KK
D HATE u%%ﬂ*éfﬂ/\ I, Dl LB a2, WL b U mESs
Z{THZ &I fr’k**“wh@ﬁﬁ%Jr’\ ICHER T D Z EBMETH D, it\
%%*ZODEEE@%% Zi i#n‘%&}i@&@% L7z bET, AAEHRGTHZ L, £,
N7 ) U ROSFEOBRERRRMED BE BN T b IR GRIEEVEREZ 580 %7&71
WEDRDH D,

1.3 AHIFEGAZBES D BOG

1.3.1 Infusion reaction
ARG H 8 DTG T 2 RERILINICHE BT 2 RI1EH % infusion reaciton
WS, BHHEORMED HVITHFIE L, BEICAEEITO Z LItk En£L<
DIELHNT AR LT 72, E’%iﬁ infusion reacion OJEIR & L TlX, 777
4 T F —RRER (PR, KUE SRR, ME B R, mAETEE, F
T =B RERFIE, FEEN HREE) . KENDL D,

1.3.2 ERMEEE (BREOLE
AFNT BV TEIMMBUE & 13, &5 L T1H 3 BLLERGE U TR 2k
JEZV D, EGHRELMO T THEGT 2581203, ERMEEE DR HITER
TOMENRD S,

1.4 TNFa [HEFE & BsER R A & o BEEPEIZE L TlE, HL TNFa 1EH 2 A9 %5 TNF Z 21K
FUHNZ I\ T I S L7 R MR LIE B iﬁ‘éﬁuufﬁ%ﬁ IBWT, I EARRICK
LTHEIERDEL LT OREDRH D ™, o, BMREREOBEE AR LK L
LA TERDEALR R DN & DENRH D ™,

(BEi Y v ~F)

1.5 AFNIA N PFLFH—FEFHEHHLTHWS Z LI TWD, 2D, PFHIEA]
ThoHA DML — NURIOE RO EE2EBR L CAREZRE LT,

(R—=F = v MREIC & 2 EEHEREES & 9 IHK)

1.6 N—F = v MREICKDEIEMEMIKS & )RR DOEE T LT, AANZ TRIFEZBRLT 5
ANCEE RIS (7 m AR Y U5F) OAZ+oIclRE L. £z, BYYER E2TW
RAEFZROREBUHALTEL LS, X—F = v MEIZK D EEEMRKES L 5 KRk DR
%ﬁ%\%ﬁ@&;éEﬁﬂikﬂiﬁﬂézob\“ﬁr’\ﬁﬁ%%%)Olj\ﬁﬂriik“ODIEEFﬁiﬁ%U?k(L‘% (XL
THoEEL L VEMNT 27 DICARHZRE LT,

(HZfiE)

1.7 HfiED B iTLT AFN THRR Z BT D RN BEF O RS iE (SRIEEZ & T)
OER Z +53 B2 U, Rl OVEHRRER 2 K5 D ER & AR OW T2z a4 5
ERNDN 0 7208 2 & D E T 2 72 ORI ZRE LTz,



VI.L 2&H (FRALOXES) (CBY51EH

2.

(TREPEHHESR)
1.8 FREMEFHER DBFICK LT, AFNCTHRFZ G 2002, BEFERE GEAT A1
RYEPLRIERIE) O Z+oBE L, REMEFEHEX DD ﬁ&v%%@%%%%ozﬁ
DGR ST D KO ITARHZHRE LT,

GBS —F = v M, MR —F v ML OMERS—F = v M)

1.9 BERR—F = v ME, AR —F = v MEROMEMSN—F = v MEOBEITH L
<. xﬁ’f%ﬁ%%%?é%’%f%ﬁ%@ﬁ%%+ﬁﬁ@%b\%%@NH%:y
N, RIS —F = v MEXTMERR—F = v MRIREO 7255 - BRBRoObH 5
ERIDSRIRICH T2 5 £ 9 ICARTH A 7% ﬁbto

NI 9p O b 3)

1.10 IR EBF IR LT, RANC TIRRZ BRI T 2RNCRE 7 a7 U U RIESO % +57
B L. JIIEIHE OIRERER O & 5 EENERICH -5 L) ICREEZRTE LT,

(71— )

111 7 v — RO BFITx LT, RENSTHEE A i 5 R BE AR IEOM H 2 +43 10 i)
EL, 70— OO 5 5 EMMNREICHT-5 L O ICREERE Lz,

(B RIBZ)

1.12 {EEMER RO BEITK LT, RANS TR A BRLAT 2 AT BEAERIRE DO H 2 +431C
B2 LB BERIGR ORI O & 2 R NAEIZH -5 X O ICAREERE LT,

ESARETDER
=

(ROBEIZIFHFRELHEWNI L)

1 EEREGYE (iEYE) OBFE DERkzEbsEs28EnrnbdH 5, ] [1.1, 1.2.1,

9.1.1, 11.1.1 &[]

2.2 {EEMERE O BRE DEREZE(LSEr2BENAH S, ] [1.1, 1.2.2, 82, 9.1.2, 11.1.2
=]

2.3 KHIO G T~ 0 AHROEBRE (v A8 A T8 v MEFUARE) ([T 20
BUEDOBEEIEO H 5 B#F [1.8.1, 1.3.2, 8.6, 88, 9.1.7, 11.1.3, 11.1.7, 14.2.2 &/#]

2.4 BiBERE (BRMBLES) KOTOBAERO® 5 EE DEROFBRLOELOBZN
Nd5bH,] [1.1, 1.4, 9.1.4, 11.1.4 ZH]

2.5 9 omtELAREOBRE [15.1.2 M ]

x5
sl

2.
2.

<>

2.1 [1.%45 1.2 OEBMH,

2.2 [1.%#4512 ) OIESM,

2.3 BEHFEHEELO B2 ERFHE LR LT,

AHNX, ~T A/ hXRATHRIE ) 7 a—FPATH Y, HLAD Fab sElko—# (A4
%ﬁ)@7?%%/7D%TWHWE%@EEET%50%OT\Kﬂ&EKiUVW
AHE PN S AVEBUEIR S BLT 5 AT ReME S BRI IS E TE R,

2.4 T1.%%1.4) OHEBM,

25 Z—a—I—7MEHBENEDT. DREOEEE/SE (NYHA) MEOIVED 5 - ik
DARRBE xR & LT ARE OWAMNERRBRIC B W T, DAREREIREDOE(LIC X 5 AR
RFETBAAK] 10mg/kg BEHRE TRV E0FRD DLz, 15,1 FEREMICES < F#H
15.1.2) DIEBM,

o T, AREPEEIZ Lo TORBIER VBT D FTRENVED & 5 T2 O ARTH A TR E LTz,



. Rt ERLDEESF) ICBEYSHEE

CREXRIIZRICEIET HIFE L T DEH
(V. BRICET2HE) 22552 L,

- RERUVRAEICEET 5IBELETNER
(V. BRICETSHE ] 22552 L,

C BEGEARITIEEZOERA

8. EELEAMIEE

8.1 AFNTMm P iEENEMICHZ 0k 572 (bmglkg #5372 < &8 8~12 38R .
ZOBNCIZEWEHORBUCER T2 L, £i2, MoEHRE L O B OB L ERT
HZ L,

8.2 ARAFNE GAZ SNt - TREZICET 2+ 722 L O L o M7 v mEICinZ, A% —
7z -y WEHEREROSUX Y S 7 U RS ATV, A CT MEHEZ1TY 2 &I
L0, EEROGEZ R T2 2 &, JFHREEIZRBN T, AFlORGICREEZET S
BEcix, i Eb ok, WL N URELEEITO ZLICL D, MO
HAEAZ I ERBT 52 &,

Fo. AREEGER S, WE L N U BRAEEOBEY) A & EIRICAT O 78 SREE O %
BUSIEHIcERE L, BFICx L, a5 )RR L7256 (Rt 2%, FEVE)
(IR FIREICES T 2 L oM+ 52 &, [1.1, 1.2.2, 2.2, 9.1.2, 11.1.2 /]

8.3 Az Eieht TNF 8AIZ L 5 BRJFR T A NV ADFEMHAL A HE SN TNDHDO T, K
B HIZHNL - T, BRFR VANV AEROREAHERT 52 L, [9.1.3 B3]

8.4 KAHNZRehH UTcthe, FE, "k, MR REESE ORVE MR ORERD & b b 12 5E8101X
BN EIREICHERKE T 5 L9 BEICHHT L2 L, [9.1.5, 11.1.5 B ]

8.5 AANARWFIL, £V s F o EREtTORN L, T, ARG LA 7 F 8 L
OHEFEEHDCHIT D ENREE LV, L2 GTAEY 7 FUEm» LA O®RE £ T+
DIRMERE BT D ENTERWERITIE, VAY - XX T7 4y MEEICHE L BT
AT D&, AT 7 F AT K DEYHUERBLO FIREMENTE TE 220,

8.6 AA|# 5 H13 infusion reaction (X7 2 Y 72 EANEH (7 KLV >, BIREERL
FUH, IEAZIVFIT BT I ) 72 0%) RRANLEBEZELICETEH XD
Fo7EHlOb T, BEEIBL, BEK TRLHORBIEEITO 2 &, o, ERME
WEUE (3 BUL ERGEE) NHObhEZEnboDT, BEICHOUMBA L, 5, BE
ZOFE, T HIEE, FHE, BERENEEL LSS, BBEICEKET 2 X ERT S
7R e IGE LS 2 b, [1.3.1, 1.3.2, 2.3, 8.8, 9.1.7, 11.1.3, 11.1.7, 14.2.2 &#]

8.7 ERARRBRICI T 2B 5% 3 FM OIBHGAE C, B v i O BT OB S
ENTWD, BERERREEDOS 2 BFIEMOREMHRF 285 L-GE, BYECE
PEY L SEORBLOMERMENE £ D Z EARE SN TS, o, AREIZE Lol TNF R
FlaH Lo/ hNERE R AW TS, Y VS O BMEEE N #E ST b,
AFNZRER T 20 TRV, BEEEEEORBUCITEET H 2 &, [1.1, 15.1.4 ]

8.8 AAlT~ AEAMKE SN H D=0, b MUTREEATHY . BEH, AFNKT
APURMFELEESND Z R D5, BRRERICB W CABNCHT UKD EA BRI N
HBEBIL. PLEADELESN o T2 BEBIZHE X, infusion reaction DIEER L\ ME A 12
HY . Fio, RAIOMAPRREORHENE 72 HMHEFA ARSI, M FRENMET LZBHE T




VI. R&M (FRALOXES) ICBY 5IEE

WX OO A REMER H S, [1.8.1, 2.3, 7.2, 8.6, 9.1.7. 11.1.3, 14.2.2. 16.1.4-16.1.9,
16.1.11-16.1.16, 16.6.1 ]
8.9 AAZHE LI-BEITBWNT, HRENEACUIFHBIA LI ORELRH D, HIERY

BIEIAAGOPIEEZEE T L2 L,

< iR >

8.1

8.2

8.3

8.4

8.5

8.6

8.7

ARFN O M RN, K 8~9.5 H LR < | bmgkg DHAITA 2R L 8 NS 12
HEFRMAFRENRR L T D, > T, AFOEGIZLDEWEH ORI OV TIL, #&
BEZEZT TR, 20 TDICEETLILERD S,

M. %&ﬁ:lzj @Iﬁi"%ﬁ@-

WEITHERZIRYE L2 BE T IERAE TOWARWEATH, KFIOFR G X0 N
PR VBT 22 Rd D, 2 TOBE T, MEEYOFBZ T 5 72O ARHK &
BTN | I OWCBHERE A BT+ 22, e s M omaEey sy
VOSRAE R ONEE M CT BRE., A > ¥ —7 vy lEBRE 21T O NERD 5,
E. JEFREEICB T, AFO#FEIZ %%%EﬁéﬁA \m&<t%+%@%
2. ML N UBRESEEITO Z LIS ##Wm®ﬁﬁ%+ BT D MEEN
%60%&ﬁ%@%%&@ﬁ&@%#&bhé%ﬁ_i\#ﬁ&%%&ﬁbthfﬁﬁ
ERH L, B L > N U A2 ERIRICAT O 2 EREEORBUIZ HoER L. &
FIIE, fEEOIER B RN 5E (Pt T 1%, ) [Tl FIREICHEAR T
D E T RBIEITY 2 Ly

AR %&bt TNF A2 55 Sz BRFR U A NV AX X U 7 ORBF IR
(HBs #ulsifatE, 7>> HBe PUAE 7213 HBs HUAREME) (2B VT, BAIFR 7 A )L 2 DF
TEPEED S SN TV D72, AREICRHE L,

AFNOEGIZ L0 BEMEMEORENH D=0, REICFHHE L (11.1.5 &),
FIZA B Lt IO R I RV M 2% ﬁ%ﬁbﬁém&ﬁﬂ%tkotfmﬂ
WE I TN 5,

TNFa OV 7 F VB Sk T 281X+ 0 Cbho TEBLT, AV I/ F U e L L
TTHRFEEZRBLLCLE ) ZENRHFETERN, o T, AANCLHIRETIX, £V
JF U OEMEEB LW EREELVWEEZOND, RS TAEY 7 F BN
SAKNOEE £ THORBREDITDZ ENTERVWEAIZIE, VA7 « "X T 4 v b
ZEBEICHE L BTS2 &,

ARA$ 512 K 5 infusion reaction (2 OWCIE, @SS DIREIZHWS DY) (7 R
LU v, BIBRERLVE VAL Pie 2AZ 2 /ﬁlif_Tﬂz K77 ) ok
B DUV 2R ALE N TE D K ) KE - FROMER ﬁm&k@ﬁﬁ%ﬁofk<m%
Thb ™2, EHIT, BEMEBBUEIZOWTIL, ERSOLEZEHIZZIT RV
HEZ B, ERi D BEICHEY R fRENThD L9 bbb CAREICEEH L,
[15.1.4 | M,

BIEN U o~ F B ik, IERBRE I ANENE Y Lo EORBRN E 0T R
LMY CNIERBLERFBEA L TN D T Ko S o0 A5 S 1 R S D %
BN 22 COMERH D, £, 77— RIcB T, ERVF U oSN,
RYR ) EORBLEIL, JEREEE LR L EN T 4.69 f5. 2.22 5D EWIE
BRTHLIIEDRESNTND W, Zbidr e— i) v~F o X 5 gk
PIEMR B CIIEMICO D REMHFIN L SN TWDIEENREL . 2 OREN
Ezobhd,



