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ACR American College of Rheumatology KEY vwTF s

ACR20 20% improvement according to the ACR criteria KEY U~ T ELNED D 20%UE

ACR50 50% improvement according to the ACR criteria KE U= FZENED D 50% U
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ADCC Antibody—dependent cellular cytotoxicity B A G

ANCOVA Analysis of covariance ST
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CDC Complement—dependent cytotoxicity TR E
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CL Total body clearance LI VT T A
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application

CPK (CK) Creatine phosphokinase I VT FUIRARE—E

CRP C-reactive protein C SISMEEA

CT-P13 Infliximab (Celltrion Inc.) A7 VF~7 (Celltrion Inc.)

DAS28 Modified Disease Activity Score based on 28 joint counts |28 BARIOFHMIC L AEETEENER 27

ELISA Enzyme linked immunosorbent assay B SN A

ESR Erythrocyte sedimentation rate IRIMERERRIRE

EULAR The European League Against Rheumatism MM Y o~ T

FAS Full Analysis Set IR DT SEE]

FcRn Neonatal Fc receptor JRIBA Fe 2594

FcyR Fc—gamma receptor Fey ZHIK

FcyRI Fc—gamma receptor I Fcy ZHIRT

FcyRIla Fc—gamma receptor 1la Fey 24K 11a

FcyRIIla |Fc—gamma receptor 111a Fey &K 111a

H 4 Heavy chain HfH

HAQ Health assessment questionnaire By ASnER M R

TgG1 Tmmunoglobulin G, subtype 1 a7y 6 YT AT

ITT Intent—to-Treat IV EL BN

L84 Light chain SN

LDH Lactate dehydrogenase FLEUKEISR

LOCF Last observation carried forward BT B oA

MAC membrane attack complex HREEE AR

MedDRA Medical Dictionary for Regulatory Activities ICH [E =R AGE

MRT Mean residence time SRR

mTSS modified Total Sharp Score T X i & - BIEEOH A 27

MTX Methotrexate A N UFh— |k

NAb Neutralising antibodies FFHTA

NOAEL No observed adverse effect level MM

NYHA New York Heart Association —a—I—7 g

PD Pharmacodynamics HS )

PK Pharmacokinetics SRYENRE
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SF-36 Medical Outcomes Study 36-Item short—form health survey fAEEEEE QOL N
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SPR Surface plasmon resonance R T A€ ek
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tmhTNF o Transmembrane human tumour necrosis factor alpha fEfEE e MEFEEA T o

TNF- o Tumour necrosis factor alpha JERIEHEAEIN - o

VAS Visual analogue scale W7 a7 2 r—)L

Viss Volume of distribution at steady state TERIRBEI ST B0
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TEM WIENE, SA A R—F 2 Z R RF )

3. A DR WeEBakBRIE « B AER K
HERE. E=5 Wk a~ 757 4 —

NTF R~
i SOV ATEIOEEEIIE TR (280nm | 2361T D & o /R IR A )

i
e




(V. WHI<BT 318

1. iRz
(1) FFZDREH ORI, R, BRESR K T L, AR AR CAR L TRV 2
HITH S,

2) BEOMERY | PO (R —%)

TR
3) #ANa—F LR
(4) HEH DM ol
s LonL, (o) | 0P
ZBELL -
~ Y 12 %
B AL 10mL (2 FSfiR) 0.5~0.7 (AEFEERIZXT 5
(5) ZDih MR L
2. HEIDHERK
(1) B®s GEHE Hh A7 VFo~7 BlaH#z) (17U xy
By) OEE o R4y ~ 7 %%t 1] 100mg
) RO+ R P
R U sl (1A T LR < 500mg
AU N— .
) - Y VL k80 : 0. 5mg

VUlETIKEZET N T LA—KFI 2. 2mg
U UBEKFE T U UL TIKFAY) ;6. Ing
AFNZ, <o R FHEEMEZ A cilEIn s,

(2) EMEFORE EE R L

(3) # PR

el

3. RTAMEDMER | L Liu
RUBE

4. A Y L7220

5. BAY HAIREMED >335 B OOk 1
& % MY




(Iv. #i%)IcEY BIEE )

6. HIENOKEELHT PR OFESH PRAFGAE PRAFIZHE PRAFHIR R
211 2REN IR AT ! 5+3°C HTANRAL T IV 60 » H HiFEN
i e | HTAsATN 6 5 ity
s 40+2°C N
WEERER By 75+ 5%RH H T ANRAL T IV 3H A HN
95°C +2°C
60-5%RH e P
120 75 1x - hr KT ANALT IV 70 B MOEEIRT
s Oy e | 202000 - b’
" 25°C +2°C
60--5%RH H 5 AN T I A
120 77 1x * hr Vi Tk 1O A
TR 200 « h/m?

XAFNE, FNDOH LIREB TR LT 2 2 R RENIT2D, BHIRFT D L,

1 AABRIEE MK, MERERER. RBE. pH, MEERER, K4y, =B hERoo BGEE—E
TUSTESRM), TAVERRL . TEE, PR, AEmiErE, ¥ N HE R

2 SBRIE « MRIR. MR, RBE, pH. MUERER. K5, NEMERY, TSP, AR
M, EMiEt, &Ny EER

7. REERUVBMER WG, BOEIC >k, VI-11. @A EoEE] 23B45 2 &,
DREM

BREEORTEN

AN 2 S KIS T Lz (10mg/ml) £, AEBRAHEWE CTAIR U 7otk 022 E

WDEY Thol,

AR OFEE RIS PRAFHAM RS
S-3C/ 18 W5 I
TEMER DR ™! 3022/
65 500 48 H#fE HIREN
5+3°C/
48 IRsfH] N
TR R - )
210mg/250mL /3w 77 *2 30+2°C/ ’
65 = 590 48 W#fE HIREN
5+3°C/
48 IRsf] N
TR R - )
350mg/250mL X 7 *2 30+2°C/
65+ 5OLRH 48 B N
AERIEE - PRIR, MEGRERER, REE, pH, MEERER, RNAMERY., NI, EWiEtE, ¥ o%s
[EER

k1 BUHI 2 5K 10mL CYAfE
%2 ¢ BUFI A VRS FJK 10mL CUSiEfg . AEFIEHRIE 250mL AV AR Y =F Ly (PE) Gk N> 71, 13y
THET- 0O &Ry F R 210mg B L < 1L 350mg & 70D X ORI L7k

8. fhFl&LDEEEIL MR L
(B FZEL)




(Iv. 8I%IIcBY 31EE )

9. AHM M L0

10. &% - 2%

(1) FEINRER RN

B - 2. NE

AN ELS TS )
EICEET B1FH

(2) a% 100mg [1 /54 7/ (20mL 755%) ]
Q) FEE=E 20mL (134 7 L)
4) BBEOME NATI: HTA

58 WERIET TN
Xyv 7 R FrELy, TAI=TA

1. BRSNS Y L7
EME
12. 0 EE R L
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1. BEEX(IRE

2. MEEXIIHEIC
HEy IR

RELARTHRF TG TRER
OMEi ) v~ F (REDHEEMNRBEDOHILZEZSD)
OR—Fzv MRICEHHAMMIESE SER
OFEMe . LBt A., RAMEE. FEEIRE
OREMEMHR
ORDWITNADIKEERT ¥ O— UEDERR OHFEREZ BIFEARTHEST
RIFIHEIZRD)
hEENCEEDEHHRIHLEE
NEERTLEE
OHFEMN L EEDEBURBRDEE B ERTHIRTTALHERICRD)

5. MEEXIIDRICEEET HEE

(BEETY 92 F)

51 BEDOIHRFRICBN T, FEAT v A RUEHRIER LMoY v~FHE (X b
k¥ h— MUK EET) LI X DM RIREETo T, RRICERT 25
SORERRIER DR DG ARG 21TH) 2 &, £, A MM LdH— MUK
KEle ERETHZEDY AT « XX T ¢y MY LI ECHERT 22 &

(R—F v MEIZKDEAMRIESE S ER)

5.2 WEDIHBFICBN T, oYL (V7 v AR %) Soibleibi s
1o Th, FRITERT 28 50 2EHRIER DR D LA AR ORG%21T5 =
ko

(&)

5.3 IMEDIREICE N T, BIFOREEE SRIMURIEZE1) SOl eiek %
FoTh, RBENMERERD 10% L LICHEET 254, b L ITENEM D RB,
BIEER IR 2 G T 25 A AR DR 54175 Z &,

(GRETEEHEL)

5.4 MEDIRIITI N T, MOIEWFRIE GEAT v A REFIRIERSE) EOuwbY)72
R AEIT-Ch, KRICERT 28 50 RBERIER D D 55 IR R O 5 %
1952 &,

(HO—29m)

5.5 MMEDIRFICI T, SREIIE, thoEyiE (-7 2 /% U FLERRLA] A
TaA R, THFFTY UF) EOBURIEEZIT>Th, FEEITERS 2 H
BINIREERTEIR DS DG A AR OB G 21T ) Z &, 7ok, MR 51308
RETOTRBABE LN BITI Z &,

CGEBHEXREE %

5.6 MMEDIREICE T, oYL -7 2 /YU FUERRA, A7 a4 R,
THFAT Y ) SEOBYIRIEREIT > Th, AR T 58 57 iR
JER DR DB BICARI OB 552175 2 &, BEMRMERDHRIIMR STV
D, BAFEALIIIARF OGS G- OB Z RET L, hoiRmRiE~0uE 2
EEETDH L,




(V. A®\IcEY 3EE )

(i

[BhRESUTZN R ) DIEIZBW T, TR TR 27 TRokE ] FOR#HD &
V. ZNDEZE I HEICT D720 BRRICREHE L7z,

L 7 — RORGERER 100 283 220RESUIBRD 5 6, IFERIR—F = v M,
FIRERI AN —TF = M, MERAN—F = > M RO OSPEE, AH OZhRE
XIFNRZAH L THR,




(Vv.amEIcBEd 51EE )

3. AERUAR (Y 5T F)
() BERURED W, A7) ko7 QAT (127 ) %o~ THE 1] E LT,
At {@ Ikg %7- ) 3mg % 1 EORGRE UARRIET 5, DEES%, 28, 6
iR L, u%sdﬁmﬁﬁﬁmf&@%nm . BB, 6EORELE, B
%TJr P RILAEAET L7 AT I, H R MR 5 IR Ok 4% TR

f%éo_h%@&QE@ti@%ﬁﬁ@@@ﬁi&%%’ﬁﬁo1@@%@
wgét@@%ﬁimkmi S WM DRI THIT 10mg, H5-MMR % i L
LA ThHUZ6mg 95, £/, KEORGRMEI 4B E T 5, AANIT
xkkv#%~k%ﬂmi5%ﬁ_ﬁﬁbfﬁwé_to
(R—F v MRICKHHAMMRESE SEL)
WHE, A7 Vx~T (BEFHEEZ) (7 0Fo~T%k 1] & LT,
wilm%kw&m%lg@&ﬁikbﬂﬁﬁﬁﬁéo@@&5%\2ﬁ\6
S L, DItk 8 ORI TR 2175 Z &,
<$’i¥.§i>
WE, A7V Xo~T B (17 F~T7#%E 1] & LT,
wglm%tw&m%lﬁwﬁﬁﬁ&bﬁﬁﬁﬁﬁéo@E&ﬁ%\2ﬁ\6
I L. DIk 8 AR ORIRE TG 21T5 Z &,
@k\6m@&5u%\%%K+ﬁﬂi%%ﬁﬁ%bt%émﬁ\&5%@%
BB GHROBEMENARETH 5, 25 O 5B OB E-o8 5RO X
BEORBITIE U TEREICAT 9. 1 [BIOIRE 1kg U720 OFH-EO EIRIX
8 WM ORIk THIUE 10mg, #H-MIRE EHE Lo EG Chiuteng &35, &
72, HKEOBRGRRT48MET 5,
(GREMEH L)
WH, A7 Vxo~T (BB (7 )Fo~T7%E 1] & LT,
%EH@%kD&w%lﬁwﬁﬁikbﬂﬁﬁﬁﬁé PEE-%, 2 8, 6
IZHe5 L, DI 6~8 oM T EA21TH 2 &,
<7n—/r>
WE, A7 )Xo~T @EEHEEZ) (17X o~T7#Eke 1] & LT
ﬁiﬁ lkg 4720 bmg % 1 MO G &EE LSHETET 5, #E#KG%, 28, 6
G L. LIk 8 E ORI TR 2175 2 &,
ﬁk\6u®&5u%\%%ﬂﬁ%bkﬁa_i\&5%®%i2ﬁ&5%%
OFMENFRETH D, BHREZMET 55513, KE lkg 4720 10mg % 1 [[]
DEEERLTDHZENTE D, BEMREZEMET 2551, KE lkg 4729
Smg & 1 mIOFEHEEL L, KEA4EMOMBRTERETHZENTE D,
GEBMHREBR)
WE, A7V R~7 (Blarlaz) (17 )X ~T%kE1]E LT,
%El@%t@&m%lﬁ®ﬁﬁikbﬁﬁﬁﬁféo@E&ﬁ%\Zﬁ\6
W25 L, D S ORI CREE2fTHO 2k




(V. A®\IcEY 3EE )