VI. 2&% (FRALOFES) (CBY51EH

8.8

8.9

F72. 2009 F 8 A 4 HIKEEMEELF (FDA) (X, 5L TNF ®HAIZ X 210K E =T
7o/ N E OFEAERRANIC BT 2 U Vo EEOEMEERE DO Y R 7 ERIZOWTHER MR % 5k
WD EDIHER LTz, AHIZETH TNF 8H1 /N R O R RAE FH # g A
BIE LT 48 Bl A it L2 B, KN R ) L R OIER VX ) v E G
LV ARETHoT, Fo, MoEMEEE L L CAamp., ROl BEREISENID Y.
INRIZEBWTHIEN N TH 2 FIFFAE, JFEESCEME R S b E T, 48
BIF R0 BE (88%) THREMSIFIZMHEH L TR, EHEGEORIUIE LTINS
HHIOFE L EbLH A, L TNF "HAFHOZE LRI TERNE L TGS 8,
B, EEREHCBWT, AFNZE ) Zu—F ik Tchy . WEZOLDE L THRE
DIEESND DO TIT AL, EBE Ames 3R, /MERER, Yoo iR 555U S D4 B
R CERFEITERD LT, Ee, A U7 U R TIEERBHO TNFa & 22
ZEFOGHENR 72N Z & v TNFa OERZ M+ 2 2 LI K 5 R B4 5 T =
RN BAEMERBRIZEMR L T\ ey, Lac L, Mg TNFa OFVER R HH ST
WHETNTHDTNFa /v 777 b~ A (--) Tk, BERORPAME LG LT
N AMERBRICIN T, BpAER < T 2 & ik U TG A OEMITEE D i Tnian e
DHFEND B 8,

Pl b AREN OV E T B OV BFMERBR S OSSR S | Hilia o JEE L ~ B8R 5
TAHERIZRNEDEE 25N 5, TNFa VER Ol A RS T % ~ M IE T8I R
s bdo, BEMEZZR2ICEET DI EIXTERWVD, REEGICELTHY2
HEENMALNDOINETH S,

BT Y U~TF 2 xtg & Lz ORKRERICB W T, ARANZKHT 2R N R TH - 7=
FE B K& O LIS OIEF] (BEMEAER], IS ARFI D FETE LIz 72 O Rl 23 3K 72 5 o T2 i
Bl R OSRHIESER]) @ Infusion Reaction D3 ERITZFNFh 42.5% (37/87). 18.8%
(88/468) & . AANTHIT 2HURNEED & 7= & E T Infusion Reaction DFEIHLNA LU
fEAZ B o T2,

RS U v~ TF & xIG L Lo OBRRRERIZ IV T, AR 2 BB EE X Ak k
L% — NUFIPEOFAM TIX. 33.83% (12/36 #1]) . GBI TIX 12.5% (3/24 ) TH
. AN ML — MNUFIOFRBEO G MK 72 2B M358 H iz,

AR % G et TNFa BAIOR G X0 RSN O B3 T S RHER O BB b7
EWVOIEGIERE 8 D Z E0 D, KElIEZRE LIZBEITB W T, M B b T
FEBLT D AREMEIC DWW CREH L7z, BEE QLA ITITME Y 225 217\, ARFIER G- O H ik
EETDHI L,

6. FENDEREZAT HEBICHT IR

(1) BHHE - MEEZFEDH D ESE -

9.1 EHHE - MEEZFDHHESE
9.1.1 BRfiE (EELGREEZRC) OBREBEXIIREENREONLESE
WO 7R E &+ BRI T D, AFNIRERIS 285 T 5 1EH 2 A L, IEW
TN T R 5 2 DR D S, (1.1, 1.2.1, 2.1, 11.1.1 &]
9.1.2 HBROMREREE WFIHEZOBEREOHLIBERUVMEL > MY EEEZERRT
ROHHEE) RIIERBENRONLEE

—100—




VI. R&M (ERALOXES) ICBY5IEE

(1) OGS L, B EOME L > N7 o S 2 e ey (R 5ERE% 2 » A
IXATREZRBR Y 1 AT 1], DARRIXE LIS UC) 12479 2 &2k 0, ek
DORBUCAFICERTHZ L, MEEEH LI 28EZNWRH 5, [1.1, 1.2.2, 2.2,
8.2, 11.1.2 &[]

(2) EOBEEREZE T 256 K OEEREDI D SLAITIE, BEOBRERBRN S 5 E
FCHT 2 2 &0 LFOWT a0 BEITIE, ﬁ@kbf#ﬁ&ﬁ@&@%bt
T, AR EEETDHZ L,

- FoER g A CRRIBMERERZIC AT Do E SN b2 T 5 8%

- W OIRRIE (WA E Ete) 263 28%

s A A =T zu -y FEHERBRCY UL 7 U USROG R EORAEIC L D BRI
58 < R 5 BHE

- FERERE L OREEMIELZ AT 58K (1.1, 1.2.2, 2.2, 8.2, 11.1.2 &/]

9.1.3 BEFRIAMILATy ) 7OEERXILERERLE (HBs [RIEM. 5D HBc Hiik

F 1=1% HBs HuikRG 1)
JFRSBEM B ECIFR VAN A~ —H—DE=F ) U T 5475738, BRFL T A LA
DOFEMALDOBIELIER DR BUIEE T 5 Z &, AFlEETeht TNF 841 &S Sz
BRIFR T A NAX ¥ VT ORBEITFREE BT, BREFEY AV ADOHE
PAERME SN TS, 2B, ZhHOHREDL I, mOREMHIERZ b 2 3EHA
ZOFA#E LB ICkE Wb, [8.3 2]

9.1.4 BHEENRONLIBIRZEIT SIBERVREEOHHEE

(1) BiBER RN DN D ME A AT 5 BEITHOWN T, RO 2 W D i
E%ﬁw\@E_Fﬁi&ﬁﬁ%%%ﬁbtﬁf$ﬁ%%@aé@%&ﬂb\&5%

FTBIEEITO 2 b, %“F$%ﬁ®%%nﬁ%éoDJ\1424\HL4£%]

Q)%ﬁf$®%%F®%é$%i HWEEGZEEOREZER L., +oIcERT D
L, BEEBRBEOBEARD D, DJ\L¢24\HJA§%]

9.1.5 MEMMADEBEERDHZEE
EMNCEZ 21T 72 8, BRI, MEEMENSEEIIFERT LI ENH 5,
(8.4, 11.1.5 ]

9.1.6 EELMKAKE CLOEFELD. BEFERHENSE) OBREXEZTORTENH S
B2
MERENELT D BENNH D, [11.1.9 BH]

9.1.7 XEIZEERBROHLEE
Infusion Reaction, FEFEMERBUENBEL T D AEEMELH 5, [1.3.1, 1.3.2, 2.3, 8.6,
8.8, 11.1.3, 11.1.7, 14.2.2 B]

< i >

9.1.1 [1.%% 1.2 OESBM,

9.1.2 [1.%% 1.2 OHEBM,
W BITREZIIEGE L2 T, ERDBHTW2RWEATH, RAIOER G2 L 0ifE
BN R O LT 5 2 L b5, B TCORE T, MBRLOAELHERT 5T
DARBNBE G AN S EIC OV TEEERZ G e+ 722, iy > b7 Ukt
XYL U U ROSRE R O ENE CT MR, A v ¥ —7 = 1 -y iR %
EATOMEN B D, 728, NNFHEFIZB N T, KEIORGICREELET 551

X, Dl Lo, WLy NS UREBESEEITO Z LIk, Lo
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HEEL MR T DMER D D, FZOBURGE K ORE RGeS g b 5 /1
X, PSR &G L ECARBIZ®R G L, ML > b7 Ui 2 i T o
72 EREREORBUTITHER L, BFIIT, MBEOERNEDN %G (R T
D%, FEE) ITESCMICEIBEICEK T D XIS RdiE T ) 2 L,

9.1.3 AAIZEGTephr TNF fAI 2G5 SNz BRIFFR Y A VA% U 7 O ERE TR
Y (HBs #UsENE. 2>> HBe HiiK £ 7213 HBs HuikBEME) 1B\ T. B AUFR
T ANVADBIEHEEDHRE SN TWDH =D, RIEIZFH LT,

9.1.4 [1.%%5 1.4 OESMH,
PLTINF 8K (1 o7V Fv~T7, =22t 7 b, 77XV A~T, TV LTT)
B OEREFE, JT TNF FIEIC IO THARRE R K ORRE08 R O g5 B D%
BB HRE SN TS Z e, IEFREKOEOBERED & 5 BE ~ 35
LRV BHEEMGE 21T 5 A ARIEICFLHE LT,
iR B OB E D & 2 FBEITB W T, MR E DTSR, HED AJREtEN m 7o Ak
e LTVDR, PR BOMEEZMNITHOIL CWRWESE T, £ OMIENEDIL
HEFIZOWTYH, MRIZOWEZEIZELY . BEEOAEL MR LG 2EET
LZEND D, Fo, SR LE & T, FENBIEEREWET5HENH
V. FERICEET D HERS D,

9.1.5 AFIFGIZ X0 BVEMEMANEE L TWEH T2, MOBEEDEAFHRLHBEIC LT
WL,

9.1.6 AAIFHIZ L v EEAMEER (LMERBE) BREILL TV D7, oOFEED
BRI E BB RH Lz,

9.1.7 l1.%%5 1.3 OESMH,

(2) BEHEEIEERE -
REINTWRWD

(3) AFREEZ RS -
RIE STV

(4) &IBRe =BT 5F -
BRE S LTV

(5) 44 :

9.5 1F4%

9.5. 1 44 XAFIENR L TV D AIREME D & B Lot iciX, 1R LB SENfEREE b
LMW ENDHEICDOREET DT L, RAFRGIC K D A TEH A w5 b =
TWRYY (KA E b TNFa Fr R TEM FEBRD FZ TE W), £/, v U X
TNFa 4 250K 51020, ~ U 22 W THRE SRR T, Eamik,
REATE, BRIEFMEIIRD TR0,

9.5.2 AFNIMALEBENH D & OWENDH D, > T, AFNOEEZZ T T-EBEND
OHAENRIZBWTIE, ROV A7 NEEDAEERH D720, £V 7 F o 28T
LHEBIITEEDMLETH D,

<Atz >

9.5.1 ZKGRIRFE CTITrEM XITEEIE L TW D ATREMED 8 D et~ D BRI T 72 < | iR

OB G D22 BPEIIMESL S LTV,
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9.5.2 AANIMBREBEIENDH D L ORERDH Y | AFNOREG 22 12 BENSOHAERIC
BT, RO A7 BEELARMENDHD Z Lnb, RE LT

(6) AL

9.6 =ELIF
IR EOAIIER ORAREOARIEZ BB L, RILOMUIPIEZRETT 52 &

< >
AENDOFHAHF~OBITIEICE T 2 et Thil TR Wiz, AP OKRGICET 544
PEIFMESL ST R0,

(7) INRZE

9.7 INR%ZE
(VO—URRWEBEREX)

9.7.1 6 A ONILE A x5 & L ENERRRBULER L T\ ez, ZiuboiHE
(ZIXTRE EOBMERNERMEE BlE D L S 256 0A G L, RIER ORELC
+oEETL L,

QINBEFED 2R

9.7.2 1 mARmMOIAIE x5 & U ENERRBRITIER L TV aWnzd, 2 boBHEIC
IIBR EORSEN G E BE D L S E oS L, BITER OB+
NEETH L,

(LS DHhEE)
9.7.3 /NREZ%G L U= ERERBRII I L TR uy,
<R >

7 m— P, IRIGTERIBR K OYNIRE O 2N T, Mo 7&GE & IR /N &~
TEBRN IR D728 MDORNRE - R E X LT, M EOEEERE LT,

(8) & HE -

9.8 EENHE
BYYEEORER ORBUCEE L, +oRBIR41T) 2 &, —MRICAEPERE (FEmk
%) BMETLTWD,
< it >
— R B ISV ERSRE MR T LT b & B2 b b, BEOIRELZ +
B LR HEEICRG T2 L,

. HEEH
BRIE I TR

(1) BHRZR L ZFNDHER
BRE I TV

(2) FFEZEE L FDER
BRE S LTV
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. Rt ERLDEESF) ICEYSHEE

. &lfEA

1. 8MER
WORIWERN S LoD ZENHDHDT, BIEE 2TV, BEPRD LNEAICIE
e A Ibd 572 PR MEEIT O Z L,

(1) EXGEIMER & HER

1.1 EXLEMER
11.1.1 BEHFE (3.5%)

E, Mk (m2—Fv A7 4 ZAMiRkZET), HREYWE, MK, gk (V2T
U T EMERIER G BHMAFOREREREYYE (ARLBYYEEZ &) B3 bbi
HZENDHD, ek, HEICESTIEFOL X, BIEICL 25D TH-o7, [1.1,
1.2.1, 2.1, 9.1.1 &/]
11.1.2 ##& (0.3%)

FERZDOIIEIL, EIHNOH LN RN S D, £, MiSNEEEE (BEE., M,
VR bbobNDZENHLHIZENLZOREMEL BB LI-BIZRE21T)
&, [1.1, 1.22, 2.2, 82, 9.1.2 5]
11.1.3 EE 7 infusion reaction (0.6%)

avl ., TF7 4 7% — (MEREE, ESORE, ME B R, mE
&, F7 /7 —8, [KERIE, B, SHKZEOEREREER) ., KErbobhb Z &
N5,

F 72, infusion reaction (25| Z i X i, MFEERH LD Z ENH D, [1.3.1,
2.3, 8.6, 8.8, 9.1.7. 14.2.2 &#]
11.1.4 Big6EE (0.1%)

ZIEPERACIE . PIARRRSE . BAWTPER IR, X7 « NL—EREFEROLODNLDL Z &
NdHo, [1.1, 1.4, 2.4, 9.1.4 /]
11.1.5 B MM% (0.5%)

FEEN MWk, PR N SR O R EE RIS IR L. BE RO b BE I,
BT L > RS U, B CT M K MR W A M % & 9k L, ARHI R OY
A b bPLFY— b IFIOEEZRIETS L LI 2 —F L AT 0 Ak & OERZ
Wr (3-D 7 OREE) ZZEICAI, BB RERLVECFORE%OmET) /e /L
BEiTHoZ &, ELLTAN MU — MURIOFARRCIW T, BIBEMEMNEZRE L
B 7ol z 7o o T fEFIAHE S TW D, [8.4, 9.1.56 B ]
11.1.6 FrigaefEsE (0.1%)

AST, ALT, y-GTP, LDH %D # L\ EFA2 0 EERIFHEREER S bbitd 2 &
N5,
11.1.7 BREBE (0.6%)

bR, F892. FE LR, € OFE. T - BImVEIE, HENEE . SR0Z. IR,
SRS A 1E O R MREUE (3 UL EfRER) RNe bbb Z b b, [1.3.2, 2.3,
8.6. 9.1.7 &[]
11.1.8 #1 dsDNA HLiADIGMHEIL E 4 5 )L — T RREERE (0.4%)