(2) RERUVHAED
RERRRE - 1RUL

4. RERUVRAEIC
HEY IR

[fgn]

AN BLFYF—1 MX) TEHRAR+I7 BARNEEERE U v~ FBEF &2 x50,
MTX GFF FCOARAE| & AT /8340 A ESRET 0 PK RS oMGEEE2 TEHK, Aok
LEVED MR AR B & L2ERNE 1/ THEER LSRR E G Sz, £
DFER KK & AT FEFGD D PK OFRIEMENR R SH, BRI EITRD S
Niginolz, kel a 7 7y ANV ERETH D Z L RfER I,

[V AREICET2HE] @ 5. (3) AERINERRER 22T 252 &,

) 54T/ AESS - BU CARS A 7 U % v~ 71

7. BEARUVHEEICEEYT 535

(FhEEE)

7.1 KH) & Ao AW D HE T DU T R OVE NI RS L T2
OTHRAZERT D Z &,

(EEg ) o< F)

7.2 ENEOMAOBRKREERIZE Y. A b US4 — NURIGEFH oA &
O ZEERHERIN TN D, ENERRERICEIT 2 A b b Ld¥— Mg o
ORI, 6mg/BLLETHY . A b b LF Y — MERABEOAFNCK T 5 HUAD
BEAESRIT, AN MUY — RIESFHREL D bR o T, 2B, A M L FH—
UKL OFLY 7~ FIOH A AEIERENL LTV, [8.8, 16.1.3 &
]

7.3 #IEl, 238, 6 W5 F TIE 10mg/kg SE~DO B 513 TRV &, £/,
W R X0 EYE ORBUE N @ E D RN D D T2, BEYE DR BT +5
HET DI L, 10mg/kg FDOEMAEZANEERGNOHITH 2 LITLD | BEERK
YUEDRBBE NS L -T2 L OMENDH B Y,

7.4 AENZ X 28 F0%, @E B GREND 14 BLNICEOND Z L3RI T
WD 14 HUNIZR L BIRBGF LN WEGEESL, HECHK G RO 41T -
THRDBG HNRNIGEITIE, BUEOTRFEEHR O 2 HEICHE T 5 2 &,

75 REELTNZET N GBI HEEZ) ORI ThZRWZ & WA CENE L
77T R xR E L BRRBRICIB T, AFI 2 ETeH TN JAl L 732 &
7' GBRIR IR Z) OOFRRIEA ST 288 TIPS X 2 2 R ofimidr
ENTELT, [RYYE & OV S 72 BRYYE O S HLERNAK & & Teht TNF 450 2
\C K DIBIREZ T IZRETORBRRE L TEN- T2,

(Bz )

7.6 WA, 238, 6L E T 10mg/kg HE~DOHER G TRV &, £/,
&I X 0 IEYYE ORBUSHE N R E 215 5720, BEYYEORBLZIZ 50
HEETDZ L, RANCED2EN 2RO LN NWGEAES, HECR SRIREO
B 24T > T HIEROUGEENTRD SR WIGEITIX, BUE ORI Ok 2
ERIIEET DL L,




(V. A®ICEY 3EE )

(Ha—2¥F)

7.7 RH=0EB %, 28, 6 8 & BH L%, BRSNS %I XY
RN R AT T 5 2 & R DN WG EITIE, & DSk 55217 -
THRERPEOLNAR VAN D O MMORREEZEE T D2 L, 72, 10mg/ke
DO ELPY BFIFR O BEHE L. Smg/ke 8 W 512 X H16HIC X 0 2 RI%3R
DHNIZb DD, HERFRIEFIZNR T L, TR OFRIFED b7 BFI
LTIT D 2 &, B IRERBOENZ1T > THRRNRD bR WES
I, OIRRIEEBET D2 L,

CEBMHXRER)

7.8 A= WIEB 5%, 23, 68 &G Lizth, 8 IS CREHRIERC ST
RABIZ R VIBRDR LTS 2 2 &, FIRPBOONRWGEITIE. S HITHE
et 5217 THRRME LR WAREMER H O M OIRRIEEZZBET D2 L,

[zl

(g o< F)

7.2 EWNAOBIE ) U~ FIZEBT DT ARG OFKRR T, PPHRED
Bohth & REMDPHERINTVDLEANA ML —rTHLHZ L, A b
LU — MMERARHCA 7 U X o~ 7 ICx T 2 EANMER S h s 2 &, A

FRLFH— RS OHLY U~ FIE ONFHOF AMEIZMENL L THRN D &
b, AREZFRE L,

AT B A b b Lt — b OAHCOKGERITIES 6ng/ T, BIFT 5 L X3 16mg/ 18
ETThD,

7.3 A TITONTBEE Y U~ FBEEHR L LT3 AEIERLY O
B R EER (START #ABR) (ZIBWT, MIEIND 10mg/kg Z &b S L7 Tl
3mg/kg ZH#EINT-ERFE IV Y 22 B TOEEREYEORBEE N HEICE
Mol= L DRENRH DV,

(BzfE)

7.6 BAEATHEREHIC DWW Tk, AFID 10mg/kg £ TOERGRRO LN TN D
i) U~ F RO m—IFHIBNTIE, BEERBYIEORBIBE N &G ED U A
7 xERLT, BAMTH D0, 2, 6 HEFOHERGITRD S TR, A5
BIZBWTHEEEDO Y A7 I\ ETE Wiz, BAHTHD 0, 2, 6 BT
I ERGIITDT, 6 BRGUBICHERGZRRE L,

CEBMEXRER)

7.8 JEAT8A AEHRGLTY OENOTESERGR ISR D KRBT, YE, 28, 6
& 3mOEGE{To7-%, SRR THMMENFMish T2 & LY, 8
If R CRBARTE RSN RBE T L2 I K D IR R AT T2 2 &, 72, A%
#El, 28, 6 & 3 [EIFEE L THERDIBD LNRWGEIZIE, AFICL DR
WAL L T HWEDRDE L NROATREMEN B 5 720, fLDIREIE~D U
REBETH L&,

VE) SeAT A ABEIS B CERI NI A LT Y X e 7 R



(V.am\IclEY 51 )

5. ERERRLIE

(1) BRERT—45/%y <BAEIYOTF>
= Phase P
FA H BEw B A1
WHVE THE | EEAM : Cy (0-6 ) 12312 MTX AZEI A5 72
(SAmy R) | KA & AT A RSSO | ARKIEMIX | IEEE RA AR
E2 e HHE | BB ;19 B
BEAERAL | BIREW BT AES & | AT A | RFIBRE 9 B
THEM Wz X 2ARKN D PK, PD, A2hE | EIEAMIX | AT A EIE LS
WATRERILLEE | ROt DR BE < 10 31
AT FEHY : 30 WS D ACR20 12 & MTX (ZBhRA 4372
iy | AAAE ﬁt-ﬁ»w FEREOMK | AN | B RA R
ﬁ@;k I RIS 351) D [ HERREE HHNE | TRBEERE] : 602 (i
e w&am %ﬁﬂ%ﬁ@mm AT A | AFIBEERE < 300 i
ﬁ%ﬁ;wﬁ H@4i6$ﬁ®54ﬂifwﬁ' S AMIX | AT A A E 34
MR b, PKL PD R O AEORTAT BE © 302 4
EBAM  AFH & AT A A RS
ENFE LU | SO PK/NT A —H (AUC [6-14 3] MIX (AR +-2072
SRR | RO G (6 38]) (Cislt HRasye | AN TNIX | TRBYPE RA BB
ﬁé;k A HBHVE | RIS 1 104 4]
A i HedT o8 ¥ .
AR | @kEE e g e | ST AREE SR
WATHERI RS | HelRlc K A ARBOAZhE, PK. PD H P H
R OL A DR '

FEAT3 A AEIRE - BU TRRBENTZA 7 ) o~ T7H]IA ACR20 ; KEHY v ~TF 5
SERAUED—D . AUC,

s AR IR

BT 5 1 EERFED AUC

2 (ACR) 2MEET 5

(ﬁHEP#%E57E¥ﬁﬁHH%QWTﬁﬁié)‘ Crax 5 FMLPREE, MTX 5 A N M LSH— R PD; IJ%A PK ; SMEIHE, RA

i) v~F




(Vv.amEIcBEd 51EE )

(2) BRPREEIEEAER

EHFHER

EWNE 1/ TAHRBROPERE 2OV T, IRBIRE SR IC BRIk Y Mv ) AT F R
(CCP) FUlR, CBUGMES /378 (CRP) ., MRIMLERIEFEHEE (ESR) KOV 7~ hA N
T RF) ZHIE L2, AFIEEE T30 A IR BEZ Ll LSRR, WP hos
T A =X HIABRICHER L, CRP, ESR X OVRF (Iffift s HX—2 71> (0#) &l
THE D LT,

RNFNF AL 0K (THELFERS)

(IU/mL) HCCPHIE (mm/hr) ESR
400 7 100 4
300 - 8079
60 A
200
l 40 A [
| 55
100 126 137 o & 20 1 +24 0 PN 35
+104 +140 +138 +105 123 El 123 =2t
0 - 4
(n=51)(n=53) (n=49)(n=49) (N=46)(n=44) (=42)(n=40) (n=51)(n=53) (N=50)(n=49) (n=46)(n=44) (n=42)(n=40)
0@ 148 30 54;8 0@ 148 30:& 5458
(mg/dL) CRP (u/mL) RF
5.0 1 400 1
4.0 A

300 1
3.0 1
200 1
2.0 1
1.0 1 t222§2 1009 = 124
' 082 085 [ 2z 212
| +147  PEEY ¢1532 = i w7 B & 57

0
(n=! 51)(n 53) (n= 50)(n 49) (n=46)(n=44) (n 42)(n 40)

0
(n= S‘I)(n 53) (n= 49)(n 49) (n=46)(n=44) (n= 42)(n 40)

308 548 308
B SEATINA ARG
PD fEHT e 42

H) AT B

CEU TR SN A 7 U v T HH




(V. A®\IcEY 3EE )

RER AR

ENE 1/ THRBROWEHRE ICONWT, A7 U —=27K, 148, 308, 54 H@iF O
IR TR (PR B ) ICIEMRAEZ TR . EXULFIRIEIC L Vi1~
7YX THERERE LY, £, BiA U7 U X~ THURBBERIC OV T,
ELISA ¥EIZ & 0 iR D F 2 fesd LTz,

Pid 7 U X~ THUROBMERIL, RBIRER VAT 31 A IR BE L © ISR
ORI TERF L, HiA v 7 U F o~ T HUROBMEF O 5 5. PRgik o
PERIL, WEEWTNORICBWTH 100% TH - 72,

ERE I/ THEHARICE T 525 REAROLR

JeATA A
|
e A )
(n=51)
(n=53)
| ADA Bt (BEEE %) 0 (0.0) 0 (0.0)
A7) —=7
NAb B5iE  (ADA BT (5 o B
i3 2o 0 (—) 0 (—)
ADA 51t (Bt 2E %) 10 (19.6) 8 (15.1)
14 ¥ NAb B5iE  (ADA BT (5 ob &
20 10 (100.0) 8 (100.0)
ADA 51t (Bt 2E %) 13 (25.5) 14 (26.4)
30 A NAb [5Gt (ADA BB 5 &> 2 1
20 13 (100.0) 14 (100.0)
ADA Bt (B3R %) 13 (25.5) 17 (32.1)
54 i NAb [5Gt (ADA BB 5 & 2 1
20 13 (100.0) 17 (100.0)
TRBR I T I ADA Bt (Bt %) 18 (35.3) 24 (45.3)
(PR 5 NAb BEitt (ADA BEEIC (58 %
) 29%) 18 (100.0) 24 (100.0)
L R R B AE

ADA : A 7 U R~ THilk
NAb : HFRIFLA

) AT 3 AEEE U CERBENTZA 7V F o~ 7 HFH|



(V. A®ICEY 3EE )

(3)

FRERIGHRR
BR

(EA)

ENE 1,/ TAEEGR B O AE IT Ik DY) Th o712 2,

EEHE W

Bl B W
BT A

S) 3

=B %K

& 5 ik

AF il HOF

e Hr ik

AN MU — K (MTX) 2R+ el GEEREET ) v~ F BE %

’GL Ui, AFIL AT FEIRED D PK T A—H 2B 5

[ DR FH I RRRE

D AR & AT A AEIRGE OB, PK, PD R O EVED et

 [ENS gk MR A L E S R TR Fh iR

THENMERAET U v~ T3 (5l 0 20~75 %)

»1987 A0 FT ACR FEHEIZ L W BEEI U v~ F LW Zdu, MBI A

1 UL BT, BEIRBEEIEL OV BAE S & Hi2 6 BIEiLL B 2

D, UToO~@D 3HEHF VA L 2THBIZEY T HHBE
OO Z 1T A 45 4300 FE: (@ESR=28mm/hr
(B)CRP=2. Omg/dL

» MTX (FR10 6~16mg/M) Z8EkAT 12 WML LG S, AR LA

% b B HfkRe R o B

» BT U~ FOiEE L U CEWFREIAI OB GIEN B 5 BAE IR

MEVEZEBILHERISR 108 4

e HIEGIE 104 6] [ARFIRE - 51 61, FedT/3 4 AEIR L™ B 2 53 1]