Pt dsDNA FuiR 2 Bt b L, BIER. fikR., REEDIERRH b d 2 &03dh 5,
ORI RGEIIE, BEERPIETLZ L,
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11.1.9 EELMAESE (0.1%)

PLf BRI iR B ek FERIERID . MER B REGERE, MR
HLERNDH SONDZENH D, [9.1.6 BH]

11.1.10 EEHRAEE (HEA)

i, AR, CK E&, MR ORFIAZ7 ey ERICEREL, 20X 9 RER
N LN GEICIERGEZRIE L, @ORAEEZITH 2 &,

<M >

11.1.1

11.1.2
11.1.3
11.1.4

AFNL, EENEEEIC B CEERBHE 4D TNFa OfEHZMZ 5 Z &
IC X D IRERERET DHANTH D720, WENIGERT T EREZ LN
Do —MRICBEETNY U~F, X—F = v MEFEOERMERIENREER, 7 n— 9, iz
e, TRIELMET HEZS M ONEIENE KRG O S TR, SR F 2RI VW 5T
WD ZEND EYHUEFEIZON DT K oo 0| RYMEN S DL S BE TIXE
DIERDBALT D ATREMEDN B 2 LD, AAIE OBIEMENEE T & 22V VERYYE &
LC, B, g, EREEYWE, Mok, B, BREREDIEFIRE R H 5,
1. %4 1.2 | OESMH,

1. %45 1.3 | OESMH,

(AR A % & Teht TNF FEIZ BV TR B (M LE, Briese, Bk
FRER, X7 « NLU—IEBEREE) ORBH 5 WITELORENRH D,

72 B 72 A SR B O WIHER X FRLo@ v Th b,

@ L FMEILE
HIBMER DIRWNG B AS REICETR, JEEN, IERIER, Eul - a7

EDHI 10% DIEFNZ - H AL D, FIFIERIZMBFHE OO LV 2 Th
0. ERREE (37%). Rk (36%). B (85%). $5ER (24%). &
B (15%) . /PIMRFAE (11%) O, BIEEMED o, ZERMEFIE, BEDEREE
ENRH LD, MO LOYUI—ED Z &SRO = & & 2 308 o
ZIMRELIE D 50%LL LIZAH BN D, FHESFEE I D &M DR
SO R & X 7297, SRR E S A IR, SR A EN ) I R
JREEED LR LYTITHT THEIICH T T~ T 28R 3 v 71
DIRAHMMED NDDDH LIV MBIENR A LILD 2,

@BEMER

WD OIRT, R OEE | R O HOED R 2T < <7225 LK S0 R
MThH D, WRIFNZIZ—RIOIRERICE A BT TROEELZ 729, 122
ACTHAEREZE T 2L bH D, MIHNTIREKERICIES IRFAHz b2 &
bdhb, RHRRTZINPHERE L TCALNEEE., T05 650 1/213%
D% ZHMEAIE D ORER & & 7-77, 7eds. FARRLSMTIER 2 R b
72 A T B SEE MRI CHETEGENE D BLREIR 2S5 2 & 40 D5 B 1L 2 38 P LI
[ZHEE LTV D ATREPED |

QHEMT T RE 2

WL WEER & VIR CIa £ . SMEREEMEERER CITE & b 48 1K
FILAPNIZIRIGIITER T D0 E DT OFRAINITETRE S 2 v 7 L0 | gk
SR (MBERZE) & 2 W XEErE U R (SEREIRZS) . TRATRLL T O 4%
TAHR I JOURECE . BEtEG RS, tho BEmRiEER 2 2T 5,
D%, RANTEMEREIZZELT 25 P,
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11.1.5

11.1.6

11.1.7
11.1.9

11.1.10

@FX5> - INL—GEEH
W FROBH IR T THHE L, FATT 2560320, @@L O & T  ENLH
DOHIMET b ALND, Flo, EERPREOEIE &5, £  IXmAxFREC
MR T RHBLT 208, 2L0OEAENRALNDZE b H D, BEEEILT
TR 2 T 2 N EEEEICLL L TREDOZ ENE <, 1TEA LRSS
MAHELNRNZ Ebh D, BXIHTER T2V LERT 236040855, Bl
FfR R, IREREBIEE | BREOE 7R & OMERIEIR CRIET 0L H 5,
TRENRTIEHDZN, A7V FI~TREBICX T « SU—EGREDH D
VT T 4y Uy R EERT LI ENRE SN TE Y, AR TOR
JEAEHHIE 34~84 L MEIAL . A > 7 U F T~ T OYEFER G HIIEE TOF
BRI 4 » H (1.6 » H~24F) &EREIL 2~12 [HOHREDRH D, JiE
Wik, ETHEONEF ORI, FFRFEZ 232 b 06, EEIRHH R &
DT 4w —EGEE 2T HBEETHAL THD, BEXAEEFENCIT, 2
PERLEENE O KRR IR E Y — U 2 BT D 2 LNV, R = o —
BRF—REEFTAHEDH 5, FEFIC L > TIEE5HHE CREROFRE L5
ZELH D, ERITITZ L ORERIT, 7 07 ) RIS N L
BEHp L, MEOXT v« NU—IEREEEOIRRPIEIT 4, 2 H~%n A TH
EE LT=Bn 9,

V) Ak OHREREB R « IR - MK e T, ¥F 0 NU—JEER LR
BEOR %A L, FUEGREOFER & E2 5T 5,

B Y o~FORFICBWTIE, A ML — FEIEDOHFARMETHY |

FEEN, Nk, PR RS O PE EHE RIS A ICER L. O BENRD b

oA, WROCEA AP L, ML > NS oA, M CT s K& UM

WA AREZEITO Z &,

AST (GOT). ALT (GPT). y-GTP., LDH & 0% L\ EH-% £ 5 B 72 fFikhe

FEENDHDLNDZ ENHLDT, BIEL 7TV, BENERO NS EIC

I AL, WORAEEZITI L,

M. %45 1.3 ] OESMH,

EE MRS & LT, LmERED . m/as . A ek, BRI ek

ERERIEMERE, /OB HESRBR N S Do b ZEnd 50T, BlEs oI

TV, BEPEO ONGEICITREERIE L, BURLEEITY 2 L,

BRI RARIE N BN D Z &3 5 DT, Wi, fildm. CK (CPK) k& i

HEORFIAZ ey EFICEREL, 2085 RERPBNZGAICITEEG%

kL, WUREEITH 2L,
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(2) ZDHDEIERA :

11.2 ZDthoaE|1EHA

5%LA 1

1%L ~5% AT

1% A

BB

Rt - e

bR

FEIEDE WV, R
SRR, SRR

SRRSO, IR
DE, AR,
Kph, WLBESERR, R
TLELE . MR, R
BEELPERRIUNE . A 5R
. ki, EENEZS,
VAR — kR
N T IL N
AME, AL,
WL DO, A
NLIE, ZEKI),
BEEL, MBHR (AR50

LIRS, =
a—aN—, Th
MAFENE

1%

A (BRRZ VR,
Wil m) . U v
LI /NN

PRVASE T N N

BERAE, VU ooX
BRIBVDAE, U > oNER
HEOWE , BAERHME |
H M EREEIE ., 4
ERIEINE, AFFREREE
JIVE, R I ER B

{&H V) v AfSE, 4
FRERER D . B BEER
., 7I5—%
BN, R AR,

WEAMn, 77
UWA, T e—
57 Nl N AV -
o mkTTHE, Vv
RERIEHERH (B
UL oRER) U o
SE. BB BEERE N,
PREEEEM, BV 7 L
i, CRP #n, ~
~ 27U MED

AR i SRR A
SRDET

Tt B

1ETH, WAL, R
£, ARiE, B,
MmER T, fE RS

MAE, & 8. RATE
HEI, ARAR, AR,
BENR, DEEMERISMN
iy BODVE, A4,
DIECE M

A7 (TgA i fE 4%)

/%%%

SOBREG, WAMEERZ

PRI, S
ok, e, RLBMKER

T R, EERE
&, s, Mg
Jask, mE, KEX
T s X AR
(CT) %% . PaO, &
T. KL-6 #01. &
Pk

P B P i AR

JFP R

ALP #4/0

REWAIF, JF4¢. NEZE
K. R, mEY
JL B LE

IR

M pR - (PRI )

REEEGE, R T R
UBESIE, IRTPER
B, BUN #4900, SR
i

R, HEIR IR
PR M EREE, A48
R, 7 LT F =4
m. kv eey s
— /BN, RS
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5%LA

1%L ~B5% AT

1% A it

BB

HIbE

ol

WEAL, R, REE.
fEhs, Bk

REESRE, R
WHtME A e 5P
&, ERAE, Wik
AR MfE, 5 2R
L, BRI
MJE e, R,
HEESIZ N, H A Y —
7, BiEE, Mk,
REFBASIRER . AR
B AVIRRR, B, e

FUPENTRDI AR, B
T, HER. AREN
e, BB, MR
e, &R

% (s,
BEIREZ . BLIR B
BB /INRIMER
B T O FEIERS
%, KBRS |
SHISHLERS . B,
1 & SRAER )

Eifie, % (R
PERIRS . AR
Wik, HCRERRRIZE
SHRAEZR) . B
Je. X5 FENE, HEE
N N
P

ZRiIE, o, KE
HEHBYL, RIEEUEG.
FEsEE, B, 2
JE R, R,

FZ &ML, BBAE,

HrE, BRIR M, A
R, BT

NEW. Ak, SRR
WSO, B RS
b, SEBIE, T Y
— M & 45

# 5

HAL

TEFHBALEOS GRS
HRALITR, TR ERAL
PIE, EHTHEAL R,
TEFHBALH M, V5
HALE 9 FEIR)

AR

IR, IR asba

A, IR, 16
RREE. IRE. HRER
Vo, ZEU. SRARAE
FrBE, IRE 15

MR, REMEZE, M
Fein, AREFKAE, 1
R IR P 2

-

B, BHEPED E
Hg, AP (H
PRERD) . B O H
%K. PHRE, RER)

PARIERR., &R

AR TEEL BT
Baffide. . MR,
AR e,
CK B, i+

EEREARLN T CT

DNA HUREGYE, Hih
I RS2 RN
P, PUEHUERRE) |
A L ARG (HRR

YIS, Bl LR |

AT PR
B A7z

g a7 ) N,
JUBEPAZS . BRIF MK
Yo, A M AT D
A VATURB M, £
W DR, ML

Za—F VAT A
JE, VR TIE,

Praf FN—T X,

IR E~ A Ny
T U TR GERSEZ
PEFURARIE) . 7 U 7
k= b AJE
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5%LL 1% LA b~ 5% AT 1% A B A
Rt walLATa— | BERFE, &b, b
1y FIPR RV E A A

U, AL AT E—
A RY 7Y R

U R0
ZToft | FEE IR BUR, R, | B, PhEi A,

Wgr. Mo, . | ALBIER, A
VAR ORMMEZRE, | %, AMUIIARE, B
PUEAIE, f P | i, Mgy (3
P, HRGEJEIDHERIE, | 5 MEIE, PR
M P, WHEREEAE, | R, MR, 98
Wk S T ) i, RACNR, &HK
JUiE, EEUE, A
N, RERD, F
HEmE, Ve R
— R, REHIERR

HEMNRFARREER VBRRREERE &
KRR £ TOENERRRRICE T S EITEH

AT = NR—F 1 v
5 %) )

HRIEBI S 181 561 25 172 33 125 18 16 1131

B 7 BB 147 (81.2) | 500 (89.1) | 25 (100) | 154 (89.5)| 30 (90.9) | 91 (72.8) | 12 (66.7) | 11 (68.8) | 970 (85.8)

JEYER L O E BUE | 58 (32.0) | 227 (40.5) | 10 (40.0) | 71 (41.3)| 17 (51.5) | 16 (12.8) | 5 (27.8) 404 (35.7)
S AEE S 34 (18.8) | 105 (18.7)| 5(20.0)| 39(22.7)| 13(39.4) | 6(4.8) | 2(11.1) 204 (18.0)
R ARGE Y 2(1D | 19(3.4) | 1(4.0 1(06) | 2(6.1) 2(11.1) 27(2.4)
REIR 1(0.6) | 17(3.00| 2(8.0) 2(1.2) 1(0.8) 1(5.6) 24 (2.1)
LIEEEDS 2(1.1) | 13(2.3) | 1(4.0 3(1.7 2(1.6) | 1(5.6) 22(1.9)
RIS 2(1.1) | 12(2.1) 4(2.3)| 1(3.0 19 (1.7)
B 2(1.1) 9(1.6) 3(1.7| 3(9.1) | 1(0.8 18 (1.6)
Jifige 2(1.1) | 14(2.5) 1(0.6) 17 (1.5)
AE~LR A 2(1.1) 6(1.1) 4(2.3)| 1(3.0 13(1.1)
{7 4(2.2) 3(0.5) 4(2.3) 1(0.8) | 1(5.6) 13 (1.1
LE T /N 1(0.6) 6(1.1) 3(17D| 1(3.0 11 (1.0)
SR 1(0.6) 6(1.1) 3(1.7) 1(5.6) 11 (1.0)
Bl g% 8(1.4) | 1(4.0 1(0.6) 10 (0.9)
EBaR 3(1.7) 4(0.7) 2(12)| 1(3.0 10 (0.9)
PR S 9(1.6) 1(0.6) 10 (0.9)
A 1A 2 7(1.2) 2(1.2)| 1(3.0 10 (0.9)
Bl L~ X 1(0.6) 2(0.4) 5(2.9 | 2(6.1) 10 (0.9)
e 7(1.2) | 1(4.0 1(0.8) 9(0.8)
Rtk 2(1.1) 3(0.5) 2(1.2)| 1(3.0 8 (0.7
W JE % 1(0.6) 1(0.2) | 2(8.0 1(0.6) | 1(3.0 1(5.6) 7(0.6)
Fi G 5(0.9) 2(6.1) 7(0.6)
FRIE 2(0.4) 4(2.3) 6(0.5)
JEYLPERG 2 (1.1) 1(0.2) 1(0.6) 2(1.6) 6(0.5)
DS 2(1.1) 2(0.4) 1(0.6) 5(0.4)
NS 5(0.9) 5(0.4)
A L AVEE Yk 3(0.5) 1(0.6) 4(0.4)
i=Ji 1(0.6) 2(0.4) 1(0.6) 4(0.4)
=] S0 3(0.5) 1(0.6) 4(0.4)
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N—F = .
ra=l oty |gamey| ¥ | e | o (3.%” | s | s
5 %) mE)