SO0, 238, 6, LIRS LT 54 W E T, AAIUIATNA A
ALY 3mg/kg & 2 BRI CAMBEIRNE S, X (A, 6~
16mg/M) WONZZER: (FEO. dmg/HLIN) Z0HFH

D < FEFHGEE >

< RKE & AT S FEIELE O PK %5 A—& [AUC. (6-14 1) K&
W Cuax (6 38) ] DIRIFEMEDRFE

<EIKRAIRHMEE H >

- BZWEZEAT -+ ACR20, ACR50, ACR70 B3R, DAS28 DR— R F A
Vb O &, BULAR dEAENEIZ X 55, ACR 27~ b, B4
iR EE OHEST  ACR20 U £ TR, SDAT M TN CDAT, SF-36 (QOL) .
Ko iasE (Salvage retreatment) ZWEEE L7-WBRE KL

< TRV OSEB PRI - 3Ep@ERe (PK) . 3715 (PD) RUVE4A:

< FEFHmEE >

- WA OXEAEDZED 90% X 2Y 80% ~125% DEIFH DA
(2. WANL, PKIZBWCRS%ETH D & W

< EIKRBRHMIE H >

- ACR U038 3255 1 3 TEfe —TEME . ACR20 T3 F C ORI L4 A7 e R
#r (Kaplan-Meier phif) . DAS28 133438341 (ANCOVA) . EULAR &
BIIE I A » REeTF 52 T, 07— %1%, ik
WRtE (BT —4%) XIEH (BT —4%) Ic kv EqEH

1) SEAT A AR EU TR S LA 7 Y & v~ 7



(V. A®\IcEY 3EE )

EREI . THABOHBRTSA >

XERR
AIU-="T
& 4 1 H)

SR
BEREI

30 38 46

54
]

(Eoll:=20)
TN AERER® 3mg/kg

## 3mg/kg

|
BEREES 44 4 # 4 t 4 ‘5 4
MTX(6-16mg/ &) < >
TER (Smg/ BLIA) < >
RUBREEEE 44 444 4 4 t 4 4 t
BT 4 t U +
bt i >
RWTH R
BEER
HH AFH FAT A A ESR AL
SZIAMil A U -+ -+
o o0 VO G | san 5 or, 79
e e * ot e
2E (em) ® SEE A E(R 156. 71+8. 12 156. 76+7. 97
el (fE6HE) 155.2 (141.0, 177.6) 156.7 (137.0, 172.2)
HE () SEEE + R R 57.01+10. 79 53, 68=10. 41
el (fE6HE) 56.0 (36.2, 87.6) 51.3 (36.3, 79.4)
CRP S AR E R A 2.09+1.55 2.27+2.42
(mg/dL) > 2mg/dL DB 22 (43.1%) 23 (43.4%)
ESR S AR E R A 55.9+28.0 54.6+24. 1
(mm/hr) > 28mm/hr DFE 42 (82.4%) 49 (92.5%)
LA o Y 5 . 5844, .02
RoRiAm () © ﬁiﬁé@ﬁg% 345?0}§4> sxsgoéin
Class 1 5 (9.8%) 6 (11.3%)
Steinbrocker O Class 1I 38 (74.5%) 36 (67.9%)
HERe oy JE AL Class I 8 (15.7%) 11 (20.8%)
Class IV - -
DAS28 (ESR) ** EIE AR 2= 5.93+1. 01 6.10+0. 84
DAS28 (CRP) * S IR R 5.197+1.01 5.30+0. 90
S IRBEREREATT (HAQ) ™ | XMl AR 2= 1.03+0. 67 1.12+0.65
MTX #% 5.5 G| SEEE R R 2 9.65+2. 64 9.41%2.83
(mg/M) *'|  frix SEAAIE + e 9. 4642.99 8.887+3.26

*1 0 LAEVERRT R GAEM

*2 0 I KOMRHTRIBEER  (FAS)

%3 JRBRFEMFH I EI S S L7 GER (PPS)

) JeAT/ 3 ABESLL  EU CHGR S LA v 7 Y o< 7 HAl



(V. A®ICEY 3EE )

1) EYEiE [FEFFEIER]

ENE 1,/ THERBRO EEFMEH TH 5 AUC, (6-14 ) KO Cux (6 1) (2D
T, EWEHRE (PK) fEbTerS (FEFHMEE) £ TH LN RE TRICRT,
AUC . BT Cpay DIATT T LD 90% BRI, WP 4L b R FEMERFA I 80% ~125%
DFPHNTH Y | RFNL OIAT A FEIIT 28 PKIZBWCRI%TH 5 Z & ISRGE
S,

ARENEFTNAFTEERY OPK/IRSA—% (BAFH)

. TR LD
AWl A2 A .
EWEMER | fEE | R | S *L‘”(j/“f%t 90% (I I
’ (%)
AUC. (6-14 AH 39 27, 600
#) (pg- AT A 111.62 (100. 24,
hr/mL) [ 3 1, 39 24,700 124.29)
. (638 EN 39 115
max puzl)
AT A A 104. 09 (92.12, 117.61)
(1 g/nL) Ak 39 111

RISEMEFFAIER © 80%~125%

*PK fiEbr 4 (CEERHmEE) £

AUC, : IE#HHED 1 B 5RO AUC (HhifR T iifs)
Coa @ B TE LT FH IR

TRUIEG & BRI UARST LT,

ORI B D IEBR M F A B O & BB ST AFIRE 1 FI R AT/ A EIRGLD B 2 5

@14 BAARTE TR ILF D 5 B 6~14 BIZI 1T D PK TS AEE T o ToAHFIRE 1 B K OAT /3 A AR
R |

@14 BETITHIA 7 VU X~ THARRBIET o o 7= ARHIBE 10 6 K OSEIT /S A A EH D BE 10 4]
(FeAT3A FEIGED FE 1060 5 5 2 6%, BHdikf) & F)

T ST AR ¢ BUCRBE A © 7 Y % v 7 )



(V. A®\IcEY 3EE )

2) ACREiEZR [ElXAIFEMEIEHE ]
FAS 1233175 1438, 3038, 54 38 ACR20, ACR50, ACR70 tkZE=|%. 54 #d ACR70
WEREZRE, Wb AEKYE 5% CHEZEITRD SN o T,

ACR20/ACR50/ACR70 & &

< - ACR %
RHA | R .| | A | dERo= .
; 1 B 5RE o | g | LER o , p fiE
i | HH s | BB T o) | R | 95% (R
AH 50 37 74.0 (15. 4
ACR20 | 4ef7/34 A 3.4 o 0.825
B 51 36 70.6 23.1)
AH 50 23 46.0 (247
1418 | ACR5O [ 477 5.0 . 0. 692
5';;;/;1? 51| 2 51.0 14.9)
el
AH 50 14 28.0 (15. 4
ACR70 [ 277 4.5 o 0. 654
A 5 | 23.5 23.1)
IS
AH 50 38 76.0 5.6
ACR20 | 46f7/34 A 13.3 e 0.196
B 51 32 62.7 32.6)
AH 50 26 52.0 15.1
30 8 | ACR50 | 477 4.9 o 0. 692
5';;;/;1? 51| 47.1 24.6)
JHA
AH 50 15 30.0 17 4
ACRT0 [ 277 2.5 o 0.828
A 5 | 1 27.5 21.2)
E%Iﬁjd)
AH 50 32 64.0 (o8
ACR20 | 46f7/34 A 16.9 N 0. 110
B 51 24 47.1 36.2)
AH 50 25 50.0 16
54 | ACRS0 | 477 18.6 N 0.070
5;;5;;;)7? 51| 16 31.4 37.1)
AH 50 21 42.0
ACR70 [ 47754 4 28.3 | (8.4, 45.5) 0. 002
Emn | Ol 7 13.7

*Fisher ELHEMERIRE

) AT/ AEHS  EU TRRBIS LA 7 U 2~ 7 HH



(V. A®ICEY 3EE )

3) DAS28 : R—XS A UL DELRE [BIXRHEHEIEER]

14 ¥, 3018, 54 38D DAS28 |Z L 2 ZETHEEME A =2 771X, 54 D DAS28 (CRP) #Z [k
X, WRECRBRICR—AT A4 X0 L, F£72. 54 DAS28 (CRP) #FRE,
WP ORESIZB DT HREMZOHEEED 5% EHEXMEICtengEh Ty, A
BEKYE 5% CREFIZITR O DL o 1z,

DAS28 : R—RX S5 A UHhLDELE

WAEEE | R A JELT A AR
WERTBI | VAR | RATOTE | TR - B

NR—RFT A 50 5.929=+1. 005 51 6. 104=20. 841

DAS28 14 46 -2.135%+1.485 47 -2.135%+1.132
(ESR) 30 A 42 -2.324+1. 368 41 -2.331*1.116
54 36 -2.641=%1.375 36 -2.031*+1. 264

NR—=RTA 50 5.190%1.012 51 5.301=20.900

DAS28 14 46 -2.121%1. 493 47 -2.056+1.093
(CRP) 30 A 42 -2.262+1.372 41 -2.315*1.116
54 36 -2.640*1. 296 36 -1.865=*1. 289

1) SEAT A AR EU TGRS e A > 7 Y & v~ 7



(V.am\IclEY 51 )

PPS |
NI PRE OFIG

. b4 H

4) EULAR EHE [EIXRMFTHEIEE]

ZBITS 1408, 3038, 54 (2 EULAR (ESR) JEYET [Good response] &H|E S
1%, MEECHEAEETH o7=, EULAR (CRP) HEHUET [Good response]
&HIE SNTHRE OFIGIE, ML%%%ﬁ#TH%T%otoﬁ/xmLomf
H @ EULAR (CRP) AEMEZERE | WTHORLSIZB W TH 95%EHEXMIZ 143
BENTWEZ &b, AEKYAEB% CREMIZE mw%nﬁ#oto

EULAR SeZEHED AT
= = g A > X' T %!
i?ﬂﬁ E;f;fﬂﬁ P ERE ﬁfﬁ reslr\)IZnse }fzzﬁz re:(}zZise - - 2o TR 2
HH Fi %% n (%) n (%) 0 (%) F v Rt | 95%(EHE X
(p E)
7
‘ AH 46 (15.2) 24 (52.2) 15 (32.6) (0. 48.
14 ¥4 — 1. 07 0. 623
FATAA g 5 29 (61.7) 13 (27.7) 2.37)
FEH (10. 6) ’ ]
EULAR AF 42 4 (9.5) 22 (52.4) 16 (38.1) (0,32
(ESR) 300 | 4754 0.75 ) '77 N 0. 794
R, 41 2 (4.9) 21 (51.2) 18 (43.9) LT7)
AH 36 3 (8.3) 15 (41.7) 18 (50.0) (0. 55
5438 | HeqToq 5 1.33 N '22 N 0. 820
B 36 (13.9) 15 (41.7) 16 (44.4) .22)
7
‘ AFH 46 (15.2) 14 (30.4) 25 (54.3) ©.31.
14 ¥4 Py . 0.70 1 61) 0. 845
T ’
R, 47 (12.8) 11 (23.4) 30 (63.8)
EULAR AF 42 4 (9.5) 9 (21.4) 29 (69.0) 035
(CRP) | 303 | sef7,34 0.91 o 0.732
2.36
R, 41 2 (4.9) 10 (24.4) 29 (70.7) )
AH 36 1 (2.8) 8 (22.2) 27 (75.0) 37
5438 | HeqToq 7 3.70 9 '99 N 0. 437
B 36 (19. 4) 12 (33.3) 17 (47.2) .99)

* 1 : EULAR CGBRLHE 2 SO, B 57 % [ e 20 e B O CRP 4

SRR AR ETHLHIA Y XET N, Ay R > 1R RFEGBIAFAT A A

EIRBRGH LY b, BULAR S22 R HERP MmN 2 & 2RT, Ay X3, RIS DA~T OREMERFE CTh 5 2 & 2R

L7,

*2 1 WBIA v XADORRE . AEKE 5% TR 2 7HREZ VTR L7z,



(V. A®ICEY 3EE )

5) ACRa7tv kb [BIXRMFHEIER]

FAS/LOCF (/A % B ATE THISE) 1238175 14, 30 KON 54 I SH0D ACR =27 & »
RDR—=2F A B OEE, TR TH 72, 7ok, 54 BOBEIC L B
FREA B OB S & 2 BRI SRS 50 T AR TR B E oo 2
ERRO BTV D,