TRSERBI %L 181 561 25 172 33 125 18 16 1131
SR 2(0.4) [ 1(4.0) 1(3.0) 4(0.4)
SEES A E | 1(0.6) 1(0.2) 1(0.6) 3(0.3)
YN B 2% 2(0.4) 1(3.0) 3(0.3)
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PR 1(0.1) 1(0.1) 2 (0.7 1(0.2) 5(0.1)
IR 1(0.1) 2 (0.1) 1(0.4) 1(0.2) 5(0.1)
WotE peze 4 (0.3) 4 (0.1
BEED/N 1 (0.0) 2 (0.1) 1(0.4) 4 (0.1)
5 A Hi i, 2(0.2) 1(0.4) 3(0.1)
IR 1(0.1) 2 (0.7 3(0.1)
JIT P & B 2 (0.2 1(0.1) 3(0.1)
{5 2k 1(0.1) 1(0.4) 1(0.2) 3(0.1)
UNIPES 1 (0.0 1(0.1) 1(0.4) 3(0.1)
i bl 2(0.2) 1 (0.1) 3(0.1)
TS S i 2(0.2) 2 (0.0)
Ry —7 1(0.1) 1 (0.2 2 (0.0)
R 1(0.1) 1 (0.4 2 (0.0)
RLFYZ 5 i 1(0.1) 1(0.4) 2 (0.0)
2 1(0.1) 1 (0.2 2 (0.0)
Py 1(0.4) 1(0.2) 2 (0.0)
Mg R 2 (0.1) 2 (0.0)
VH LA T B el 1(0.1) 1 (0.0
H 5 I Ak 1 (0.2 1 (0.0
JEESE 1(0.1) 1 (0.0)
BLW 1 (0.2 1 (0.0
A 1(0.1) 1 (0.0)
JEE= 1 (0.0) 1 (0.0)
e PN H if 1 (0.0 1 (0.0
(R 1 (0.0 1 (0.0
T 1 (0.1) 1 (0.0)
figak 1 (0.0 1 (0.0
AL TR 1 (0.0) 1 (0.0)
SO R E A 1 (0.0 1 (0.0)
e i 1(0.1) 1 (0.0
W7 s 1 (0.0) 1 (0.0)
PN 1(0.4) 1 (0.0)
4y 1 1 (0.0 1 (0.0
PR SE R s 20 (1.6) 14 (0.6) 32 (2.0) 6(2.2) 3(0.5) 75 (1.3)
Jhe 2L 5(0.4) 10 (0.4) 17 (1.1) 4 (1.5 3(0.5) 39 (0.7)
JHF 4% 2(0.2) 1 (0.0 6 (0.4) 2 (0.7 11 (0.2)
B L IE 4 (0.3 6 (0.4) 10 (0.2)
ERGINOEi=tE 3(0.2) 2 (0.1) 5(0.1)
N IAIF 2(0.2) 1(0.1) 1(0.4) 4 (0.1
EE -2/ 1 (0.1) 1 (0.0 1 (0.1) 3(0.1)
SR 1 (0.1) 2 (0.1) 3(0.1)
R 1 (0.0 1(0.1) 2 (0.0)
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BV 9 - 1(0.1) 1 (0.0)
TEIH 1(0.1) 1 (0.0
R 3 L OV ALk 233 (19.0) 321 (13.6) 231 (14.8) 101 (36.7) 83 (15.0) 969 (16.2)
% O FEE 61 (5.0) 87 (3.7 99 (6.3) 24 (8.7) 23 (4.2) 294 (4.9
3B 82 (6.7) 84 (3.6) 13 (0.8) 22 (8.0) 23 (4.2) 224 (3.7)
E AR 24 (2.0) 59 (2.5) 46 (2.9) 5(1.8) 8 (1.4 142 (2.4)
E24RIH 24 (2.0) 28 (1.2) 20 (1.3) 10 (3.6) 7(1.3) 89 (1.5)
WiESE 13 (1.1) 18 (0.8) 9 (0.6) 1(0.4) 11 (2.0) 52 (0.9)
HKLEE 7 (0.6) 25 (1.1 6 (0.4) 7 (2.5) 5 (0.9 50 (0.8)
A 9 (0.7 16 (0.7) 11 (0.7) 12 (4.4) 1(0.2) 49 (0.8)
FRE RLI5 9 (0.7 6 (0.3 4 (0.3 18 (6.5) 6 (1.1) 43 (0.7)
KL Rz 6 (0.5 16 (0.7) 5(0.3) 13 (4.7) 3(0.5) 43 (0.7)
% 13 (1.1) 13 (0.6) 5(0.3) 6 (2.2 5(0.9) 42 (0.7)
K7 fii 2(0.2) 23 (1.5) 8(2.9) 33 (0.6)
B 10 (0.8) 3(0.1) 6 (0.4) 6 (2.2 4 (0.7 29 (0.5)
BEAR H 1. 3(0.2) 7(0.3) 1(0.1) 2 (0.7 3(0.5) 16 (0.3)
X212 4 (0.3 6 (0.3 2 (0.1) 3(1.1) 15 (0.3)
=/ 3(0.2 2 (0.1) 6 (0.4) 2 (0.7 1(0.2) 14 (0.2)
HERERR K 2% 4(0.3) 3(0.1) 4 (1.5) 1(0.2) 12 (0.2)
AR S 1(0.1) 3(0.1) 4 (0.3 3(1.1) 11 (0.2)
iR INA 2 (0.2) 5 (0.2 1(0.1) 2 (0.7 10 (0.2)
F T g A 3(0.2) 4 (0.2 1(0.1) 1(0.4) 1(0.2) 10 (0.2)
IR Rz & % 5(0.4) 3(0.1) 1(0.4) 9 (0.2
IS NTRZSIN S 2 (0.2) 5 (0.2 1(0.2) 8 (0.1)
idi e 2(0.2) 6 (0.3) 8 (0.1
g2 £, 1(0.1) 4 (0.2 1(0.1) 1(0.4) 1(0.2) 8 (0.1)
ik 2 (0.1) 5(0.3) 7 (0.1)
F i erg 3(0.2) 2 (0.1) 1(0.1) 6 (0.1)
FRE R 1(0.1) 1 (0.0 3(0.2 1(0.4) 6 (0.1)
AR 1(0.1) 3(0.1) 1(0.1) 5(0.1)
F R 2R 1 (0.1) 1 (0.0) 1(0.1) 2 (0.7 5(0.1)
1 2(0.2) 1 (0.0 2(0.1) 5(0.1)
IS R 95 3(0.2 1 (0.0) 4 (0.1)
% EIE 2 (0.1) 2 (0.7 4 (0.1
FRE FI 1(0.1) 1(0.4) 1 (0.2 3(0.1)
FRE 2(0.2) 1 (0.1) 3(0.1)
BERKE 1 (0.1) 1 (0.0) 2 (0.0)
KB 2 R 4% 1(0.1) 1(0.4) 2 (0.0)
P ERLBE 1 (0.1) 1 (0.1) 2 (0.0)
A IEES B S 1 (0.1) 1 (0.0) 2 (0.0)
A ek K 15 2(0.1) 2 (0.0)
HE 1 (0.0) 1(0.4) 2 (0.0)
JROEE 1 (0.0) 1 (0.0)
B MRS R 1 (0.0 1 (0.0
R A (L 1 (0.2 1 (0.0
A 1 (0.0) 1 (0.0
B AEREE 1 (0.0 1 (0.0
P 1 (0.0) 1 (0.0)
BN 1 (0.1) 1 (0.0)
AR 1 (0.2 1 (0.0
M ABE 1(0.1) 1 (0.0)
B 7 R 2% 1 (0.0 1 (0.0
ZIHLEE 1(0.4) 1 (0.0
SEECE A 2 1 (0.0) 1 (0.0)
EILERE 1(0.1) 1 (0.0)
Hp PR R R B ST R R E 1 (0.0 1 (0.0
gi%%%‘t“ﬁ%ﬁ% 99 (8.1) 51 (2.2) 177 (11.3) 35 (12.7) 50 (9.0) 412 (6.9)
RA i 53 (4.3) 8 (0.3 77 (4.9) 9 (3.3 29 (5.2) 176 (2.9)
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7 P9 31 (2.5) 17 (0.7) 54 (3.5) 4(1.5) 18 (3.3) 124 (2.1)
A 14 (1.1) 4 (0.2 25 (1.6) 7 (2.5) 4 (0.7 54 (0.9)
R 10 (0.8) 4 (0.2 30 (1.9 6(2.2) 50 (0.8)
BHVETY T h—FT A 3(0.2) 5(0.2) 7 (0.4) 4 (1.5) 3(0.5) 22 (0.4)
B B R 10 (0.8) 2(0.1) 3(1.1) 15 (0.3)
R F AT B 2(0.2) 1 (0.0 2(0.1) 3(1.1) 3(0.5) 11 (0.2)
B 2(0.2) 1 (0.0) 5(0.3) 8 (0.1
Nl 1(0.1) 3(0.1) 1(0.1) 3(1.1) 8 (0.1
73 2 (0.2 4 (0.3 1(0.4) 7 (0.1)
MR 3(0.2) 1(0.1) 1(0.4) 1(0.2) 6 (0.1)
A [ 4 (0.3) 1(0.1) 1(0.4) 6(0.1)
Vo~ hA REEHi 3(0.1) 1(0.4) 4 (0.1)
BV v~F 4 (0.2 4 (0.1
Jedis 2 1(0.1) 2 (0.7 3(0.1)
L/GEE/S 1(0.1) 1 (0.0 2 (0.0)
e s 1 (0.0 1(0.4) 2 (0.0)
EES 1(0.1) 1(0.2) 2 (0.0)
Efeiillies 2(0.1) 2 (0.0)
B2 itk 1 (0.0) 1(0.1) 2 (0.0)
25k B S 1(0.1) 1(0.4) 2 (0.0)
RAF ATEAK T 1(0.1) 1 (0.0
o — L U EERE 1 (0.0 1 (0.0)
B e 1 (0.0 1 (0.0
FHET D JE 1 (0.0) 1 (0.0)
S i 1(0.1) 1 (0.0)
i e 7 53 e A A A 1(0.1) 1 (0.0)
VEIESE 1 (0.0) 1 (0.0)
Bk L OURBKREE 6 (0.5) 11 (0.5) 4 (0.3 7 (2.5) 4 (0.7 32 (0.5)
1 pR 5(0.2) 2 (0.7) 1 (0.2 8 (0.1
BRIR 4 (0.3 1 (0.0) 2 (0.7 1(0.2) 8 (0.1)
TILT I PR 3(0.1) 1(0.4) 4 (0.1
PSR R 1(0.1) 2(0.1) 1(0.4) 4 (0.1
R M 2 (0.4) 2 (0.0)
BAA 1 (0.0) 1(0.2) 2 (0.0)
EZS 1(0.1) 1(0.4) 2 (0.0)
RS AIE 1(0.4) 1 (0.0)
e 1 (0.1) 1 (0.0)
EULE VR 1(0.1) 1 (0.0
AR 1 (0.1) 1 (0.0
JRREE 1(0.1) 1 (0.0)
SRR 1(0.4) 1 (0.0
eI 1 (0.0) 1 (0.0
TR L O R R 16 (1.3) 10 (0.4) 6 (0.4) 5(1.8) 6 (1.1) 43 (0.7)
) N 1(0.1) 2 (0.1) 1(0.1) 2 (0.7 1(0.2) 7(0.1)
Jia2 H . 1(0.1) 2 (0.1) 1(0.4) 1(0.2) 5(0.1)
I A 2 5(0.4) 5(0.1)
H 1 R 1 (0.0 2 (0.7 1 (0.2 4 (0.1
AR 2 (0.2) 1 (0.0) 3(0.1)
T 2% 1 (0.1) 2 (0.1) 3(0.1)
G O BT 1 (0.0 1(0.4) 1 (0.2 3(0.1)
[EARIAY] 1(0.1) 1 (0.0) 2 (0.0)
AT 1 (0.1) 1 (0.0) 2 (0.0)
A % 2 (0.4) 2 (0.0)
i AR 1(0.1) 1(0.2) 2 (0.0)
TE S bR BT 1 (0.1) 1 (0.0) 2 (0.0)
JERCSIEES 2(0.2) 2 (0.0)
P 1(0.1) 1 (0.0)
ARIET-5 H i 1 (0.1) 1 (0.0)
FLE D o 1(0.1) 1 (0.0
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AT R 1(0.1) 1 (0.0)
s 1(0.1) 1 (0.0)
[Etice 1 (0.0 1 (0.0)
Sfajig FEvER L OGS 2(0.7) 2 (0.0)
T
o AR A 1(0.4) 1 (0.0)
SERVER s S H 1(0.4) 1(0.0)
%Eéﬁgﬁ%ﬁ“}&g 213 (17.4) 237 (10.0) 216 (13.8) 73 (26.5) 79 (14.3) 818 (13.7)
%1 75 (6.1) 52 (2.2) 61 (3.9 23 (8.4) 19 (3.4) 230 (3.8)
FEEN 45 (3.7) 60 (2.5) 41 (2.6) 14 (5.1) 29 (5.2) 189 (3.2)
TR 51 (4.2) 17 (0.7) 34 (2.2) 18 (6.5) 10 (1.8) 130 (2.2)
Jiobr 32 (2.6) 41 (1.7) 41 (2.6) 8 (2.9 8(1.4) 130 (2.2)
EE 12 (1.0) 32 (1.4) 30 (1.9) 8 (2.9 14 (2.5) 96 (1.6)
AT PR R 9 (0.7) 17 (0.7) 22 (1.4) 6 (2.2 8 (1.4 62 (1.0)
AR M e 18 (1.5) 11 (0.5) 19 (1.2) 6(2.2) 6(1.1) 60 (1.0)
45795 6 (0.5) 4 (0.2 12 (0.8) 3(1.1) 1(0.2) 26 (0.4)
TSR 6 (0.5) 13 (0.6) 3(0.2 1(0.2) 23 (0.4)
HESHATIL IR 6 (0.5) 5(0.2) 4(0.3) 2 (0.4) 17 (0.3)
EGapeaii 7 (0.6) 6 (0.3) 3(0.2) 1(0.4) 17 (0.3)
[(5=NRe 2(0.2) 4(0.2) 4 (0.3 4 (1.5 1(0.2) 15 (0.3)
TR 6 (0.5) 3 (0.1) 2 (0.1) 11 (0.2)
TESHEBAL R 7 (0.3) 1(0.2) 8 (0.1)
TSRO ERR 6 (0.3) 1(0.4) 7 (0.1)
TR AR B 2 (0.2) 3 (0.1) 1(0.1) 6(0.1)
&N 3(0.2) 1 (0.0) 1(0.1) 1(0.2) 6(0.1)
E-gurain 1 (0.1) 1 (0.0) 1(0.1) 1(0.4) 1(0.2) 5(0.1)
RIE 1(0.1) 2 (0.1) 1(0.1) 4(0.1)
TESHAT Y 1. 4(0.2) 4(0.1)
TSR E 5 PR 3(0.1) 1(0.4) 4 (0.1
A EED F 5 1(0.1) 1 (0.0) 1(0.1) 3(0.1)
TR k55 2 (0.7 2 (0.0)
) 1 (0.0) 1 (0.0)
SR TR A 1 (0.0) 1 (0.0)
EEWALREA L 1(0.1) 1 (0.0
HESA PR S 1(0.1) 1 (0.0)
TAERAL OTRE S 1(0.4) 1 (0.0)
155 2R A 1 1 (0.0 1 (0.0
fife R g A 59 (4.8) 77 (3.3) 115 (7.4) 48 (17.5) 11 (2.0) 310 (5.2)
ZZ;:Z;;Q;” P72 96 (2.1) 29 (1.2) 53 (3.9) 27 (9.8) 4(0.7) 139 (2.3)
;f;;i;?;;ﬁ;ﬂ Mg (1s) 19(0.8) | 34(29 | 19(6.9 3(0.5) 93 (1.6)
fFmess B 6 (0.5) 10 (0.4) 39 (2.5) 6 (2.2 3(0.5) 64 (1.1)
RERE N 2(0.2) 16 (0.7) 10 (0.6) 7 (2.5) 35 (0.6)
%j’*;;’é;;ﬁ IRAZT N 19(1.0) 8(0.3) 3(0.2) 3(1.1) 102 27 (0.5)
FUEHUA M 11 (0.9) 3 (0.1 3(0.2) 1(0.4) 1(0.2) 19 (0.3)
DNA Fifk 6 (0.5) 2 (0.1 8 (0.1)
f;_’ﬁgb’;”‘/x7 6 (0.4) 1(02) 7(0.1)
7 L7 F=8m 2(0.2) 1 (0.0) 3(0.2) 6 (0.1)
IR 3(0.1) 1(0.1) 1(0.2) 5(0.1)
77— 5(0.3) 5(0.1)
g 7 a7 N 2 (0.1) 2 (0.1) 4(0.1)
1 PR SEFE N 3(0.1) 3(0.1)
C— R A 1 (0.0 2 (0.7 3(0.1)
TEMIRA I TR 2 (0.4) 2 (0.0)
1 R 1(0.1) 1 (0.0 2 (0.0)
AR R AL SR 1(0.1) 1 (0.0) 2 (0.0)
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AR =R S o/ %) 1(0.1) 1(0.1) 2 (0.0)
HH I B AR 1 (0.0 1 (0.0
HINT AV E PR 1 (0.0 1 (0.0
ELNTSE Y 1 (0.0) 1 (0.0
RiE L& 1 (0.2 1 (0.0
BEE IR 1(0.1) 1 (0.0)
U L SERIRE LR 1(0.1) 1 (0.0)
Z;;;g7*75’ A 1(0.1) 1(0.0)
H PR 1(0.4) 1 (0.0)
B hEB L OWEASOHE| 20 (1.6) 53 (2.2) 51 (3.3) 18 (6.5) 12 (2.2) 154 (2.6)
HEANIZPE S SO 15 (1.2) 44 (1.9 44 (2.8) 9 (3.3 10 (1.8) 122 (2.0
ESE 2 (0.2 3(0.1) 1 (0.1) 1 (0.2 7(0.1)
B 1 (0.0) 5(1.8) 6 (0.1)
FRERIE: 2(0.1) 2(0.1) 2 (0.7 6 (0.1)
BT 3(0.2 1(0.1) 4 (0.1)
[lsistes 1 (0.0 1(0.2) 2 (0.0)
i) 2(0.1) 2 (0.0)
i S Y5 2 (0.7 2 (0.0)
LGt 1(0.1) 1 (0.0
TR 1(0.1) 1 (0.0
B 1(0.1) 1 (0.0)
it 1(0.4) 1 (0.0
TR 1(0.1) 1 (0.0