ARRI7EY b : R—XF4UHhLDEIL

ACR - AH FATA ARG
a7+ b g 1%k SR AR A 1115k LA - R A
ReRT A 50 14.7+11.0 51 17.8+12. 3
JE i B i 14 ¥ 48 ~10.7%9.7 47 -9.8+8.3
() 30 j 44 ~10.5+9.8 42 11 2+7.1
54 41 -12.0£10.7 38 -10.7£8.7
ReR T A 50 12.1£7.6 51 12.8+7.0
R R BE &%k 14 14 48 -8.5+7.8 47 -9.2+7.4
(fi#) 30 jH 44 8.7+7.0 42 —9.2+7.9
54 3 41 -9.1+7.8 38 -8.5+7.0
ReRF A 50 52.7-+23.3 51 49.4+22.3
VAS: FBFF I
[ — 1458 50 -26.2+29. 0 51 —21.9-+21. 1
() 30 8 50 -28.9427. 4 51 -24.0+24.6
54 38 50 -31.8+27.8 51 ~11.9+31.7
VASIBREIT | R—RATA 50 55.0-22. 6 51 51.0+23. 1
£ DB 14 18 50 ~27.6230. 0 51 —93.34+22.5
ARl 30 j 50 -30.6+26.7 51 —94.9+24. 4
(mm) 54 i 50 -34.2427.3 51 ~15.4+26. 4
VAS: Efifile | R—ATA 50 56.1+18.9 51 53.9+18.2
£ D HRIBIED 14 18 48 -31.9720. 6 47 -32.3+18.6
e 30 8 44 -34.5+20. 5 42 ~34.9+20. 1
(mm) 543 41 -36.6+21.9 38 -29.0-19. 6
. ReRT A 50 1.03+0. 67 51 1.120. 65
B (AR REREAT
(1) 14 8 50 -0.36+0. 48 51 0. 33+0. 40
(227 30 jH 50 ~0.470. 54 51 -0.39-0. 47
54 3 50 ~0.54=0. 61 51 0. 3250, 49
ReRT A 50 2.09%1.55 51 2.27+2.42
147§ CRP 14 ¥ 49 ~1.09+2. 07 47 ~1.19+1. 41
(mg/dL) 30 45 ~1.25*1.75 42 ~1. 142, 04
54 3 41 ~1.27+1.63 38 0. 642, 34
R T A 50 55.9-98. 0 51 54.6+24. 1
ESR 1438 49 -23.6+28.6 47 -21.6+20.0
(mm/hr) 30 J 45 —25.3+25.5 42 ~19.0+22.9
54 41 -24.0%21.6 38 -14.1£24.3

VAS:Visual Analog Scale(fRE7 o 7 A /r—)L)
HE) ST A AT U ORISR A 27 Y % L T



(V. A®\IcEY 3EE )

6) BAEBRIRDEST [BIXRMFHMEIEE ]

PRIRAFIRIEA 2 7 *OR—2F 4 UL OR T CRAME ) 1, 30 HiZk
WTTAHIRET 0. 71+16. 30, SE1T/34 AEHRSLT BET 3.78+18.95, 54 #IZBWT
AFIRET-0. 6720, 56, JeAT/3A A EFKLT FET 0.47£22.99 T, W CRETH -
720

* X RELIC & % modified Total Sharp Score (uTSS)

1) ACR20 & F TR [EIRMFHEIEHE]

Cox Hefil /" — REF T X B fEHTClE, ACR20 eXEERIZHOWCliRER T2 »o
7o (NP — REb=1. 22, N HF— D 95%EHEXM=0. 77, 1.92), F7=, ACR20 th#
F CTORRHIZOWT S MR TEIT R -7 (p=0.398).,

DRt mE @A L& 8EMH (PPS) fil%k]

8) SDAI B Ur CDAI [EIXRHIEFAHEIEE ]

14 38, 30 #8. 54 WD SDAT } TR CDALI DR_R—RAF A b OIE T CEHfE + 42 HE (R
72) ¥, WEECREECTH T,

) AT 3 AEES U CERBENTZA 7V F o~ 7 HFH|




(Vv.amEIcBEd 51EE )

9) SF-36 (QOL) [EIxpysEmIER ]
14, 30 O 54 D SF-36 @ 8 TH B IZxd 5 F A O IRROEFE, FEmhrfE 4+ %
THv V=2 T DR—ZAT A NHO FRIZ, WEETHEEETH -,

SF-36 : R—X 54 UhbDEIE

36 Al A JeAT A A EIEA T
REL | fdris | EROME RS | ARTRISL | TSNS - RS
14 1 46 15. 109+19. 536 47 10. 319£25. 290
S RkRE 30 i@ 43 18. 140+20. 645 41 12. 805+28. 130
54 i 36 24, 167+23. 284 36 11. 944 +26. 084
14 1 46 17.663+26. 690 47 17. 15419. 698
rﬁgzg%% 30 # 43 23.837+24. 331 41 16. 006 +24. 409
54 i 36 31.944+27. 377 36 18.403+27. 668
14 1 46 21.957+26. 144 47 19. 426 +15. 308
RO 30 i 43 25. 465425, 347 41 23.1227420. 039
54 i 36 28. 44422, 980 36 13. 694423 035
1438 46 7.217+13. 376 47 9.532+16. 241
BRI | 3018 43 6.884+12. 681 41 9.415+16. 045
54 i 36 9.028+14. 048 36 5.222414. 986
14 46 8.288+24. 687 47 9.707+19. 145
1577 30 # 43 8.576+21. 695 41 10. 67120. 928
54 i 36 12.674+21. 676 36 11.111+21.553
1438 46 14. 946+22. 916 47 14. 096421, 747
HEEATERAE | 30 43 17. 151+25. 881 41 17.378+21. 629
54 i 36 19. 444+26. 125 36 14. 236 +£25. 027
14 1 46 14. 312+25. 559 47 8.688+26. 177
A E B RE :
(kh) 30 # 43 21.512+23.516 41 10. 366+26. 665
54 i 36 23. 380+28. 786 36 12. 500+28. 347
14 1 46 9.022+20. 538 47 7.340+18. 849
DD YRR 30 i 43 10. 581+19. 062 41 9. 146+19. 458
54 i 36 11. 111£20. 146 36 7.639+20. 650
R % 14 4 46 11.548%13. 795 47 8.887+12.275
#TV~U— | 308 43 15. 368+ 14. 224 41 9. 644+14. 234
AT 54 i 36 19. 460+ 14. 656 36 9.840+15. 828
ey | 148 46 2.767+9. 595 47 3.656+8. 825
KT~V — | 308 43 2.165+8. 787 41 4.504+9. 356
AT 54 i 36 2.006+7. 851 36 2.731+7.919

10) %A (Salvage retreatment) ZE L LI-KEREH [BIRMFHMEIEER]
B IEHE (Salvage retreatment) %31 U 7= 4B OEIE 13, AKIRET 12 6] (24. 0%) .
AT A AEISE) BT (21.6%) THY, WMEETHRETH -2,

1) SEAT A AR EU TR S LA 7 Y & v~ 7



(V. A®\IcEY 3EE )

1) =&t [BIRMFHEIEE ]

LRVERRNT R RENNT, AFIBEDS 51 61, JefT/ 34 AR BN 53l Th o7,
AEFERIT, RFIRED 45 1 (88.2%) & ST/ 31 A I BED 46 51 (86.8%)
THE SN, 205 LIERE L ORREFREGE TE RV S oA EFER
. AHKIBED 43 B (84.3%) & JeAT/ A AEHEL™ BED 43 ] (81.1%) ThH o7,
TR HERFRRE FTRIRT,

ARELORRBREEETELVELRAETER (WThAHDET5%LLE)

A FeAT A A PRI
HERS (51 #31) (53 #51)

B (%) BB (%)
HERGPREE LI WREK 45 (88.2%) 46 (86.8%)
KR BIfR & T T X e WA HEFGROFELBIEKL 43 (84.3%) 43 (81.1%)
T 0 (0%) 3 (5.7%)
fi Bl 3 (5.9%) 0 (0%)
HEAIZPE D SO 7 (13.7%) 6 (11.3%)
R SR 3 (5.9%) 3 (5.7%)
L2 IN IR 3 (5.9%) 1 (1.9%)
PGS 9 (17.6%) 13 (24.5%)
F e~ LR 3 (5.9%) 1 (1.9%)
EEDS 4 (7.8%) 3 (5.7%)
fifige 0 (0%) 3 (5.7%)
e 3 (5.9%) 2 (3.8%)
ALT H40 3 (5.9%) 2 (3.8%)
AST 4/ 3 (5.9%) 1 (1.9%)
GGT B4 1 (2.0%) 4 (7.5%)
M B -D-2" v I BN 3 (5.9%) 3 (5.7%)
RGEORIE 7 (13.7%) 2 (3.8%)
% 4 (7.8%) 5 (9.4%)
T2 2 (3.9%) 3 (5.7%)

MedDRA ver. 16.0

) AT 3 AEES U CERBENTZA 7V F o~ 7 HFH|



(V. A®ICEY 3EE )

(4) HREERIEER
1) BEREEER

B O Ik D@ Y Th o7,
AN BRUFH—K MX) (SRR 7o lGE MRS ) v~ TFBE %
WL Lo, KA L Jet7 /34 AT ORI MO RS %
FRFE
Zhax LA (19 » [E, 100 figk) MIEZL
i
MTX BEUEYE CRh IR A+ 72 TR EMERIEN U o ~ T N
> 1987 FFLLET ACR JENEIC X IRENMEREET Y v~ F L2 S du, JEER
BEAEE N OV AR S & b 6 BAEILL . 2y o, U FoO~®
DO3HEHP DR LY 2THEICY T DA
OFD ZIE 0 23 45 43I EFfgE (@ESR > 28mm/hr
B)CRP>2. Omg/dL
» BHEI Y U~ TFOIREE L CTAERFRREI O8GRI & D BE IR
HEAELEIESE 606 B [AFIEE : 302 B, JAT/3A A EHLLY
B - 304 4]
BHIEBIE 602 3]
%]

B RRAEATHER] FLiga

[ARFIRE < 300 . HoAT 34 A S5 BE - 302

<KED
<BEEyVo<F>
Gaoh)
Y5155 AR G AR
H Y
REBT A
st %R
= m %k
B 5 5

AF Al H OB -

fiE B 3k

03, 2, 638, LIS 8 B Z 212 54 M E T, AFIULEAT A FE

LT 3mg/kg A 2 BERIT CATEEARPNBES- L. MTX (B 0 Sk

B, 12.5~25mg/#) , W ONZIERE (RO, Smg/WLLE) AOFH
< FEFHHEE >

- 30 WA D ACR20 i

<BIRBRHIE H >

- ACR20, ACR50 K TX ACR70 233 DAS28 DR— AT A b D
2 {l &, EULAR B RLHEIZ X BFFlI. ACR =27 & » ., BHE kLS
DOHEIT. ACR20 T F TOMER]. SDAT J2 TX CDAT, SF-36 (QOL) .
RFTBRIE DL EE & T o Ty R F £, S EhRE (PK) | 377175 (PD) |
ek

< FEFHHEE >

« (Ef _IERELC X D BRI ZE O sHEE A & OY 95 % (5 HE X [ & S HA
FEMZED 95%EE XM A [-0. 15, 0. 15] OFFANTHNIL. 18IE
hEMNFEETH D &

<BIRBRHmIE H >

« ACR S35 55 1 3 TE M TERUE . ACR20 B35 F C 0D W[ |3 A A7 e T i
BT (Kaplan-Meier BH#R) . DAS28 133/ 0#T (ANCOVA) . EULAR &
EILUE | T A BT VA DTN, F 0T — 213, 0k
WRtE (BT —%) IEE (BT —4#) Ik v &EE

) JeAT A ABERN,  EU THGE ST A > 7 ) 2= T A



(V. A®\IcEY 3EE )

BOAENHRARORRT V1

XERE ‘g Mﬁ:: i >
ZQU—:J7‘ (I) % (I: 14 22 30 38 46 54
(_ 42~—7E) 1 1 1 1 1 1
=
- (RBIRAERA)
FATNAFERER® 3mg/kg |
BEREES 1t 4 4 4 t 4 4 4
MXT (12.5-25mg/ 8) < >
ZEm (Smg/ BLLL) < >
RYEHRESTE 4 4 4 % 4 t 4 + 4
ERMEFE 4 * + 4
FHZNSHE < >
ZoMTHE < >
BEER
A A 5473 BT
o . SERIE AR 2= 49.0+12. 18 48.6+11.49
i () sl () 50 (18, 75) 50 (21, 74)
JUS ] 57 (18.9%) : 245 48 (15.8%) : 256
PER AR (81.1%) (84. 2%)
HE (om) *! S AR R A 163. 15+8. 74 162.89+9. 02
HRRfE (REFR) 162.3 (144.0, 186.0) 162.0 (124.0, 190.0)
K (k) *! SEEIE A E(R 70. 74+ 16. 32 69. 86+ 15. 76
g HrgfiE (EPH) 69.0 (36.5, 134.0) 68.0 (36.0, 136.0)
CRP (mg/dL) *! S A UE R 2 1.90+2. 51 1.89+2.19
ESR (mm/hr) *! SEEE AR = 46.5+22. 30 48.5+22. 60
DAS28 (ESR) ** SERE AR E(R 6.660. 75 6.620. 82
DAS28 (CRP) *2 TEIE AR 2= 5. 86+0. 86 5.80+0.90
B RBEREREA (HAQ) *! | PSS+ A UE(R 2 1.61%0.55 1.56=+0.59
MTX $55 WIlE] S AU 2 15.60+3. 08 15.61+3.16
(mg/J8) *! ik TEHIE AR YE(R 15. 41+2.92 15.54+3.19

*1: EREUTEM (ITT)
2 TR ST L A

L7z BB (PPS)

1) FeAT S AESS  EU CHRR I ILTeA v 7 U 2~ 7 HiH|




(V. A®ICEY 3EE )

1) 305EIZH1+5 ACR20 thER [TETMMEER]

30 > ACR20 ci s (MEAEAEIMNEN) 1T, AFIBER O T/ AERLY BETZ
ALEI 60.9% (184/302 f]) TN 58.6% (178/304 f5l) T o7z, FEFIZEDHEEN
D 95%(EMIX L [-0.06, 0.10] T, [FIFHEMEFFAE [-0.15, 0. 15] OFHMNICE
F, WHI ORI R O [ DSHRGE S vz,

PPS IZBIT DR BIZERETH Y . BIERFEUSEHITHE LN RELEMT D B
DTH-T,

30 BIZ & 1+ 5 ACR20 EHR

BRI LTRSS

. X e REMZED HEMZED

AR 2B HER L - -

B GRE IEEZ !JH;TE (ITT) %k e 050 (= HE X [
AF 184/302 (60.9)

BERBEUER] | Jet7 0 7 0. 02 (-0. 06, 0.10)
s 10 178/304 (58.6)
AF 180/246 (73.2)

PPS AT A A 0. 04 (-0. 04, 0.12)

174/250 (69.6)

E%%&)

1 ¢ TERE IERIEIC IS < BER OBIA DEOHIEN RABE AT A AEIRSD B
2 : BERIZE0 95%(E4HIX M [-0. 15, 0.15] OFPFENTHIE, BHAENIASE TH S & HIF L7,

) AT AEHES  EU THRRB ST A 7 Y %2~ 78l



(V. A®\IcEY 3EE )

2) ACRHEE [RIXRHIFEMEIER ]
ACR20, ACR50 KON ACR70 teER )%, TN /RI @Y T, 14 @, 30, 54 BIZHBW
T WPRORT =2 TN T A EAKYE 5% TR ZITRD bivien -1,

1458, 3038, 54:BIZH1+5 AR BER

| HME ) g | SOTRRCELTERR ) IR | BRSO
BER | 5T A— JRRBTBIEC (%) HEENE™ | 95%1RIX R
A 179/246 (72.8) (0. 00,
ACR20 ﬁlal;i/;;f 161/250 (64.4) "o 0.10)
| A 98/246 (39.8) (0. 03,
1438 ACR50 5*;;;_:} )2‘ 86/250 (34.4) e 019
AF 41/246 (16.7) (-0. 03,
ACR70 9%;—; )7f 34/250 (13.6) " 0-09)
A 106/246 (43.1) (~0. 06,
ACR50 éa;i/up:)?f 100/250 (40. 0) R 0-12)
30 i A 50/246 (20.3) (0. 05
ACR70 E;;ﬁ'ji )2“ 45/250 (18.0) " 0.09
A 168/246 (68. 3) (-0.02,
ACR20 ﬁlal;i/;;f 155/250 (62.0) "o 0-15)
| A 98/246 (39.8) (0. 06,
54 38 ACR50 E;;ﬁ'j& )2“ 94/250 (37.6) e 010
] 48/246 (19.5) (0. 05,
ACR70 éaéfi/;_:f 44/250 (17.6) " 0-09)

1 1 BRENGANE B A LT xR (PPS)
52 1 TERE " HUREIC IS < BRI OB OEOHEEIE AAIBESAT /A A EISD 1)

1) JeAT3A A RIS EU CHGR S LA > 7 Y o~ 7l




(V. A®ICEY 3EE )

3) DAS28 : R—XS A UL DELRE [BIXRHEHEIEER]
1438, 303, 54 HOWTNOREAIZE W TE, BEFZEOHEEMD 95% (5 IXHIZ
TerRNEENTEY, DAS28 (ESR) K UEDAS28 (CRP) D_X—RA T A L inDh DA bE
W2, HETHEERE (BEKEESY) 1TFBO LR T,

DAS28 : R—X S A UM LDEILLE

) ) (246 ) JEAT A A EIEALT (250
A G AT ] i)
(LB SR E + U R 7 Bl SR E + U R 7

A 245 6.66+0. 75 250 6.620. 82
DAS28 14 244 -2.23+1.22 248 -2.10+1.11
(ESR) 30 i@ 243 -2.45+1. 39 248 -2.32+1.27
54 8 222 -2.44+1.33 218 -2.35+1.36
A 246 5.86=0. 86 250 5.80=0. 90
DAS28 14 3 244 -2.11%1.19 248 -1.94+1.09
(CRP) 30 i 244 -2.23%+1.33 248 -2.14+1.23
54 i 222 -2.28=+1.32 217 -2.19+1.32

1) JeAT A AEIESL  EU CRRB SN A v 7 Y o~ 7 HIA
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4) EULAR EHE [EIXRMFTHEIEE]

14 38, 303, 54 3|2 EULAR (ESR) AE#EK UFEULAR (CRP) AL#ET [Good response]
LHE SN HERE OBIRIE, WTHOBSIZIN T H A v R0 95%EFHXIC 1 23
BENTWZZ &0 0, FERICHERZE (FEAKEES%) 1330 bkt

EULAR Bt = EEDEEHT
- - - No Moderate Good Ay X270
ggﬁ gg e 5RE ?;EZ; response response response ] ] R TR
= R n (%) n (%) n (%) Fv X | 95%IEHHIXIH] (o )
46
| 244 157 (64.3 41 (16.8
i A (18.9) (64.3) (16.8) (0. 75,
1438 vy " 1.07 . 54) 0. 774
T}\ .
S, 248 (19.0) 164 (66.1) 37 (14.9)
BULAR AHA 243 (1286) 141 (58.0) 64 (26.3) (0.80
(ESR) o ey 248 44 144 (58.1) 60 (24.2) Y L. 60) o
A EEF 17.7) ' '
31
l 222 140 (63.1 51 (23.0
. A (14.0) (63.1) (23.0) (0. 70,
54 vy " 1.01 | 47) 0. 092
TN :
S, 218 (18. 8) 120 (55.0) 57 (26.1)
38
l 244 120 (49.2 86 (35.2
. A (15.6) (49.2) (35.2) (0. 95,
1438 vy m 1.34 . 88) 0. 730
TN :
S, 248 (7. 7) 136 (54.8) 68 (27.4)
AHA 244 35 109 (44.7) | 100 (41.0)
EULAR | o (14.3) Lo (0. 77, 0. 090
(CRP) N 248 32 123 (49.6) | 93 (37.5) . LoD .
A EEF (12.9) ' ’
28
| 03 (46. 9 .0
‘ AHA 222 (12.6) 103 (46.4) 1 (41.0) 0.74.
54 v " 1.05 1. 50) 0.070
S, 217 (17.5) 87 (40.1) 92 (42.4)

%

—

: BULAR S e 2 OIS, $e 5 BE 2 [EEZDAL, MUl OF CRP /& L8 7 & D WfilA v XEeT 0, 4w R > 113, AR GBI AT
NA FEHEGBEH] LD S, EULAR B2 m 3 RN EmN 2 L 2T, WAy X, SR OET OBEMEAF L Tho Z &
TR E L7,

*2 1 HeBlA Y XD E . A EAKYE 5% TR 3 7 HEZ VG L7z,
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5) ACRa7+tw b [EIXEEMHIER]
14, 30, KB4 BED ACR 27y hDOR—RF A b DOE(bIT. AFIEER OSET
NA FEIHGD FETRBETH - 72,

ACRa7ty kb R=XFA4 U LDEIL

ACR ) A (302 f81) FeAT A FEFEP (304
Ty | FE A 1)
Bil%k SR E + U R 7 Bk S E + AR 7
S 300 25.6+13. 85 302 24.0+12.91
e — 14 1 278 -14.2+11.65 281 -14.1%+11. 60
30 # 257 -16.3%+11. 70 260 -15.6+12.84
54 i 235 -16.7+12. 08 226 -15.4+12.30
S 300 16.2+8. 67 302 15.2+8. 26
IR B 1438 278 -10. 6+8. 40 281 -10.0+8. 01
30 257 -12.2+8.84 260 -11.5+9. 06
54 1 235 -12.3£8.69 226 -12.0+8.85
WL L % S 300 65.9+17. 45 302 65.5+17. 20
I 2T 14 1 278 -28.5+23.90 281 -27.123. 49
(VAS, 0- 30 1 256 -29.3425.75 260 -27.7+25.17
100) 54 i 235 -30. 6+23. 86 226 -28.7+26. 89
WHREIZLD | =251 300 65.7+17.21 302 65.417. 00
%iﬁfﬂ? 1438 278 -28.7+23. 20 280 -25.7+24.70
(VAS, 0- 30 # 255 -27.7+26. 25 260 -26.8+25. 97
100) 54 i 234 -30. 6-24. 41 226 -26.8+27.76
EHICLD | R=2F 4 300 64.8+14. 20 302 65.0+13. 46
ﬁ‘%‘qu%@ 1438 277 -34.4+21. 03 282 -33.2+20. 41
il -
(VAS, 0- 30 # 256 -35.8+20. 44 260 -35.4+21. 28
100) 54 i 235 -37.3+21. 52 226 -35.9+22. 51
Sk | STATAY 300 1.61+0.55 302 1.56+0. 59
HAQ A =27 1438 278 -0.56+0. 56 282 -0.50+0. 52
(A= 30 256 -0. 60+0. 59 261 -0.51+0. 57
0-3) 54 i 235 -0.61%+0. 61 226 -0.53%+0. 60
NR—=RF A 299 1.90+2. 51 302 1.89+2. 19
CRP 1438 275 -0.60+2. 94 282 -0.80+1.93
(mg/dL) 30 # 255 -0.69+2. 33 261 -0.74+1.95
54 1 233 -0.68*2.18 224 -0.65+2.63
S 298 46.5+22. 30 302 48.5+22. 60
ESR 14 1 276 -13.7+20. 85 282 -16.9+19. 51
(mm/hr) 30 3 254 ~15. 3-20. 81 261 ~15.7+21. 79
54 i 233 -12.0+22. 00 225 -15.1+21.71

) JeAT A ABERN,  EU THGE ST A > 7 ) 2= T A
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6) BAEBRIRDEST [BIXRMFHMEIEE ]

54 HOBERIEA AT *OR—AF 4 D OIRT CEE EEBEERZE) 13, AFIEE
T 32.526.85, JE{T/3A AEHGLT BET 28. 7+30.66 T, MEHIFEEETH T,
* X HREf2IC X 5 modified Total Sharp Score (mTSS)

7) ACR20 shEF TR [BIXRMFFMEIEER]

Cox BN — RET/AC K DT Cld, ARABEHIEAT A AEFESLY BELD b
ACR20 RN W ATREMEA /R S LTz (O — RH=1. 30, A~ — REED 95% (5 #EIX
ff=1. 05, 1.60), F7=, ACR20 3 FE CTORFMIL, ARFIBED AT A A EIAT B L
DHENZ LR EN (p=0.019),

8) SDAI B Ur CDAI [EIXRHIEFAHEIEE ]

1438, 3038, 54 D SDAI 2 X CDAL DR_R—RAF A b DIE T CEHE AR
) 1E. AHIRE L AT A A EEEY BETREETH -T2,

) AT 3 AEES U CERBENTZA 7V F o~ 7 HFH|
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9) SF-36 (QOL) [EIXRAIEFEIEE]
14 38, 3038, 54 #HD SF-36 O FALRE & O F AR EFE, FEEEDO Y~ Y — 2 2
T DR—=AFTA b O ERIT MR TCRERTH > 72,

SF-36 : R—X 54 UhbDEIL

i A (246 i) AT A ABEIEEE (250 f51)
SF=36 D R ;j;g g | STRTA ORI, g | STATA DO,
S + IR 2 SERME + A R
1438 245 7.507+9. 45 250 5.91+8.23
S kBERE 30 246 7.63+10. 63 249 6.85+9. 02
54 3 226 7.78+10.70 220 6.49+10. 46
» . 1438 244 6.7479. 08 250 5.84+8. 31
. ,?,(gigg%ﬁg 30 3 245 6.83+9. 22 250 6.91+8. 11
54 3 225 7.297+9. 40 220 7.08=+9. 05
1438 245 10. 22+8. 35 250 8.14+8. 11
TRDd 7 30 246 9.47+9. 38 250 8.27+8.83
54 3 226 9.64+8. 86 220 8.3349.30
1438 245 5.56+7. 54 250 4.99+7.62
AR TR IR 30 ¥4 246 5.50+7.08 250 5.27+8.03
54 3 226 5.98+7.53 220 5.70%8. 60
14 245 7.73+9. 16 250 6.54+8. 69
W5 (&) 30 ¥4 246 7.36+8.81 250 6.60+9. 45
54 3 226 7.647+9. 05 220 7.227+9. 44
14 245 8.01+9.82 250 6.81+9.55
F R TERERE 30 ¥4 246 8.49+10. 81 250 7.02+9. 41
54 3 226 8.49+10. 75 220 7.93+11. 15
N 14 244 7.20+12. 68 250 6.56+11.17
. T(f%fg& " s0m 245 7.74+12. 46 250 7.06£11.23
54 3 225 7.57+12.49 220 6.86+12.38
1438 245 6.447+9. 20 250 6.60+10. 73
D OfEHE 30 3 246 6.65+10. 04 250 7.02+10. 56
54 3 226 6.92+9. 92 220 6.86+11. 44
BRI D 14 3 244 7.52+7.15 250 5.81+6.83
P~ — 30 3 245 7.18+7.91 249 6.50+7.63
ART 54 3 225 7.58+8. 06 220 6.62+8. 44
A HE D 14 3 244 6.63+10. 22 250 6.47+10. 42
P~ — 30 3 245 7.047+9. 95 250 6.60+10. 43
A7 54 3 225 7.05+10. 12 220 6.88+11.22