EWKRE. GHHE. EEERVFHOAEFERANDEERAREEE
BOEIR e A 1T 5 BE T ZBIORIEHF BRI — 5

1) fFbEE 249 % 88 TORIWEM JE S

. P il VE I F 35 N
JHFRR JE B %L 2 E FEHLER
HY 226 73 32.30%
il Bt
PR T (R e L 7.295 1,777 94.36%
B Y v~ F HY 26 3 11.54%
(Rr i AR A« B - P G- R e el 793 80 10.09%
3 HY 57 12 21.05%
HEE (B R )
L 707 160 22.63%
FRASHE s B T 0D HY 30 10 33.33%
U oa— THEINC & % 184 7L 1,431 252 17.61%
(gAY * HY 37 17 45.95%
SEE AT D HEE
L 1,328 285 21.46%
. T Ho 9 2 292.22%
7 a—0% (FREMEARERE - B L ™ o1 T 13%
Ho 4 0 -
=W CREERR ARG < R
7a— 0 (R A EGET A - EE) L Py 28 To11%
HY 10 2 20.00%
P B (HEE i
TBEPERGSE (el A R ) L 17 o1 18.46%
R—F = v MFIC L D EAVERRELS & 5 HY 35 14 40.00%
9 (iRl ) el 621 198 31.88%
3 Ho 14 5 35.71%
TRIEPERHES (R TR
L 227 57 25.11%

¥ 0 LI — PR G% 6 » A &8ROI & LT,
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2) BIEEZ A 5 B8 TORIWEMZEIMHEE

- I RIVE 58 5 .
B i JE 15K & 1 FEHR
HY 98 33 33.67%
Virars 1 [~ (\jggu
Ry v=F (RARRAL) 2L 7,423 1,817 24.48%
By v~ F HY 4 0 -
(R e F RS TRAT « P& - B 5 R R ) L 815 83 10.18%
HY 47 12 25.53%
T == wigu
HEAE (5 AR ) L 17 160 99,390,
A HE ) T O HY 18 2 11.11%
7o — RIS & 5 I L 1,443 260 18.02%
(s FH AR A * HY 18 5 27.78%
SMEEAT D ERE
L 1,347 297 22.05%
. HY 10 4 40.00%
7 a—0 (FFEMEARERE - B8
L 643 89 13.84%
Ho 3 1 33.33%
N b ~;'=;§u . E=R
7 a—0h (FREM AR - ) Py 573 o7 9710
T AN OO ) by ! 0 -
H s e e L 550 103 18.73%
NR—F = v MFIC L D HHRMEREFLS 2 9 HY 23 7 30.43%
9 (&R ) el 633 205 32.39%
HY 6 2 33.33%
EPERHES (g Bt
SRIEPEFHESS  (FFE 0 AR A L 35 v 95 53%
% 0 LR — RAIEIEG1% 6 » H M AEHOERBIE & L,
3) miE (65 kLl L) ToORIWEHRBAEE
" e BIVE 5881 .
==y JEBIR i FEHER
. 65 %Ll 1,869 451 24,13%
BAfI Y v~F (kAR A) ——
65 AT 5,652 1,399 24.75%
RHEG U v~ F 65 LAk 224 25 11.16%
(RFE Ml FARCREFAE - & - B G RIREN | 65 sk 595 58 9.75%
. 65 Rl L 117 30 25.64%
T == ‘(ja;u
R (RER AR 65 A A 647 142 21.95%
A E A 5 TR EE 0D 65 kLl b 21 6 28.57%
7o — EBHHICH 2 B 65 A 1,440 256 17.78%
(s FH A * 65 Ll 16 6 37.50%
J s}
MEERTORH 65 T AT 1,351 297 21.98%
65 MLl I 6 3 50.00%
D R R« ) L
65 7% AT 647 90 13.91%
B} 65 Ll I 1 1 100.00%
7 a—20 (FFEMEARGERE - ) T
65 AT 280 27 9.64%
. 65wl I 28 7 25.00%
Vg % (e s
WGE RIS (R el A i i ) p—— =29 96 18.15%
N—F x v MEIZ & D EERIEREILS L5 | 65 AL 25 14 56.00%
9 (I ER ) 65 AT 631 198 31.38%
. 65 L 24 5 20.83%
EPERHESS (EE i
SRIEPEFTHESS  (FFE 0 R ) P 917 = 26.27%

* 0 LR — Pk G4 6 5 A AR oG & LTz,
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9. BARBRERRICRIEIIZE

10.

BRIE I T2

BERE

BRE LT

<BE>

WO ) v~FBEENRE LS THERBRICBO T, kEHAED 20mg/kg I2BWTH,
o & (3. 10mg/kg) &ML T, IR, BHERFICEITRD bR o72 (V. 15
BRICBIT D TE H ORRAVRER : ARMOSEZRRBROIESR)

WO 7 v — A x5 & U8 IR R RSBV T, k@ HEO 20mg/kg (2B T,
o & (5, 10mg/kg) &ML T, EIRDR, BHEHFEICEITRD bR o7z (V. 15
FIZBAS 2 B ORGERIRRER 1) E/ERLITHEROSHBRDES )

1) AFNOEREN TS Ak - AEEIRO@EY,

(Eg) o< F)

WE, A7 VX~ T (BEFHEHLZ) & LT, KE 1kg 4729 3mg & 1 HOKGEE LAEEET 5,
wiEEe G4, 2, 6 ICHS L, Uik S EMOMME CRE24T5 2 &, 2B, 6 O GL%, ShEA+0X
VDR NS L2 AT, B RO RSB GBROEMENATIRE Th 5, TS ORGSO E0R G
DM TBEPERICAT 9, 1 BOKRE 1kg %720 oG a0 LRIT, S EEOME CHIIX 10mg, #5-HkE %
B LG E ThhE 6mg £ 95, o, REOBRLGMEIZ4EMET S, BANX, A b Ld— N Al
WL DEBROFH L THWD Z &,

(R—F v MRICKDHAMERBIESE SELR)

WE, A7 VR~ T (B z) & LT, KE kg H720 bmg & 1 BlokERF & LATHFET 5,
WER 5%, 208, 6 EICHEE L, Uk 8 EMOMIR TR Z1TH 2 &,

(B2 )

W, A7 VX7 (BEFEBRZ) L LT, FE 1kg 720 bmg & 1 [HOF G & LAREBET D,
WIEIE G4, 238, 6 WIS L, D SHMOMME THEEE21T5 2 &, 2B, 6 HOBRELEL, RSN
VDR NS L 72 aicid, RSB0 ESCER GHBOEHA TR TH D, 0O G EOHECR G/
DREMEITBE ORIEIZS U TEBIIZIT Y, 1 RIORKRE 1kg Y720 o580 EIRIX, 8 ME OME CHIX
10mg, #GMMAERE L HA ThIuT émg &5, £/, HEORGMREIT 48EMET 5,
CGREMEEH L)

WE, A7)V X~ T (BEFHEBLZ) & LT, KHE 1kg 4729 bmg & 1 HOKRGEE LAlEEET 5,
WE 5%, 28, 6 EICHE L, Ltk 6~8 MO TR Z1T5 Z &,

(BEER—F v MR, #RER—F vy MR, OFER—F v ME)

WE, A7 VR~ T (BaFM#z) & LT, KE kg H720 bmg & 1 BlokE#F & LATHHFET 5,
wEE G4, 28, 6 EICHEE L, U S EMOME TR G 2175 2 &, 2B, 6 BO&EGL%, ShRA+0 X
W DEEE L2 35A121E, RE 1kg %729 10mg % 1 [FIOB &L 52 0N TE D,

AINEFRO AL

WE, A7V F T (EinFfz) & LT, KE 1kg 272V 5mg Z WA EET 5,

(p a—y¥m)

WE, A7 VXY (BEFHEELZ) & LT, KE 1kg 4729 bmg & 1 o5& E LAlEiitd 5,
YR G%, 238, 6 MICHES L, Dtk S MM OB CHL-21T5 2 &, 728, 6 lOEGL%, SR L
AR, B RO E IR G MBOEHENTETH 5, HGBEZHET 254, RE 1kg %79 10mg
ZLEOREGRETDHIENTE D, BGMREERT 2561, KE 1kg %729 dmg # 1 [HOEHREE L,
KR4 B OMBCHREGT 52 ENTE S,

CERBMERER)

WE. A7 IR~ T (Biaf#z) & LT, KE kg 4720 bmg & 1 BlokE#F & LATHHFET 5,
Ml E5%, 21, 6 MIckE L, Uk 8 HMOMBE THREEZ1TH Z &,
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VI. R&M (ERALOXES) ICBY51EE

(BhEg k@)
RE, KFEGHICE, 12378 TRV T I T4V E—E AN T T 4V E—% @ L T
5952 &,

1. BRLEDEE

14 BHLEDIE

141 SEHIFH R DR

1411 WRfR 715
AENIHRREME 35 2 &, (Efith 3 RERRILINICE G- Blts &2 35 2 L))

(1) Takercy ) —)URETHERLIEE, 21-G H D WDIEE SISV ESE 2 v T, 13
A T4 10mL © HRBEN K (B RAEEAEERLEH) 28NCEATLZ L,
F ORI ERRE TARWAL TIMH LN &,

(2) A TNHAHE S W20 DA L, WIRHBIT 5 RIEE T2 2 &, PiREAN
BEETHOBENDNO L7, IRLTHMLIIRSL T, RRMEERVIEER N &,

(3) EAMAIZROT, WREOMRKE LT, BANOHEEAKOALAGEZ L TEBY ., )/
N OEFEHOWRI 2 EFTL 2 LN 50, M EIT RV, £, B, Tofiok
WEARDELOIIFEH LN &,

(4) ARt OFRIROFE AR I ThR N2 &,

14.1.2 FR 5k
BEOREY 720 THE L LB R E ALK 250mL, REDS 25kg A5 O /NLITH
50mL, 25kg L ED/NRIEK 100mL @ H FRAEREIRICART 5 2 &, KEN 100kg %
M2 5 BEICEST2HEA12F, ARE%EOA 7Y XU~ 7 RED dmg/mL 28 720 &
5. HRAEHSERORZRESTS 2L, 7 UGS 28 B REF g LIS o
HEHRITA V2N & BRABEER THRT 2BIE. WK A ERIIEA L, Bf1D
BELEEICATO 2 &, AREDOA > 7V X< TRET, 0.4~4mg/mL 952 &,

14.2 EHEGREOER

14.2.1 BhHERA
AFNTER - A a2 TV —DA L FTA L T4 NE— (RTHA X123 71 LUTF)
EHWCELET AL,

14.2.2 $ 5888 K OV 5
AENIMNL L2 T A N THEREGET 0L L, oEHAl, 8% SREG LR E (7
RUBHESIRE O SN D EHFK T HEAGZ(ED MR I TWD ), Fo, JRAIL 2
R LA & 2 TRERIC AT ET 5 2 &,