) JeAT A ABERNL  EU THGE ST A > 7 ) 2= TR
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10) #EARME (Salvage retreatment) HE L L-#EEEH [BIXRMNEHEIER]

30 H TRGKTEEE (Salvage retreatment) ZMEE L U7-@iBRE40%. AFFET 7 4
(2.8%) . HAT A AEIREY BET 106 (4.0%) THVY, WEEMTREETH -7,
54 B TIIAFIEET 7B (2.8%) . AT/ AEIGT BET 176 (6.8%) &\ %k

RTh-oT,

1) =£tt [BIREFHHER]

LERVERRNT R RAENNT, AHIRE 302 B ] Qe T/34 A BEFR L™ #E 300 i),
Thote, HEFZIT, AFIRED 213 6] (70.5%) & HfT/340 AEHKSD BED 211
B (70.3%) THEINTZ, Z0 9 HIEERME L ORREERPEE TE R0 &l
T FHFGIL AFIRED 132 B (43. T%) & AT/ 31 A I FRED 135 41 (45. 0%)
Thotz, FRAEELRE FRIIRT,

RRELOEREREBETELVELETER (WFThHDET 2%LLE)

A PEAT/SA A IR
HHEELR (302 f311*) (300 f311*)

FHBIE (%) FHBIE (%)
HEELDIEBL L o RE 213 (70.5%) 211 (70.3%)
RRBRE G E TE WA EHFGORGUIHKL 132 (43.7%) 135 (45.0%)
HEAZFE D BUR 10 (3.3%) 11 (3.7%)
FEEL 1 (0.3%) 6 (2.0%)
W EUE 6 (2.0%) 11 (3.7%)
Sk 6 (2.0%) 7 (2.3%)
IR 21 (7.0%) 19 (6.3%)
EUGEEDS 11 (3.6%) 6 (2.0%)
I AGE R 10 (3.3%) 6 (2.0%)
R B IRk 8 (2.6%) 9 (3.0%)
ALT 840 10 (3.3%) 11 (3. 7%)
AST H4/m 5 (1.7%) 7 (2.3%)
B U O~ 7 (2.3%) 5 (1.7%)
GV 5 (1.7%) 7 (2.3%)

MedDRA ver. 13.1

* B G BRASREG] CRFAIRE 300 H1 K O T/ A ABEHEL™Y B 302 B1l) 0 5 BIAT/ A AEIRL™ FED 2 4

WZOWTIE, AFIZ 1 RIS G L7l ARFIREE L TR LT,

V) SAT S AR < BU CRBERIA v 7 ) % o T

7t 602 fi
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2) REMHER

(5) BE - REHEER

(6) JamayfEF

1) ERARERE
(— iR FA AR
RE. HFEFERA
RAERE. R
RUAELEEGAE)
HERFTRT—
AR—FRE.
SLEARSEIRERR
AEBROAR

2) RRBEHELT
K FEDRAE
XI5 L =3/
E - HBROBE

(1) itk

(V. I6HICEET2HE] @ 15, (3) AEMCERERER], [V-5. 4) 1) Hihm

AERBR ] DIEZM,

(V. WBRICBT2THE ] © 15 (4) MEEAIRER) OIS,

SERFGTRATEEF

e A FrE R e R
R I B S LT
iy | ATDTRIE ATME, 20 | FHTBAFICTRINCHIN S ARIOREIE, 44
0038 A P B A AR | B, 2 ooy E AL I RS
%
WESIE T A
WA , TAERT4 0 A BN | 5 4R 5 % 5] Coadam - 4
gy | 7P GBS ;6 4) B 244 ) 5 5 )
WiRE (3 AT PLCE, WCREPERS
g
WEE | B T JEIEE | i iRt S
TEIEVE R B .
HEAE)
. 300 1 (70—, | 100 (1 (EReMERIRZ: 10 B
o 1,000 6 BOEERIRA | DAL WSHIRERCRE, SR
H100BISE) | A WTREARIR D B
RO | iAo, Infusion reaction, WIEREI%. /LIRS, LI, b

REE L7

(&%E]

(L 34— F®uiE#HERM 100)

17.1.2 Yy a—2i’

(1) EREIHEER (EERS)

TEENH 7 o — i 25 Bl asigel L, AH 1, 3. 5, 10mg/kg & Hi[El#&E L7z,
AHK| bmg/kg Z 45 L72BED H B, T0IBD FEEE (%5 4 WM OMAFERTL v 2 5HLL
EROH U<IZ 1 SLLT) TS B 4 61, CDAT FBEE (#5- 4 BB O #5171 &
D 70 WA > FLLERAD) Tid 4Bt 3 EIRER Th o724,

RIVEF S BUAEEE (BRPR RSl S 5 B3R <) 1%, AA Smg/kg #HRET 71.4% (5/7
B) Thot-, ERBIERIIT, RX42.9% /76 TH-oTz,
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(2) ENEIHERER (HFRE)

AH bmg/kg ZHEl, 2 W, 6 BEZICHEG L 10 B E Tlcdk®E (CDAL fEAY 25%LL |
D70 RA v FLLEDORED) ZFROT-FENLEED 7 v— JFEEE 5T HillZ 6 18
DABEIL 8 JHRIME T 46 W E THH L. ZiRENHK LG AILE LR 4 #Ek T 50
HETHE Lz, 54 BEHOSEERIT 82.5% (47/57 #), FfE (CDAI fEAS 150 A
i) 1X61.4% CTholz 4BEMRERGEITTER L ET), 7B, 4 BBITHI 0K
TGO U313 83. 3% (15/18 f31) | BARIRIL 55.6% (10/18 ) TdH o727,
BIVE R BB 13, 89. 1% (57/64 ) T 7=, E22RIVEHIL, DNA HLIREGE 53. 1%
(34/64 ) Th o7,

(3) ENEMBEHER (EERE)

AF| bmg/kg 8 WM G TILRREBHERF CE RN B —REBE 39l a xtg & L,
AAl 10mg/kg 8 WMBE T 32 £ TG L7z, BIE 8 WK SICKIT D 10mg/kg e 5-Ai
235O CDAL DL & (HJfi) 1%95.0 (334) TH-o7=?,

4) ENEE EERSSEL) (IMR)

AHKl 5mg/kg Z M)A, 2 W%, 6 WHICHEG L 10 #H E Tlod# (PCDAL 28 15 AR A
FEAEIA . 30 30 BAF) &GRSO TN b BEIED/NRD 7 v — R EE 14 4
(2 6 T LAREIT 8 TR T 46 3 F THE- L. 2RSS L7255 13 £ 4L LABE 10mg/kg
% 8 HMIFRT 46 M F THE L1z, 54 BLOUERIT 91. 7% (11/12 f), FfR=E
(PCDAT fE25 10 LAF) 132 75.0% (9/12 f51) T -7z (10mg/kg 8 M HIR#E G D&
PG 21T TER b & de), AK Smg/ke 8 WM THIHNHES L7z 5 Hllc VT,
A 10mg/kg 8 HWMIRTHKE L7z & &, HE 8 E DML 60.0% (3/541) T
Hot- 9,

17.1.3 dEEHSSEEOFRHMCH S/ 0—REE

(1) \AEI/MERER (EERE)

METFIRIR CORAR T e P E NS BEOTREHICH S 7 n— L HEREIC, 7T
AR OARHK 5mg/kg ZHEIE L Uiz, ZO/E, A% (5 4 WH%KIZBIT 5 CDAT
EAFGRTE Y 70 RA > FULER) 1377 B AREE 17% (4/24 $1) (2% L <, bmg/kg
BECIE81% (22/27 ) THY ., AEENRD LI W,

RIVE BB 13, AR G-HET 44, 4% (12/27 1) KOV 7 B AEET 24. 0% (6/25
) Thot, ERRIEMIZ. ABIEGHETDENT.4% (2/27 6], FEHET. 4%
(2/27 ) ThoTz,




(Vv.amEIcBEd 51EE )

(2) BHVEMEHER (HFFRS5) (ACCENT I HER)

AF| bmg/kg Z B[ G- L, 23812k (CDAT DS 25% LA 2> 70 iR A o b LA
D) MERO LAVIIFEIE 7 v — RIS, 0% 2, 6, LI 8 MR T 46
WETT TR IIAK bng/ke XIE 10me/kg P 5 LU7-, FOER. #E 5412
oyl :?ﬁJ%rﬁi‘i‘%ﬁ@“éif@%ﬁFEj IARFIMEFFE CAHREICE S (p=0.002), =D
HIRNE 77 B AR MERFRE 19 BITxh LT, 5mg/keg. 10mg/kg MERFRETIZEN N 38
(p=0.002), 54 WLL I (p<0. 001) ToH o7tz 219,

BIVEFA S BIMERE 13, AFH bmeg/ke HEFFEET 65.3% (126/193 f3i]) . AHl 10mg/ke #EHF
FET58.9% (113/192 f5) . 77 B ARHMERFEET 53.2% (100/188 i) Th -7,

17.1.4 MEZHBTH/0—REE

(1) BAEIERER G ERESE)

BETFIEHR COORA T 7edNEE T 5 7 u—RBEIL, 77 BAR KU 5ng/kg
Z 3 (el 2 W, 6t%k) 5 Lz, TORE. A% (i L7 2 Blo#lg
RELZ L EOEFLDSPASH) 13777 B AR 26% (8/31 f4i]) 1Zxf LT, 5mg/kg #ETIE
68% (21/31 %) THYH, ABEEDPRD LTz 9,

BIVEFFEHIBERE 1X, AH bmg/kg $5-HET 48.4% (15/31 1)) . AH 10mg/ke $&5-7¢
TH3.1% (17/3241)) . I vRBET45.2% (14/31 ) Tho7-, FRENWEHIX
5mg/kg BE CHAYE 16. 1% (5/31 f51]) . 10mg/kg BETHI7IK 12. 5% (4/32 f51]) TH o7z,

(2) BHVEMAEFER (HFFx5) (ACCENT I 3HER)

KK bmg/kg W], 2 %, 6 MEICEE L, 108, 148 s CEELL BB
D) BRDONIANEE R T 57 v— R EIC %@f&SLF‘ﬁ[ﬂmf 46 HE T
7T R UIAA| Smg/kg G Uiz, TORER, 14 BLFEOZRN K E TOHM
(B 13 7T B ARHERFRE 14 W% LT, bme/ke MEFFREIL 40 R & 88 %, 5Smeg/kg
MEFFRECIXT 7 B AR L LI L THEICRS IR ZHERFCE 5 Z L AvRahis
(p<0.001) 617,

BIVEF BB 1T, AH dSmg/kg HEFFEE T 47. 1% (65/138 Bi)) KO 7 & R HERARE
T60.4% (87/144 ) ThH -7,
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17.1.5 B o< F

(1) ENE I/IERER

AN UFY— MIIRARSREE Y v~TFREEGE L, AN MLXFH— |
OFAT (bmg/#ALLE) T, 7T BARKOAKHA 3mg/kg ZHIE], 2 W%, 6 HEIZKIHE
TG Ul (ZEHEMREEBGEABR) , ZORR, 14 D ACR £HE 20% UL EdE=RIE,
7T R ARRE 23.4% (11/47 ) \ZxE LT, AFIGHE 61.2% (30/49 #l) TH Y |
BEENREO LN (p<0.001),

Flo, ZOZEHEMREGBRICSIN LB I LT, ZHE RO &I
B 55 &t & 3mg/kg & 8 HAMIFET 4 4% 5 Lz, TOREHR, k&G 8 kD
ACR JEHE 20% DL EEGESRIL 53.3% (24/45 B) TohH O, AIMEOHEFFRGRO H i
7o 1819

RIVERIZE B (REREEEIR) 13, AH 3mg/kg $5-HET 49. 0% (24/49 #) KkUO'T'Z
BARBETEL 1% (24/47 ) Th o7z, E7REWER (BEAEER) 1%, 3mg/kg FETH
B12.2% (6/49 f5)) T o7,

(2) ENEMARR (EEHER)

AN RMLFEH— AT (6mg/HLLE) TAH 3mg/kg ZHIE, 2 W, 6 WEITH
5. 1. BlX%ix 3mg/kg. 6mg/kg & 5T 10mg/kg & 8 WG CREH LG L-, &
AT OmEY Tho7z 2,

« HEICK DENE - 54 W% D ACR-N B CEBIME+SD) 1T 3mg/kg BE (99 i)
51.3+32.1, 6mg/kg & (104 f4]) 53.8+34.4, 10mg/kg #f (104 #i]) 58.3+31.3
TH V. 10mg/kg BETIE 3mg/kg BEICK L THEZENZRD bl (p=0.024), 10
T ACR FEHE 20% LA Foks% &l 7= X 720> 72 FRF 0 54 % D ACR FEHE 20%
DL bR 1T 3me/kg $45-37. 5% (9/24 1)), 6mg/kg $%5-61.5% (16/26 f4) .
10mg/kg ¥ 5-61.5% (16/26 ) ToH -7z,