B, 6 HO¥ELI%, FE TO®E T infusion reaction 2358 SR TR, ASTEE

FE% B TR 2 FAME T A 2 LN TE S, 2L, ER AT L 1 R 4720 hmg/

kg T HHE LB N2 & (FRIRHBRIZI W TR GREBRN 72 0),

F 77 AR 2 AE L 72 BRIC infusion reaction 2338 H LA IS IE, REILAE O -

TIE, AR A2 ERETICR 595 2 L, [1.8.1, 2.3, 8.6, 8.8, 9.1.7, 11.1.3 Z#]
< i >

14.1.1 —#%iC, ER%EOE A MANTI AN L COHEE R EOBINBME SN D720,

PSS HONTR G T D ENEE LW EEZBND, B, R - FR% O MG
ZEMRBR T, 24 FEM SR TRl L7ofE R, Jiffize EoMEIZZ TR 5T
[AYAQ7AN
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VI. 2&M (ERALOZXES) (CBY51EH

AENL, IR OFEADRS 70D L5 A TANEZEIZ L TWD2, RRIETRWN
LI SO ME EORENR S B AREER S H 720, FEHATE LTND,

14.1.2 HEAEBEZEIT 5720, FROBELFNATI ZEBHEE LV,

FTRBEDOA 7 U F 2~ THE 0.4~4mg/mL 2 HOW T, AREEO L EME D TR
nTns,

14.2.1 AANFEA”AITH L 720, EWRIFICEEF O RNEEMRL 7 0RRBOOND Z 1 H
D, TNBERET DDA TA LT ANE—2B L THETDHIENRVLETH
Lo BB, TOREMMELFIZA v TFTA v T 4N E =T L VBRETE, 74 LZ—il
W% OREK O DMITRFEFSNTWD Z ERHERS LTV D,

14.2.2 AFIOEESCE AL ZG 20, ML LA T A S CTHRETIHERD D, F
o, =7 e 7 ) CRFIE RN S5 256, RIRICE 5 21T 5 L EWER A HEL
THLIEDMONTWDI, I 2 R BT TRIRICE G T2 & LT
D
BINZ BN TIE, ARFNO SREREFIICOW T, #IRB G2 & 3 BILL &5 217> T
infusion reaction 238 HALT ., AFPEICRIBED 2V R NEE Tk, 2 FEE S 1
MICEMET 2 Z ENARETH D, ENICBWTIL, 10mg/kg & 2 BB TR E L7545
TH, WEHE (3 I 5mgkg % 2 R T Z2#& 5 L-5GE L RSO+
RTT—ANEEINTEZE LY, 6 BOBELE,. £ E TO®R S T infusion
reaction 23F3 D LAV IT UL, AR ZEME T2 2 LN TE D,

<@ E A H O FsE >

< AFNX, FAL 2 FERILL BT TRRIC SRS 5 2 &,

- SRR (DR GEERD) 1E, WA S A S 3 I AT o T H IR SIS b

T AEVECHED I VN EE T, 4 BIERGLDBICERE R TH D, AL, FEHEEIT 1

5720 bmglkg DHREA B2 N EH 12T HZ &,
- PEHREEEMEIC L0 BGOSR FAE L2 a1id, WED S 2 BB B T35 2 &,

_— =

12. ZDMDTE

(1) BRREERICE D CI1EHR -

15.1 EREREAICE D < 1E#R

15. 1.1 AFOEKRRBIL, EN T 62l (14) T, Tk 102l (24)
EFCOHMTEBMEINT WD, £, AFORBE BT 5 K e H ok A 2
EHETOMMTER SN TS, ZiILh O A B X oA O KGR O
RN LT,

15.1.2 150 BIDOHEEEENSLEED 9 - MM LAREDBE (R 35%LL F ¢, NYHA
ODHERE D FEI/IVEE) 12, 77 BARKOAHK 5, 10mgkg Z##IEl, 2 #H%, 6 HZIZ 3
[E1§% 5 U 7= ¥Esh CORBRRERZ £ L7-, T OfF., AFEEGEE, F512 10mg/kg BELZ
BOTOREIEROE( R O TR @RI D DL & OWERH H, HIEEE% 28
R EIZ BT, 10mg/kg BET 3 6], bmg/kg BT 1 HIORLENBD ., TR
TR THNL 0o, Fiz, EREAIC X 5 ABEIX, 10mg/kg # 51 69 11 41,
bmg/kg #F 50 Bl 3 #l, 7T AR 49 BT 5HITH -7, S HIZ, 1 FEROFMIZE
FAHSETHNE. 10mg/kg BET 8 Bl TH - 7=DITxf L. bmalkg B, N7 T v REETIX
ThEN 40 CTH-o7=, [2.5 2H]
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VI.L R&M (ERALOEES) ICBY5IEE

15.1. 3 REfEBF I T, K & SRAMMERIE XUIBEF O 2 H 1R & OPFHIC
PE & LRV LT ey (RN 720)

15. 1. 4 RFNOEGA R L O AR T 1% 3 M X1 5 FH OBBFRE I\ T, Bk
U oS, s, BENE, RO REORE. ERRE. JREHRE & OB % Y 169 4
IZHE SILTWD, KA & MR R B O BN 2 MG 5700 . RIS MR

BEDFRE BT BIE N KB 72T — X X—= AL Lz —S xx2 BT 5 %
LMD O TR EE 1~3 TR Uiz, ZOTRGIEIE., EFEOME, FHn, BHRY
14 X » NIH SEER 7 — # ~X— 2 (National Institute of Health (NIH) Surveillance,
Epidemiology, and End Results (SEER) database) O HEE L7-fEZ HW -, £ 1
D v — IREE TOlE T, AAEGEZ 300 2 BRSO TRIFIE 14.49 Bl
xFUBIEFIEIT 21 Bl Th -T2, —TF, 77 BRBECBW I THIBIE 0.20 Flizxt L
eI 1B Th o7, [1.1, 8.7 2]

4o H%)

* 1.7 v — iR T O EMEIEE OB B O T IBI%

75 & R 545

7 | e EREL S | MRS FENEREN

(A - %) BlLEIEL TREIEK
a B Y oSl 97 0 0.01
b. H A NENE R e 96 1 NA
c. ERLLISA o FEE N 96 1 0.19
EMEESEE (a +c) 96 1 0.2

L r— K&

7o — AR EXaRsts T TR

(A - 47) BB TR
a B Nl 4094 2 0.65
b. I B M R 4085 8 NA
c. ERRLAA O B I 4055 19 13.85
MRS R (2 +c) 4055 21 14.49

Ka: RITHT L7z 7 v — yiakBR O s BR I o & O 3 4[] 0 R i e MBI T ORHBIE &

et

¥ b : NIH SEER database 125 F U TR W IERANEM: R & 12D\ TRk

Tz, BV U~ T BE COEMEEEOBIEHE L TG Z R 2 1R Ls, KA
BeHRECTIE TG 52.37 Bl s LBLESIEIT 50 B, 77 BAREETIE, THIBI#K 13.61
BT LG EIT 10 Bl TH - 7=,

% 2.0851 U 7 ~ FaxikliR © O IR O BUEIE N OV IS

7T R EEH
BIER Y &~ TRkl eIl ENENEL ENENELS
(A - 4) Ble TR %
a PR Y ol 1626 0 0.46
b. FE B NENE 1611 6 NA
c. LROEAS o FE I 1604 10 13.16
MRS (2 +c) P 1604 10 13.61
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VI. 2&% (FRALOXES) (CBY51EH

L3 r— K& G4
B Y 7~ F ke BB MR MR
(N« 4F) Blek T HIBIE
a ik ) oS fE 6391 9 1.79
b.J B NEME 6357 24 NA
c. BFROLASN o B NI 6343 41 50.8
MRS E (2 +c) P 6331 50 52.37

Ma: BEICKT L2BEE Y v~ TR o BRI I P & OF 3 42 X 5 ER o B2 2B d co
TG a5
3% b : NIH SEER database (25 £ TR W FER@AIEM: B G 2> TR

F 7o, KRR BT D B OB HIEN O FRIBE A23 3 1R LT, A&
HREOFEIE 105.18 FlZch LBIZRFI%LIE 106 B, 77 B AREETIL T HIFI%L 19.46

(2R LTRSS 15 il T -T2,

F 3. 4R T O MRS O BLEBIEL O F HIF1EK

75 N5
AR BB T T
(N - 4F) Bl T HIBE
a B Y oS fE 2906 1 0.72
b. I B NENE R 2887 12 NA
c. EROLISN O BRI I 2877 14 18.75
MRS (a +c) 2877 15 19.46
LR r— K& Hp]
AR X CIIRI=Y ) v T TR
(NRE:S) BlmK TR
a e ) o SfiE 17852 14 4.13
b. FE B R 17721 67 NA
c. ERRLAAL o B I 17720 92 101.3
TEMERESEEE (2 +c) 17707 106 105.18

*a: %Lffﬁé‘T L7258 OFRBR A A Fh 2 OY 3 4R TR X1 5 AR [ O R 2 2 VEBIRRA T O BRI 5k %
%D NIEH SEER database (25 F 1L TR UWNIE R @ BN F7 & 12D\ IR

(2) FFERIREAERICE D < 13k

15.2 JEBRPREAERICE D < 1H#R

AHNTE RT3 —0 TNFa ORITHERREEZRA L, 7y b =7 4 YL 5%
O—fRANCEMW EBR I SN DEMFED TNFa LF5E LRV, Z07d, AN
ARERIL T S TR0,
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X. JERRPREERICBIY HTHE

X. JEERREAERICEIY HIEE

1. FEEHER

(1) FEZHEFEIBAER
[VI. 3BT 2HTHE | OESME

(2) ZEMHERBEHE -
WH ORI DWW T, A7 VR ~TNRe hEF oo y— (FoRvy—
IXEBERERY) O TNFa \IZ LR ZERIGMEE A SR Enb, FEii LTV,

(3) ZOHOEEHE
B L

2. EMHHER
A7 VX~ THAHNTH~ 7 2 TNFa Hiik % A= iR 2 5566 L7~

(1) BRI 5 HHHER
SD U7 » MoA > 7 U ¥~ 7 10, 30 KU 90me/kg & WEHHIRFIE S L, 5 2
BT BEBICER LT, ZOE. T _RTCOBICBWOTELEAITR . —REE. (k.
AT, A E R, AR AT I R IR o e BN O Bt R R S b
90mg/kg VL E L[l L7z 89,

(2) RE‘REGHEMRER

1) Iy bk
SD RMEMEZ ~ MlA > 7 U Fv~7 30 KO 90meg/kg/ H % 7 H[FHE B EFIRN &5 L
Too ZORER, TRTCORBICBW AT AR, —IREE, (AEHE, BEHE, HENIR
MR R B 137 o 72,

2) 9—_/,\//_90 91)
F NIl 7 Y F v T 15 LN 30mglkg/ H % 3 i 5 H [l A FARN & 5
L., Dtk 2 BMBIER L=, £/2. A7 V%I ~7 30mgkg/ H % 3 HFE H IR
BH L, £0% 6 HMBIE LTc, ZOREER, 5T ROEREK THOBIEHMT., &
NRTOFZBWTHTHNL R <, —REE, (KE, AP mA, IRFEHRE, k7 m
., MEAECFRE L OPRIRE I B ifmxoto

3)XOR®
CD-1 R~ v 212t~ A2 TNFa Hiik 10 LT 40mg/kg % 1 HEMIZ 1 [ 6 » H [
(25 M) FRIRNE G- LT, 2O, —MREE, ARELXOEEEICEF TR0 o7,
F7o. IREFERA, HENIRMRA, B, IR Ak O A b AL
Pi~ 7 A TNFa HFUiR& 5 (2B U 7= B i3 o 7=,

(3) EfnEtatE
A7V F U~ T OMEEHOTADIR RN R, B 2 7o Q@R R R K
O~ 2z WM 2 TR L7 & 25, WTIRORBRIZENTHARFMEITEED 5
IR T 93799
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X. JEREREAERICEIY SHE

(4) B ARMEER -
RHIFIZH72 5 TNFa OMfiERNC X 2% 5288 4 FZBRENY TRl T & ez, 32 L 72 )s
o7, LLb, TNFa /) v 277 U M~ U AOT =2 EZNELTIZLE A, 1215 18
» Hilim (465 ) (IZBWTH, BAER <D R THRBERB OB hoTz, &
7o BEFORNAMWE % TNFa / v 7 70 =0 A LT BB AERBRIZB N T,
B AR < 2 L bl U RS AE OBINEIRS b o Tz, 89

(5) ETEHREFMHHER

A7 VXU TIE, AiAREERRICETHO OGNS 7 v F KT ¥ O TNFa OFF

FAZIH L=, Efi Lo 7z, £ 2 Thi~ v A TNFa Hifk% v T TNFa OEF

IS 2 LT K DR AT ARG L,

1) ZRRERVERE COMIAREKEIZRET D588 °©
CD-1 R~ o 2 i2Hi~ 7 A TNFa Hiff 10 & O 40mg/kg/ H 28 1 [HOFE TEAR
B (B - AQECBHAART 8 R, ZCECBAAE B R ORECBHAGH 3 B OFF 12 (8], M : 22
BoBHAART, ZRECHIFIH 3 M., R0 B ROV T HDE 4~510]) L, ZIREROERE
TOMMMEIAE~DREL G LTz, ZOREER, 40mg/kg BFEOBBEMW IZH\\ TRZR
ERDOTNIED -T2, FOMOEFFFERE R O —HRIRREIZ R 1372 <. 1R 11 B ot
BV T HIRBUEIT R0 > T,

2) B - BRIRFAE(CRET BEHER 6
CD-1 %Mt~ 7 212Hi~ 7 A TNFa HiiK 10 &) 40mg/kg/ B %, FE6 AR OVN12 A H
2 2 BIE RN G- L, 4502 18 B BICREM A BAIE L ClRIR AR Lz, TORER. &
B O —feikie, RE, AR OERBICAE BRI < . ERRBOFIRICHB
THHi~ 7 A TNFa Hilk# 512 ES < BEFT RIS o le, Eio, BB
BEIC el U, BRI, WIS, ZEfRR Rk, MRVRRE R OMEIC A B 2 8372 < |
FRIRDOIMNE., WK OVE R A AT T 2 R T TR & 22 o 72,

(6) RFTRIBEEAER

@ BAR A% 5 0B 00
THXDOHNHARICA > 7 U F~7 20mglkg & I SRS L, #%54% 24 BRI L
72 RENZ 31T 2 SR EAL O MAFRITEIE A BIR Lo & 2 A, RFIEPEITEERO b o T,

Q@ BT &G R E
Y XOFEREMOYE L FIcA 7 ) ¥ ~7% 1mL (Amg/mL) HEH#EE L& 2
A, 5% 24 WeICREEE 220 2R U, WIRAYICAEBR AR & 0 o3 2T HIg
2RO,

@ AN SR *
X OMBABEANICA > 7 ) v ~7 % ImL (5mg/mL) Ha&E5 L2 A, &5
% 24 WERNZHREE 2RI ME 2R L 72y, B 5-1% 72 RIS IR O e o Tz,

(7) Z DI DFFFEFE
D) &F%E
AT VXIS TRRETaT ) o O—FTHDLI ENLERM LT,
2) Rt
AT VXU TNERBMIZE > TREEATHY . b MR 0% RMEEZ FHIT
TRV ENE L 720 7,
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X EEMEHRICEYSER

X. EEMEIEICEEY HIER

1. BHEX 5
(1) BAI - Avpiskidin, BIZE, G EERKLY
) EE-EMFOLGZICIVENTLZ L
(2) BRIASy - AW RELE . BIEE

2. AxhHAR
AR« 3 4F

3. ARRETOITE
2~8CITRAF

4. BBV EDEE
WAL L

5 BERMITEM
BEMERLTA R HY
<TFHoLED : HY
BEREM
LT RICLDIEIREZ T DBEES A~ 70— JF0ORER TV /— K] 1220 T

RIZLDIREEZZ T BB S A~ B v~TFOREER LIr—FK

RIZL DIRREZIT DBEFE S A~ BEERBROBFE LI — K] 12201 T

FIC K DIBREZ T DBE S A~ ORI L 7r— K]

— RFEHSNDBES A~ REMEFHEXOIRREIE (LI — R 221 T

s LI — RN EZITHRE S A~ X—F =y MEOREHK LIFr—F

- JNIEFFEOAMEICIBNT TL I — ) 2 Ens i~
(RMP @ U 27 F/MUETEBI D72 OIAERL S &) T1. BE) DESM

—

U ¥ XY YT

114 )01 )4

Ny YNy

6. A—m%7 - FE
[Al—pk s 3K
A7) ¥~ BS AEREA 100mg
[RIZHHE
THEXNVE T b, TEY AT, AV AT, B R T NI

7. EfREAEFAE
1998 48 § 24 H
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X. EEMEIAICEAY HIER

8. WERFZAREAARVARES. REELNEKFEABD. REMIBEAR
HERFTARRBFEABRVERES
AGBAEA B 1 2002451 H 17 H
KR =+ 21400AMY00013000
EMEZNEFAR
2002 4 4 H 26 H

9. MEEXIEZREM. AERUVAEZEFEMEFOEABRUVZTORE

20037 H 17T H  BEEIY U~ T OXEEEN

200741 H 26 H  _X—F = v MFHIZ X D EIEMHEREELS & 9 BEE OZhEEE NN

2007 11 H 18 H 7 v — UiERpi ik o 2haeB

200947 H 7 H BIEH U o~ F ORIHE « R BIEI OREERREG OB IO H A2 B, H
5 H RIS &KX O G- [MRR AL 2 8m

201041 H 20 H  RzfEEDZhREBE NN

2010 £ 4 H 16 B GREMEFHER OXhREEN

2010 /£ 6 H 18 H BRI K O&hREEN

201148 A 17H 7 u— RO HYE - AR 10mg/kg % B0

20154E8 H 24 H  BEMNR—F = v M, MREX—F = v ME, IEFHEX—F = v MF
DEHREIBAN

2015 12 A 21 B JIgHE O 2P o 2hbe

201645 H 13 B #zftd HiE - HEITH

20175 H 18 H Zua— oML H

BN
B K% OG- IR JEE 22 18N
e AL PRI RS N

10. BEERRE. BMBERAREABRUVZTORE
PR REARFH A
2011412 A 21 H : BfiY v~F
2015 4E 3 H 30 H : 7 v— 9k, EEMEREGR
201546 H 25 H : Hifif
2017412 A 21 B : BV v~F e X O RIS O EBEORL k4800, ik -
FH BT MG B M OV B P B e 4 A2 )
201849 H 27 H : X—F = v MFHIZ X 2 HARMEMBLS L 5 Rk
2021 %% 6 H 30 H : S®EMEHHESR
N - R ERSAHER 14 KB 2THE 3 BA DD AETONTIICHEEY LW
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X EEMEHEICEYTSEE

(%hAE - R
BEAFIRHR CRURA 53 72 TR &

Bfi Y v~ (B O EREE OB k2 & Te)

N—F = v MEIZ LD EHREERES & O IR

HE VRO, FORPIEBIRT S, ARAEVERLRE, HOREMERLROE

SRIEVEFT HESE

JEERAN—F = v M, PIREAN—F = v M, LERSN—F = v M
IR D A
ROWTNPORIEZ R 7 v — i O M OHERR L BEFEBRIR CORA TR 58I R D)
R O EHEOIEEIHICH 5 BE

MEEZATLEE

HHARE ) & BUE OTEMERIGR OTaHR - (BB TR T2 G812k D)

(A% - AE)

<BAfY v~TF >

W, RE 1kg M7= Y 3mg & 1 [EoOF G &L LARHET 5, PIERG%, 28, 6 BIckG L, LItk
SHWHMOMIRETHEEEITH Z L, 7B, 6 MORHELHE, RN UIRIENWH L aicid, &5
BEOHECHR G MREOEMENRAIRETH D, b O#K G EOHECR G-RIIR OB T EREMIZIT S, 1[E
DOIRE 1kg 4720 OFH5EO ERIT, S BEOMECTHILE 10mg, BHRIBRE EHE L7254 Thiud
6mg &5, o, HEOEGHREIX 4B ET D, AKANL, A ML — MUANC X DRI L
THWAZ &,

<AN—F = v MEHIZ L DEARMERRLS & D K >

WE, ARE 1kg H720 bmg & 1O GE&E UAFHHET D, PIERGHZ, 28, 6 8IckE L, Dk
S WM DOMIBTHG21TH Z &,

< R >

W, A7 )X o~T (BafEfz) & LT, KE 1kg 720 5mg % 1 BIOEG-&E UAEiES
%, MEEG%, 28, 6 HICHEE L, Dk S HMOBIR CREZ1TO 2 &, 2B, 6 HOEELE, )
BT TR WES L2 5E11E, B EOHEECE GBBOEMHENAIRETH D, ZNHOEERED
M RO - IR O FEAGE X FRAE OMRREIZIS U TEEMEICAT 9, 1 MIOKE 1kg 4720 0580 EIRIX, 8
OB THIL 10mg, HHRFEZEME LZHE ThhX 6mg 75, £/o, BEOFEKGHIRIL 4
HEE9 5,

<BRIEMEFFHES >

., RE 1kg Y720 Smg 2 1 [AoOFG&E US#EHET S, PIEG%, 28, 6 EICkE L, Dk
6~8 OB CHEEGEITH Z &,

<FERAN—F = v MF, PRES—F = v ME, IEES—F v MNE>

WE, AHE 1kg X720 bmg & 1O GE&E UAFHHET D, PIERGHZ, 28, 6 8IckE L, Dk
SHEMORBIRETHEGAEITHI Z L. B, 6 HORELH ., ZhER+5 UIREN WS Lo Ha1cid, (KE
1kg %720 10mg % 1 FIOHEGEELTHI ENTE D,
<JIWAFP3 D i H] >

WE. KE 1kg %729 bmg & HEEHET 5,
<7 u— P>

WHE, A7 )Xxo~7 (BieTE#z) & LT, KE kg %4720 smg % 1 RO EE UaiEidd
%o PIEIFGH%, 208, 6 MICHS- L, Uk 8 HMOMIB TR 21T 2 &, ok, 6 MOFGLIE, 2
BT LA I0E, RS EOHE IR GMEOEMENRETH 5, BEEZIMET AT, KE
1kg 4720 10mg % 1 MO G EETDH I ENTX D, BERRZEMRET 2551, KE 1kg 4720 5mg
ZlEoOEhEE L, ka4 EMOMBTHRG T2 ENTE S,
<TEBHE R >

WE, AE 1kg H720 bmg & 1O G&E UAFHET L, PIERGHZ, 28, 6 8ICkE L, Dk
S WM OMIBTHG2ITH Z &,

B, AEGEICE, 12370 U TR T T T 4N E—HWEA T4 T 42 —%@ LT
BETLZ L,

TR - PR S
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(R—F v MRICKZHAMRESE SER)

WE. A7V Fo~T (Enifiz) & LT, KE kg 4729 bmg % 1 B0 G ELE LA
FEd 5, PRl G%, 20, 6 lickG L, D SWlEORRTREZ1T9 Z &,
(BzfiE)

WHE, A7V Xo~T Earfiz) & LT, KE 1kg H472Y 5mg = 1 RIOFKHLGEL LATH
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F LA 1998 4

BIRE - DR THRZR

Mk - = TERZMR

NEE - R Wik - &

BEfE Y v~
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HLREME BE i 2%

.

=
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bmg/kg Z MFHET 5. PG4, 2%, 6 BR%ICHRG L, Ltk 8 HH
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=51 VERCRE

bmg/kg Z MiHFHEYT 5. PG4, 2%, 6 BR®ICHRG L, LItk 8 HEH
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(P EEEED %Eﬁﬁ%iﬁﬁﬁia%ﬁjﬁﬂ%kﬁk}\%%)
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R CheE3 %,

(FPEERE DS B L OISBE RIS E KRGS/ NS (6 mkLLE))
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FEENZ I 1T 2 AGBIRTL

E4 EU

4 Merck Sharp & Dohme Limited
g Remicad

Pailkit) 100mg /A 7 /v

FETEAE )] 1999 4= 8 H

IR EESHIES TEZHR

JHEKR O & TERZMR

ZhHE - 2R ik - &

B v ~F

3mglkg & FHARNEE G L. RO CTHIEIE G4 2 1138 L O 6 i C 3mg/kg %18
M- L, LAt s B oME TR G5,

LI —RiEA MU= AL TEEGT 5, WRAHDRIGEIC
1T, 8 WM ORI TR 1.5mg/kg 7o, K 7.5mg/kg £ COHE, F/zid4
BB CORLGEBETHZ LN TE D,

7 a— (FPEEREM S B OTEEINE Y 10— FK)
5mglkg Z RN G- L, I CTHIEIR 514 2 T 5mg/kg B 595,
. HEER WA 5% 6 BT bma/kg A BN G- L. LI#% 8 WEIME T G-&
()
C HEE 7 a = ROMER X OYEIRSER LB bmg/kg #5795
(R ME TV B IREME 2 o — )
5mglkg Z RN G- L, IO THIEIR G4 2 35 KOV 6 1 T bmg/kg %18
535,
« HEFF . 8RR T bmg/kg BN G5
© &G MMM T bmg/kg 5 L=, 7 v — i oiiEs X OYE
IR FEFE L= BRI bmglkg & %595
TEIIE KRG 5mg/kg & FHRINFE G L. KW\ CHRIEEG-# 2 183 KO 6 T bmglkg %18
s L, LItk 8B ORIFE TR 57 5,
FRIEMEAFHESS 5mglkg & HARNEE G- L. RO CHIEIE G4 2 13 L 006 i C 5mg/kg %18
% E- L. LItk 6~8 MR OMRE TR G715,
HEHEE BRI 2¢ 5mglkg & FARNEE G- L, RO CHIEIE G4 2 133 L 006 T 5mglkg %18
G- L, LItk 8B ORI TR 55,
B i 5mglkg Z RN G- L, IO THIEIR G4 2 35 L0V 6 1 T bmg/kg %18

gL, LI 8 A ORI TH 57 %,

eMC [Remicade (Merck Sharp & Dohme Limited),20224-2 A <https://www.medicines.org.uk/emc/product/
3831/smpc>20224F 4 H 20 H7 7 & X] XD

2. BB T HERRIEER

(1) dEtm~ D 5B %
AINCIB T M LoMER Tikhm, P, RALWE~ORE ] OHOLHITLLTO L EY
ThHV., KFDA, A=A T UTHEHEITRLRD,

9.5 1EiF

9.5 1 Il SUTAEAR L TV D AIREME D & % eMElZid, 1R oA R aitt 4 Lx b
D LW SNDGEICORBRE D 2 &, ARG & D AFEFE AR I T S
TR (BRI E & TNFa F558H) TEI R EE T 2Wz)), £z, < U
A TNFa Z PR 25 FRGICL D ~ U 22V THRE SRCRER TR, ek

PE. RHEREVE, IR b Ty,
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9.5.2 ARANIMAEEENRH D L OWMENRH D, 1o T, RAOELG 22T I2EBEND
OHAERIZB T, ROV A7 BNEEDAREER S HT20, £V 7 F o 2T
HEICITEENSLETH D,

9.6 ZFLIF
18R EOF MR ORI RBEOFMMELBE L, RAOHK UITILERET 52 &,

ox 1
F—ANT7 U T DFE C (202244 H) *

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

% : Prescribing medicines in pregnancy database (Australian Government) (https:/www.tga.gov.a
u/prescribing-medicines-pregnancy-database) 202244 H7 7 &ALV

2 RO

F—=ANZUT D5 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) NREFEA~DOEE 5T D 1EH
A B T M EoEE VNRE~ORE ] OEOFEEHIZLLTO@EY TH Y, KEODH
fF3cER L OWEEO SPC L 1X R 5,

9.7 /R
(VB—VRERVERERE%)
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Lymphoma and other malignancies, some fatal, have been reported in children and
adolescent patients treated with TNF blockers, including REMICADE [see
Warnings and Precautions (5.2)].

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. Almost all patients had received treatment with azathioprine or
6-mercaptopurine concomitantly with a TNF blocker at or prior to diagnosis. The
majority of reported REMICADE cases have occurred in patients with Crohn's
disease or ulcerative colitis and most were in adolescent and young adult males.
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Malignancies, some fatal, have been reported among children, adolescents and
young adults who received treatment with TNF blockers (initiation of therapy < 18
years of age), including REMICADE. Approximately half of these cases were
lymphomas, including Hodgkin's and non-Hodgkin'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.