- PAHRE O R 1L - BfinEE R A F R OVED XA 27 (Sharp Score) T
FEAM L 72 B, ARG O 1 EM O & 2 725 k1T 3mg/keg B 0. 00, 6mg/kg ¥
0.48, 10mg/kg #E0.00 (T AL H HFHRAE) Thoiz,

RIVE BB 1 X, 86. 1% (179/208 i) Th o7z, FEA2EIEMIZ. DNA HUIREGE
53.8% (112/208 ) ToH -7z,
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(3) MBS EMAEHER (ATTRACT HER)

AN RFLrFI— MUANDRA RV v~ TFRBELHGL L, A FMLF
F— M T (12. 5mg/BLLE) T, 77 BARKOARA 3mg/kg ZHE], 2 Hik, 6
BTG L, gl & 8 WAMR T 54 BERERE Lz, MEIZTROEY Th-o
T B

« JER O - 54 % D ACR EHE 20% A RGERIL, 77 ARG (MTX Bl
#E) 17.0% (15/88 i) (ZkF L, AFIEEHETIZ 41.9% (36/86 fiil)) TH Y,
BENREO LN (p<0.001),

- BAEIREEOMERES IE B 5-R1 5 54 38 F CORIEIMIEER 2 T K OVE O X BRA
217 (Sharp Score) TaEAMh L7=fER, 77 B AR 4.00 (FRfE) B LizD
WZxE LT, ARAIFG#IE0.50 (FRE) Th Y., A EICBIEIREOME T I
iz (p<0.001),

- HFIREEEERREE O UGE - B RS 54 B E To B EAETRENIE (ADL) Ok % HAQ
a7 (JEBIHIR & iDL ENVEEZ AT 2 88E) TRMEL7=fR, 7 7€
AREO. 1 (HPIfE) 12k L TARKIFR S8 0.3 (houfi) THEZENRO LI
(p<<0.001), F£7=. fEHERDE QOL (SF-36) DHEAMEEY~ U —2 a7 D%k
i, 7 BAREE0.6 (FRfi) 16 L CAKIEEGRE L. 2 (hRfi) THY., AE
ZEVRD B (p=0.002),

BIVE PSS BB 1 . AHIB 5-E T 62. 5% (55/88 i) R ONT T & AREET 44. 2% (38/86
Bl) Thol-, FARREWERIZ, AAIEGHE TR 14.8% (13/88f) Th o7z,

17.1.6 R—F v MRICKSEAMERESRE SR

(1) ERFEIMERER

N—F v MEIZKDEHEMEREEELS & O IR BFEZ R E L, KA bng/kg & HIIE],
2%, 6 WHICKERS Lz, TORE, 14 8 H7- 0 OIRFEMEREL CE¥IEESD)
1L, BHET 10.17210.60 FIHE54% 0.6620.98 [A& 70 AEICH D L
(p<0.001), F7z, 14 HE BV OIRFEIEEEIT, BERTEICIVT 12 F9 11 4]
T Lz 2,

BIVERRBUBEEE 1L, 100% (12/12 ) Toh o7z, E2EIERIL, DNA HFURBE 58. 3%
(/12 6) . BefE% 41.7% (5/12 1) Th-oiz,
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17.1.7 58

(1) EREMREE

PR RE & WREERI IR RE (R BMEREED 10%LL 1, 5>2 PAST
(Psoriasis Area and Severity Index) Aa 7N 120 L) Zx&EL. 778 AR KL
OAA bmg/kg Z A1, 2 B, 6 WZICHEE Lz (MEERIRER) . £ ORER. 10 Bi%
D PAST A =27 T5%tkERIT, 77 vAREE0.0% (0/19 ) 12k LT, AFIFGRE
68.6% (24/35 %) ThHV, AEENED LN (p<0.001),

S VECE RS (R MARERED 10%2L 1, 22D PAST 2= 773 12 P E) |
RCMEME R 20 B (AR BAEI SO OV R BAEI#0Y 5 DL k. 7> CRP 23 1. 5mg/dL L |k
SAXFAD Z 01XV 23 45 53 LA B | REMER RS K Oz EAL R E AR x5 & L,
AF| 5mg/kg Z A 2 L, 6 WEHRICEL L, 5z 8 MR T 46 % TG
L7z (REIEGRER) ., ZORR, BEFHIICIHW T, SEMERREEE O PAST 2 =2
T T5%UEERIE 54.1% (20/37 Hi) . RLMEMERAEN A EE D ACR FEYE 20%UEERIT
83.3% (10/12 ), MRIEMERCHERS & iolEMEALROE BB DO BRBGEE DY TR U
Wi OEIRIZFNENST. 1% /T4, 87.5% (1/841) Th-7- 3%,

RIVE BB 12, A G-HE T 85. 7% (30/35 f5) OV 7 & AHET 36.8% (7/19
#) Thoto, EREWERIL. AHIE5HET DNA HUIKRME 68. 6% (24/35 f5il) Th -
770

(2) ENEIHERER (EERSE)

AF bmg/kg 8 1 MRREL G- CTIFZN R DHERF C X 2 W RERERF 51 6] (S5 Mo
314, RrEVERIENAR B 8 B, MRIEVERCREEE T 4, ROEEMERLEE RS 5 ) A%t
il L. KAl 10mg/kg 8 WA T 32 1 & TH G L=, PAST A =3 7 [XAHA| 5mg/kg #%
BRI A2 a7 ZFEMEE L Uz, H9E 24 WS IZF1T % PAST A a7 75% MR % 5
RS TIE 40. 7% (11/27 B . wofetERIEnJ g Tk 42.9% (3/7 #1) . fig
HIPERZRERRE TUX 33.3% (2/6 i) | WZMEMEAL EIE FBFE Tl 40. 0% (2/5 f5l) Th -
7 27)O

FIVEMISSERAERE X, 74.5% (38/51 ff) Th -7,




(V. A®ICEY 3EE )

(3) WS EMAEHER (INPACT2 HER)

HEMEMERI I 28 B (AR BA S K% OY& R BA S #s 5 LA B, 7>D CRP 23 1. bmg/dL LA |
AFFAD ZoIEV 23 45 43 LLE) Extg e L, 77 2R K OARHA| bmg/kg 2 #llal, 2 ¥
%, 6 ABICEE L, SlEkis SR T 46 W% THRE Lz, TOME, 148%
D ACR FEHE 20% L EHIT 77 B AREE 11. 0% (11/100 i) 125k LT AHKIH 58 58. 0%
(58/100 i) TdH V., AEENBD LI (p<0.001), BIFMEERZ TR OLD
X#_A =T (Modified Sharp Score) TaFAli L7-f5%:, 24 kDA a7 E{b (F¥
I EEHER ) 1377 T B ARRE 0.824+2.62 (2% LT, AFIEGHE—0.70£2.53 Th
0. AEENRD LN (p<0.001) #7530,

BIVEF S8 B RE 13 KR G- RE T 48. 2% (92/191 1) KON 7 £ AR EET 26. 5% (26/98
Bl) Thotm (22 BETIIT TR, 24 BLRIIAR 28G5 LIERZ2ET), =
7RRIERIT, AHG#E T EXGEREYE 11. 0% (21/191 ) Toh -7z,

17.1.8 REMHEEH L

(1) EREIERER

BEAFTB R CORA N 0 B ME T HER BT 2 xt G & L. A bmg/kg Z FIIF], 2 1%,
6ZICHRE L, 5l&kix 6 BFRTESG Lz GEERT), TOMRRE, 24 %, 48
W D ASAS (Assessment in Ankylosing Spondylitis) FE¥E 20% UL ErZERIIZF 1
FHT.0% (32/33 ). 96.9% (31/32 f5l) T -7,

BIVE BB 1T, 87. 9% (29/33 #9l) Td -7z, E2FITEMIZ. DNA HUABE 48. 5%
(16/33 i) T o7,

(2) BNEMAEFER (ASSERT RER)

BETFIRIRE CRORA T 0 I BB HER BB 2R & L, 77 B AR K OAH bng/kg %
wilEl, 2 ik, 6 WkICkG L, 5l&kix 6 HEMRCTEE Lz, TORKE., 24 B% D
ASAS FEHE 20% L FEkERIT 7T B AREE 19. 2% (15/78 ) 1% L. AFF G T
61.2% (123/201 f)) THY, HEEVPRD BT (p<0.001) %,
BIVER S BRI, AFIEGRET 64.9% (131/202 f5) KRONT T HREET 48.0%
(36/75 i) Th o7z, EREIMEMIZ, AFEGHECTHE 7. 9% (16/202 ) TH-
77



(V. A®\IcEY 3EE )

17.1.9 BEEXBEG#%

(1) EREMREE

BEAERE (AT aA R, THEFATY %) THHRA3 B EMERIGR EE 208 4
Xt L, 77 2R KOKH bng/kg A4, 2%, 6 HEZRICHRE L, &kt
S MR T 22 %k TG L, 30 Bk CHMEEZFTHME L=, ZORE., AL
PERHIE H Td 5 8 WL D Mayo A 2 7 BGERIL, 77 B4R 35.6% (37/104 1))
2t L, AFIHEEEE54.8% (B7/104 i) THY . AFNIFREICEVUERE R LT
(p=0.005) *,

BIVERFCHMEE 1T, AFEERET 73.1% (76/104 i) MOV T B REET 59.6%
(62/104 f5l) T -oTz, FREWEMIL. A GHET DNA HUiREGME 51. 9% (54/104
) ThHoT,

(2) \BHEMBPHE (ACTI HR)

PR (AT aA N, 7THEFAT Y %) THRRF3RIBGEHRIGREE 242
Zxt L, 77 B AR KOAKA bng/kg )], 2 W, 6 WEICHREG L, S1&k 8
PR T 46 I8 % THRG L. 54 1% £ THOMEZFHE L7z, € ORR, EEA AR
HHTh D 8HED Mayo A a 7T UERIL, 77 BARRE37.2% (45/121 #) 1ZxF L,
AHNBEGEE 69.4% (84/121 ) TH V., RAIFEICEH VWK EREZ R LT
(p<0.001) 3,

BIERFEHSEE 1T, AFIEERET 48.8% (59/121 #i) M OVF T B REET 42.1%
(561/121 #l) T o7z, ERBIEMIZ, AFIE G TER 9. 9% (12/121 #) TH-
77




(VI £ EEICT 518

2.

. RIEPHICHEE

HBHIEEHXIL
L &ME

FIEER
(1) YERERLL -
e

A7V Fv~T, 2EFNVET N TH) AT T AT VR AT
NI, AT Y ReT
EE - B D DM ORIRE TN RE L, ETIRLESRT 5 L,

A7) %37 BEFHEBRZ) (107U FTRE 1] OFERERE

OEMETNF a NDIES - BFl

d o\

, LYTUFYTT
aAEMTNF o

TNF o EEMRAD7 R h— X

1. 7IRb—Y RDFEE 2. MEEIEMERSE (ADCC) 3. ffMETFIEHERSE (CDC)

- I7z09—1ii WEC1q

TNFaEEHEE

1 RIEEETNFa FCY&EH&\ \
‘everse signaling
IC&B HAROEMS(E

TRh—Y2FE
-

Bk oO077— V%) .
el MACDRZH
=
TNFo A TNFozEsktma
(EMERoOTP—Y%) (EMfE= o077 —V%),

= Q

TNF  : tumor necrosis factor (FESBEEEFEINT-)

ADCC : antibody—dependent cellular cytotoxicity HUAEIEMEMIAEE)
CDC  : complement—dependent cytotoxicity (MHAKTEM:ARIALEZE)
MAC : membrane attack complex (FR{ZEEHAAK)

A7 VX273 n— R Y U~ T OREERICERICES LTV
INFa DIEHZRET 5, ZOFIL AN INF o OEYTERZ TS5 L L b,
JEAE SR INF o LM A CDC (RS AEPERIROEE 3 8 2 W E ADCC (BUARR A7
HIRRBE RIS E) ICk EETDL 2L, LR ARRIHA Lz TNFa %1
HEESHEHZ LIk INFe DIEHZLET 2 B2 0 TW5,



(VL. E3EE(Bid 21EE )

(2)

RWERMITD
HERRHE

(A

1) aatEE b INFa (shTNFa) (129 2SS (in vitro) *©

AEN OGEAT A AESEEP D shINF o (26T DG GBURES | Bk faW g1 (ELISA)
(2L BRi U7, ELISA LS & 0 JIE ST AHKI R OV T3 A AEEHS™ 0 shINF o (259
DABKRIREEBAE* DEEIT, & HIT9B5% Th o7, £io, K77 AE %L (SPR)
V2 & 0 PE SN TABI RO T3 A AR D shTNF o (2659 2 ARG S B FE D -
BifeiE, 2T 99% KN 106% Tl o7z, LA EDFERMN G ARKI & FAT S AEIRGY
1 shTNF (2% L CRIBBEDOFEA B Z T & & 2 b,

% In-house fRYESIC KT B EIA

2) AatEE F INFa (shINFa) =®F0EM (in vitro) 3

ARFN e A T34 AR O INF o PANEMEZ . INF o 12 X 2 Mia s+ 500
EIEE & PRI L U T, ARHI R OVeA T3 ARG (3 & H12, TNFa 12 & Dl
BEITKR U CRERFVNCIEER 27/ L, xR RiEE* O FfEix, 2hEh
101% % TN 105% TH - 1=,