Lymphomas

In the controlled portions of clinical trials of all the TNF blockers, more cases of
lymphoma have been observed among patients receiving a TNF blocker compared
with control patients. In the controlled and open-label portions of REMICADE
clinical trials, 5 patients developed lymphomas among 5707 patients treated with
REMICADE (median duration of follow—up 1.0 years) vs. 0 lymphomas in 1600
control patients (median duration of follow—up 0.4 years). In RA patients, 2
lymphomas were observed for a rate of 0.08 cases per 100 patient—years of follow—
up, which is approximately three—fold higher than expected in the general
population. In the combined clinical trial population for RA, CD, PsA, AS, UC, and
Ps, 5 lymphomas were observed for a rate of 0.10 cases per 100 patient-years of
follow—up, which is approximately four—fold higher than expected in the general
population. Patients with CD, RA or Ps, particularly patients with highly active
disease and/or chronic exposure to immunosuppressant therapies, may be at a
higher risk (up to several fold) than the general population for the development of
lymphoma, even in the absence of TNF blockers. Cases of acute and chronic
leukemia have been reported with postmarketing TNF-blocker use in RA and other
diseases. Even in the absence of TNF blocker therapy, patients with RA may be at
a higher risk (approximately 2-fold) than the general population for the
development of leukemia.

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. Almost all patients had received treatment with the
immunosuppressants azathioprine or 6-mercaptopurine concomitantly with a
TNF blocker at or prior to diagnosis. The majority of reported REMICADE cases
have occurred in patients with CD or UC and most were in adolescent and young
adult males. It is uncertain whether the occurrence of HSTCL is related to TNF
blockers or TNF blockers in combination with these other immunosuppressants.
When treating patients, consideration of whether to use REMICADE alone or in
combination with other immunosuppressants such as azathioprine or 6—
mercaptopurine 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 [see Warnings and Precautions (5.7) and Adverse
Reactions (6.1)].

Skin cancer

Melanoma and Merkel cell carcinoma have been reported in patients treated with
TNF blocker therapy, including REMICADE [see Adverse Reactions (6.3)]. Periodic
skin examination is recommended for all patients, particularly those with risk
factors for skin cancer.
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A population-based retrospective cohort study using data from Swedish national
health registries found a 2 to 3 fold increase in the incidence of invasive cervical
cancer in women with RA treated with REMICADE compared to biologics—naive
patients or the general population, particularly those over 60 years of age. A causal
relationship between REMICADE and cervical cancer cannot be excluded. Periodic
screening should continue in women treated with REMICADE [see Adverse
Reactions (6.3)].

Other Malignancies

In the controlled portions of clinical trials of some TNF blockers including
REMICADE, more malignancies (excluding lymphoma and nonmelanoma skin
cancer [NMSC]) have been observed in patients receiving those TNF blockers
compared with control patients. During the controlled portions of REMICADE
trials in patients with moderately to severely active RA, CD, PsA, AS, UC, and Ps,
14 patients were diagnosed with malignancies (excluding lymphoma and NMSC)
among 4019 REMICADE-treated patients vs. 1 among 1597 control patients (at a
rate of 0.52/100 patient—-years among REMICADE-treated patients vs. a rate of
0.11/100 patient-years among control patients), with median duration of follow—up
0.5 years for REMICADE-treated patients and 0.4 years for control patients. Of
these, the most common malignancies were breast, colorectal, and melanoma. The
rate of malignancies among REMICADE-treated patients was similar to that
expected in the general population whereas the rate in control patients was lower
than expected.

In a clinical trial exploring the use of REMICADE in patients with moderate to
severe chronic obstructive pulmonary disease (COPD), more malignancies, the
majority of lung or head and neck origin, were reported in REMICADE-treated
patients compared with control patients. All patients had a history of heavy
smoking [see Adverse Reactions (6.1)]. Prescribers should excercise caution when
considering the use of REMICADE in patients with moderate to severe COPD.

Ps patients should be monitored for nonmelanoma skin cancers (NMSCs),
particularly those patients who have had prior prolonged phototherapy treatment.
In the maintenance portion of clinical trials for REMICADE, NMSCs were more
common in patients with previous phototherapy [see Adverse Reactions (6.1)].

The potential role of TNF blockers in the development of malignancies is not known
[see Adverse Reactions (6.1)]. Rates in clinical trials for REMICADE cannot be
compared to rates in clinical trials of other TNF blockers and may not predict rates
observed in a broader patient population. Caution should be exercised in
considering REMICADE treatment in patients with a history of malignancy or in
continuing treatment in patients who develop malignancy while receiving
REMICADE.

5.13 Vaccinations and Use of Live Vaccines/Therapeutic Infectious Agents
Vaccinations

Prior to initiating REMICADE in pediatric and adult patients, update vaccinations
in accordance with current vaccination guidelines.

Live Vaccines and Therapeutic Infectious Agents
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vaccines. Use of live vaccines could result in clinical infections, including
disseminated infections. It is recommended that live vaccines not be given
concurrently with REMICADE. Caution is advised in the administration of live
vaccines to infants born to female patients treated with REMICADE during
pregnancy since REMICADE is known to cross the placenta and has been detected
up to 6 months in the serum of infants born to female patients treated with
REMICADE during pregnancy.

Other uses of therapeutic infectious agents such as live attenuated bacteria (e.g.,
BCG bladder instillation for the treatment of cancer) could result in clinical
infections, including disseminated infections. It is recommended that therapeutic
infectious agents not be given concurrently with REMICADE.

6 ADVERSE REACTIONS
6.1 Clinical Trials Experience (3#¥)

Adverse Reactions in Pediatric Patients with 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 CD.
These differences are discussed in the following paragraphs.

The following adverse reactions were reported more commonly in 103 randomized
pediatric CD patients administered 5 mg/kg REMICADE through 54 weeks than
in 385 adult CD patients receiving a similar treatment regimen: anemia (11%),
leukopenia (9%), flushing (9%), viral infection (8%), neutropenia (7%), bone
fracture (7%), bacterial infection (6%), and respiratory tract allergic reaction (6%).

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, (2in the every 8-week 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.

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

Adverse Reactions in Pediatric Patients with Ulcerative Colitis

Overall, the adverse reactions reported in the pediatric UC trial and adult UC
(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.
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of patients with infections in the pediatric UC trial was similar to that in the
pediatric CD study (Study Peds Crohn's) but higher than the proportion in the
adults' UC 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.

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.

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 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%).

6.3 Post-marketing Experience (##k)
Postmarketing Serious Adverse Reactions in Pediatric Patients

The following serious adverse reactions have been reported in the post-marketing
experience in pediatric patients: infections (some fatal) including opportunistic
infections and tuberculosis, infusion reactions, hypersensitivity reactions,
malignancies, including hepatosplenic T-cell lymphomas [see Boxed WARNINGS
and Warnings and Precautions (5.2)], 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 CD and
UC [see Dosage and Administration (2.2, 2.4) and Adverse Reactions (6.1)].
However, the safety and effectiveness of REMICADE in pediatric patients <6 years
of age with CD or UC have not been established. The safety and effectiveness of
REMICADE in the treatment of pediatric patients with Ps and juvenile rheumatoid
arthritis (JRA) have not been established.

Pediatric Crohn's Disease

The safety and effectiveness of REMICADE have been established for reducing
signs and symptoms and inducing and maintaining clinical remission in pediatric
patients 6 years of age and older with moderately to severely active CD who have
had an inadequate response to conventional therapy. The use of REMICADE for
this indication is supported by evidence from a randomized, open-label pediatric
CD study in 112 pediatric patients aged 6 years and older [see Clinical Studies
(14.2)].
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safety and effectiveness of REMICADE in pediatric CD patients have not been
established in clinical trials.

Postmarketing cases of HSTCL have been reported in pediatric patients treated
with TNF blockers including REMICADE. Due to the risk of HSTCL, a careful
risk-benefit assessment should be made when REMICADE is used in combination
with other immunosuppressants in pediatric CD patients [see Boxed Warning and
Warnings and Precautions (5.2)].

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 UC who have had an inadequate response
to conventional therapy have been established. The use of REMICADE for this
indication supported by evidence from adequate and well-controlled studies of
REMICADE in adults with additional safety and pharmacokinetic data from an
open-label pediatric UC study in 60 pediatric patients aged 6 years and older [see
Dosage and Administration (2.4), Adverse Reactions (6.1), and Clinical Studies
(14.4)]. The effectiveness of REMICADE in inducing and maintaining mucosal
healing in pediatric UC was not 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. 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 in pediatric
UC patients [see Boxed Warning and Warnings and Precautions (5.2)].

The longer term (greater than 1 year) safety and effectiveness of REMICADE in
pediatric UC patients have not been established in clinical trials.

Juvenile Rheumatoid Arthritis (JRA)

The safety and effectiveness of REMICADE in the treatment of pediatric patients
with juvenile rheumatoid arthritis (JRA) have not been established.

The safety and efficacy of REMICADE in patients with 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 [see Clinical Pharmacology (12.3)].

Population pharmacokinetic analysis showed that in pediatric patients with JRA
with a body weight of up to 35 kg receiving 6 mg/kg REMICADE and pediatric
patients with JRA with body weight greater than 35 kg up to adult body weight
receiving 3 mg/kg REMICADE, the steady state area under the concentration curve
(AUCSS) was similar to that observed in adults receiving 3 mg/kg of REMICADE.
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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.

#[E D SPC
(202545 A)

4. Clinical particulars (¥#})

4.1 Therapeutic indications

Paediatric Crohn's disease

Remicade is indicated for treatment of severe, active Crohn's disease, in children
and adolescents 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.

Paediatric ulcerative colitis

Remicade is indicated for treatment of severely active ulcerative colitis, in children
and adolescents aged 6 to 17 years, who have had an inadequate response to
conventional therapy including corticosteroids and 6-MP or AZA, or who are
intolerant to or have medical contraindications for such therapies.

4.2 Posology and method of administration

Paediatric population

Crohn's disease (6 to 17 years)

5 mg/kg given as an intravenous infusion followed by additional 5 mg/kg infusion
doses at 2 and 6 weeks after the first infusion, then every 8 weeks thereafter.
Available data do not support further infliximab treatment in children and
adolescents not responding within the first 10 weeks of treatment (see section 5.1).
Some patients may require a shorter dosing interval to maintain clinical benefit,
while for others a longer dosing interval may be sufficient. Patients who have had
their dose interval shortened to less than 8 weeks may be at greater risk for adverse
reactions. Continued therapy with a shortened interval should be carefully
considered in those patients who show no evidence of additional therapeutic benefit
after a change in dosing interval.

The safety and efficacy of Remicade have not been studied in children with Crohn's
disease below the age of 6 years. Currently available pharmacokinetic data are
described in section 5.2 but no recommendation on a posology can be made in
children younger than 6 years.
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(202545 H) 5 mg/kg given as an intravenous infusion followed by additional 5 mg/kg infusion

doses at 2 and 6 weeks after the first infusion, then every 8 weeks thereafter.
Available data do not support further infliximab treatment in paediatric patients
not responding within the first 8 weeks of treatment (see section 5.1).

The safety and efficacy of Remicade have not been studied in children with
ulcerative colitis below the age of 6 years. Currently available pharmacokinetic
data are described in section 5.2 but no recommendation on a posology can be made
in children younger than 6 years.

Psoriasis

The safety and efficacy of Remicade in children and adolescents younger than 18
years for the indication psoriasis have not been established. Currently available
data are described in section 5.2 but no recommendation on a posology can be made.

Juvenile idiopathic arthritis, psoriatic arthritis and ankylosing spondylitis
The safety and efficacy of Remicade in children and adolescents younger than 18

years for the indications juvenile idiopathic arthritis, psoriatic arthritis and
ankylosing spondylitis have not been established. Currently available data are
described in section 5.2 but no recommendation on a posology can be made.

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 and 5.2 but no
recommendation on a posology can be made.

4.4 Special warnings and precautions for use (1)

Paediatric population

Infections

In clinical studies, infections have been reported in a higher proportion of
padediatric patients compared to adult patients (see section 4.8).

Vaccinations

It is recommended that paediatric patients, if possible, be brought up to date with
all vaccinations in agreement with current vaccination guidelines prior to
initiating Remicade therapy. Paediatric patients on infliximab may receive
concurrent vaccinations, except for live vaccines (see sections 4.5 and 4.6).

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.
Almost all patients had received treatment with AZA or 6-MP concomitantly with
or immediately prior to a TNF-blocker. The vast majority of Remicade cases have
occurred in patients with Crohn's disease or ulcerative colitis and most were
reported in adolescent or young adult males. 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 (see section 4.8).
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(202545 H) Remicade contains less than 1 mmol sodium (23 mg) per dose, i.e. essentially

'sodium-free'. Remicade is however, diluted in sodium chloride 9 mg/ml (0.9%)
solution for infusion. This should be taken into consideration for patients on a
controlled sodium diet (see section 6.6).

Polysorbate 80 content
Remicade contains 0.50 mg of polysorbate 80 (E433) in each dosage unit which is
equivalent to 0.05 mg/ml. Polysorbates may cause allergic reactions.

4.8 Undesirable 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 (see section
4.4).

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 (see section 4.4).

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

In REACH, 17.5% of randomised 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 randomised subjects
treated with infliximab. Infections were reported more frequently for subjects who
received g8 week as opposed to q12 week infusions (73.6% and 38.0%, respectively),
while serious infections were reported for 3 subjects in the q8 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.
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(202545 H) Overall, the adverse reactions reported in the paediatric ulcerative colitis trial

(C0168T72) and adult ulcerative colitis (ACT 1 and ACT 2) studies were generally
consistent. In C0168T72, the most common adverse reactions were upper
respiratory tract infection, pharyngitis, abdominal pain, fever, and headache. The
most common adverse event was worsening of ulcerative colitis, the incidence of
which was higher in patients on the q12 week vs. the q8 week dosing regimen.

Infusion-related reactions

Overall, 8 (13.3%) of 60 treated patients experienced one or more infusion
reactions, with 4 of 22 (18.2%) in the q8 week and 3 of 23 (13.0%) in the q12 week
treatment maintenance group. No serious infusion reactions were reported. All
infusion reactions were mild or moderate in intensity.

Immunogenicity
Antibodies to infliximab were detected in 4 (7.7%) patients through week 54.

Infections

Infections were reported in 31 (51.7%) of 60 treated patients in C0168T72 and 22
(36.7%) required oral or parenteral antimicrobial treatment. The proportion of
patients with infections in C0168T72 was similar to that in the paediatric Crohn's
disease study (REACH) but higher than the proportion in the adults ulcerative
colitis studies (ACT 1 and ACT 2). The overall incidence of infections in C0168T72
was 13/22 (59%) in the every 8 week maintenance treatment group and 14/23
(60.9%) in the every 12 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 this study, there were more patients in the 12 to 17 year age group than in the
6 to 11 year age group (45/60 [75.0%]) vs.15/60 [25.0%]). While 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 and discontinuation due to adverse events 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, for serious infections, the
proportions were similar in the two age groups. Overall proportions of adverse
events and infusion reactions were similar between the 6 to 11 and 12 to 17 year
age groups.

Post-marketing experience

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 (see sections 4.4 and 4.8).
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