% In-house fEYEMITXT 2 EIE

*Hx#i/f;]‘/ﬁ'ri T (%)

Lot A 108.5
Lot B 97.8

EN Lot C 98.6 101
Lot D 97.6
Lot E 103.9
o Lot X 98.1

ET%E&?L Lot Y 110.6 105
Lot 7 105. 1

3) BHEEEE NTNFa (tmhTNFa) (X9 2#EEHME (/n vitro)

AH Je OGEATSA FEIEE D tmhINF o 12T DA BFMEZ . tmhINF o F&ELAIA
Ze T MR SRl R e g A5 74 (CELISA) 12 R0 Helg L7z, tmhTNF o (29 % AHl
e Ot T34 APESES™ OF i G BUPE D FHIEIT TN ZN 93% K TRIT% TH Y |
AHN & FAT A AESGD (3 tnhTNF o 1% U CRBRE DRSS Bk E2 R4 525
nic,

) JeAT A ABERNL  EU THGE ST A > 7 ) 2= TR



QETE NGRS D)

4) tmhTNF o %49 % reverse signaling [Tk B 7R b— RFEFE M
(in vitro) *®

BHN e AT A AEFELD O tmhINF o @ reverse signaling Ik DT AR h— 2
FHEIEMEZ . tmhINF o ZEBUIAE 2 VL CRel L7z, B 2 7 AR h—v A
R DENE OSFEIEIL 3. T% TdH o 7= DIZHE LT, AFI R QAT 3 AEESRL™ DHfil%
(ZBT 27 R b=V AHREOEIEOFHEIZ L HIZ43% Th o7z, Lieh->T, A
%Ukﬁ‘ﬁﬁ/\47fl:7%<”m 1T tmhTNF o FEHANIC S L CRFRE DO T R b — o 2 HEE
PEERTEEZ BN,

5) £ kFor 2BEICHT DEEEME (/n vitro) ¥
ARHN R OFeAT A AEHRGE OB b Foy ZRMBICT DG BIMEZ . SPRIZELD
Wl U7z, Fey ZARMBT (FeyRT) 1% DAK R OV T/ A A I OFExHE
AHRMEOTHEIZ, ZHEN 108% KT 107% TH Y . AH| & FAT/ 1 AP
I Fey RTICK L CRIBEORABIFMEZ RTEEZ 2 6N, £, Fey xﬁé‘rfzm
a (FcyRIa) 1ZxFd 2 AH R OV T3 AEEIREES DG A BURE D - HME)
ZNEH 102% KL TN100% T 0 | AFK & JeA T34 A RS 13 Fe y RLa (2% Lfﬁ
REOREBMMtEZ R EEXbN, —FH T, Foy Z&Aa (FcyRIMa) (Zx9
2 ARHN R OVFEAT S A IR ORI GO FEEIL, ZhEi 102% Kk O
130%?3?30 Ttz AHN & FAT A AEIG O Fey RIa \2x6h3 D ks A B FTEIC 2
SERO b,
L L. Bk OFURKEMEMIEE (ADCC) TEMERIEICIBUVN T, AH & AT 31 4
B A[FEIFEEE D ADCCIEME AR LI 2 &b, A& T34 FEELY D
Fcy RIla (254 B A FMEDF1T, ADCC 1HM: 2 L7-SEERIC R & < B L7
WEEZ L,

6) HIKKIFIEMAZESE (ADCC) EFME (in vitro)

AFN T OFA T3 AESRAL O tmhTNF o FEEHIIIZ 35 ADCC {EPEA | B R ARSI
HME =7 = 7 24—l & Uik Uiz, AFIL AT A AERL ORIt
ADCC {HME* D SEMEIL, ZHEH 105% KT 110% TH D . AH| & FeAT/ 3 AEHS
BOXFREE D ADCC iFMEZ R LB 2 b,

% In-house fRYESMIZXT T HEIA

BT ADCC ifE
e T (%)
Lot A 101
Lot B 112
AH Lot C 100 105
Lot D 109
Lot E 102
Lot X 111
/
Gllﬁ:liﬁ Lot Y 108 110
Lot Z 110

) AT 3 AEEE U CERRBENTZA 7V F o~ 7 HFH
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8) WNKEFMEMARIZEE (CDC) FE (/n vitro) *®

AEN I AT A AESRE D tmhTNF o FEBHINRIC K% CDC iGME% . MR & L
Tt hiEzE TR Uiz, AREI R OYEAT A AEFS OF%F CDC 1% * D7)
I, TNZH 9T%RN0% TH Y, ARHI L Jef T/ AEISP (XFEFRE D CDC &
MaRTEBEZ LI,
% In-house fE¥EMITKT T 2 HIG

) E MEERE VRO E Clg 12T 2EEE8RMME (/n vitro)

AHN R O T34 ARG D & MR 4 277 & Clg (Sxbd 2 A& B & ELISA
WXV B LTz & 2 A, MRS BURME D FEIEIL, 22 99% K TN 98% T -
7o LTe3 o T, ARFIL OIAT A AESREY 13 Clg 125k L CRIFRE OfE A #Fal: &
RTEEZ LI,

TR (COZC) & FH (%)

Lot A 102
Lot B 98

ARFA Lot C 92 97
Lot D 101
Lot E 93
- Lot X 87

5Eg;£;££f* Lot Y 92 90
Lot Z 89

) JeAT A ABERNL  EU THGE ST A > 7 ) 2= TR




QETE NGRS D)

9) B FRRRE Fec ZRMK (FoRn) (T3 ZEEEEHMME (/n vitro) ®
ARHN R OeA T34 AEHE D FeRn (2% 25 G HIFEZ SPRICK W g L7z & 2
A, FxHREABRIMEO FHMIX, 2T 101% &N 94% Th o7z, LI -> T,
AR & JeA T3 AEFREP 1T FeRn (2% L CRRRE OFEA B2 R &2 bz,

FEIRUVETNAFTERR® OB EERNNE R UHEREYES DK

HA AF AT/ A EHEET
"EMEE B INFa (shINFa) (%45 ELISA : 95% ELISA : 95%
FEOEEE (in vitro) SPR: 99% SPR : 106%
ﬂ‘(@ﬁ; FTNFa (shINFa) "F0EM: 101% 105%
(in vitro)
kA e s INFa  (tmhINFa) (295 o o
FEAERME (in vitro) 93% 97%
tmhINF o #4195 reverse signaling {2 439 439
K DBT7 R b= AN (in vitro) ° °
b PP, FcyRI :108% FcyRI :107%
E(FFC.ZX)MZM‘XT?Z‘%Eﬁﬁ@ FeyRIa : 102% FeyRIa : 100%
vrero Fey RITa : 102% Fey RITa : 130%
| R /‘E—‘i N M
?ﬁ@mﬁmmﬂa{m (ADCC) T&H M 105% 110%
(in vitro)
i VIAVA- %
b MR & o7 Clg 1235 99% 98%

FEEEFE (in vitro)
AR 55 (CDC) 1% (in vitro) 97% 90%
b MEWH Fe 225K (FcRn) 12X14 %
FEEERE (in vitro)

ELISA : BESR 6 W15

SPR : ZKifi 77 A& A

% In-house HEHEIIZKXIT BEIS (7R b— Y AFFEEMEZBRL)

101% 94%

(L 34— R®HEE:ERA 100)
1) ®5% INFa $E&4%R (/in vitro) *7
A TNF o ~OFEEEEIL 1. 04X 10° M ' Th o 7=,

2) IL-6 EEAEMFEIER (/in vitro) *®
TNF o BB & 2 RRHESERIIR 2> & 0 TL-6 FEA 23] L 7=,

3) BHEAE INFo RIZMARIC T HEZEA (/n vitro) 7

bk IgGl @ Fe fEIRZHTH 2 &6, CDC KONADCC 12 & v 5 S INF o 2 F8H]
95 INF o PEEMIINZEE LT,

4) SRFEE INFo BBEEER (in vitro)

INF o ZHEICHEES LI INFa & bEE L, INFa 2B b sY, 55+

(ICAM=1, VCAM-1) DI AHIHI L=,

1) JeAT A AL, EU TGRS e A > 7 U o~ 7l
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5) TNFo AE4EMEIT3 T % shAIfEm &
ERMNFa b7 YAV ==y 7~ 7 AOEEFERIER 580 b,

(3) EREIER - EE R L
Friger




(VI. EMBEICET %18

1. MEREDHTS
(1) ARELEHS
e

(2) ERPREAER THERR
Shif-MPRE

EEE e L

<KED

TBEETY) V< F

1) ERRERERAE (BAANBTERE ?

B O~ FHREIC, A R PLXH— AT (6-16mg/#) CTAAl(n=51) K VAT
A FEFSY (n=53) % 3mg/kg DHETHIE, 2#%, 6 HMEITHEG L, lxkx
8 MG T 54 MRIKER G L, MiETREZBE Lz, Bif 7 U~ Tk
BilaEte)

REIRTKATNNAABERZY O 6-14 BIZH T HMBPREHRTE (FHELAZER
=)

(. 8/12;) —o— A&l 3mg/kg(n=50)  —&— SEfT/NA FEFEE® 3mg/kg (n=>50)
] (pg/mL)
- 160
1407 m 140
=120
1207 th 100
0 400 2 %
= ] E
B g0 b
P ) 5
E 604 0 2 4 6
-~ 6 BEDZSHBEOERE ®&®
20
0 1 I 1
6 8 10 14
1 G&)
%5
PK fFAT ST G4

614 WIS B PK 7 — & D3R L CUNTAKIRE 1 61 & JeA 7731 A RS BE 3 42 B\ VT

1) SEAT A AR EU TR S LA 7 Y & v~ 7



(VI Z=Ehee(Bad BIEEH )

6 ) ] DML D 90%
SEME DT

HEon-EEhae T A — & [AUC. (6-14 #) KT Crax (6
FREXENL, WIS ST 80% ~125% D& TH 0 | M D[H

BNz,

A 270 X THRIKEMESICE 1T 5 RFI R ILEST

A—5 (RETEHIE)

N FEE

P EYEhRE/N

A RB S]]
= 2% N l> T
LEIEA | SR | EEEC | Sy A”%@jftﬁ 90% (= i1 P
’ (%)
AUC. (6-14 AH 39 27, 600
) (nge | seqgq 111. 62 (100. 24,
hr/mL) I S 39 24, 700 124.29)
638 AFH 39 115
Cmax 6 3&
BN 104. 09 92.12, 117.61
(1 g/nl) 9,6:{%;1% 39 11 ( )
RIS MEFF AT - 80%~125%

*PK AR5 (EZERHMEE) £
AUC. : BB 58D 1 B 5-MIFED AUC (BEAR T IHEIFE) . Cuax @ Focre IR RS
T RCAE %(%%571» LSt L7z,

OB D IRBR IR FH D D ORI & T S 7o AFIRE 1B AT 310 A ESRGLD B 2 6]
@14 BARIEFHIF D 5 5 6~14 BT 5 PK FEFTATREETH > T-AKIRE | GlR OVEAT A AEIRGL™ B
415

@14 BETITHIA v 7 U X o~ THEREM T o 72 ARKKIEE 10 6 K% OSEAT A AESERD B 10 #1 (%
T3 ARG BE10 0 5 © 2 ik, BHAPk-5 & EE)
TE R

if:ZIK%'J&U“S‘Eﬁ/*\/f AEFE OMETRETX, WIhbBikieh 14 @i

ZiEL, b4 BEETIEON - EYENRE T XA — XL, MM CTREECTH -7,
28 G438 ITBTH2METEEDOHRE (FHELEZEERE)
(“%/égL_) —o— &% 3mg/kg —e— AT\ FEER 3mg/kg
160
140
m 1201
& 1004
?é 80
B  60-
40-
20
O_
B3RS 0 23 0 23 0 23 0 23 0 23 0 23 0 23 0 23 0 23
8 0 2 6 14 22 30 38 46 54
REEH 1 2 3 4 5 6 7 8 9
A8 GBI 51 50 50 49 46 43 43 43 40
SATINA A ERR® EFE) 53 52 50 49 46 42 44 41 40
PK bt G4
FURMHUR DBESRIT, AH R Ot T3 AESRS £ GRET, 14 B TIE 20. 0%

K TR16. 3%, 30 HTIX 28.9% K N 31.8%., 54 W TIE 31.0% K 42. 5% TH -7,

) AT A AEIE, - BU CHRRBENTA V7 U & v~ 75|



(VI EpEhie(crid 21EE )

(LE47— F®giEssEm 100)

ron—2ml

1) RIEFRSIZETDEYENRE

ENZ v — i A AR % dmg/kg DHET 3 [\ (0, 2, 6 ) FEfeiflRNE G-,
10 TAFEAMRHI DR AR DAV B &I 14 WL 8 MR TG L7z 3E
WEhRE 2 st LTz, 8 MR GBI OG- ROMIEHA v 7 )Xo~ T7RE (AVT
V) IHERRE R 9,

I A—REHICLI7— F bmg/kg EEHBMEFHGRFHIRAIRS L =KD 8 Bk
EROmMERA 7 )X TRERE (A DT n=31~38, 0. 22, 46 BITHKE5
B LURERTHR | &L RT)

(ug/mL)
1000.0—§
I N
& 1000
o S
4 ]
> A -
5 10.0?
A 4 ' ‘
% ]
1.0 H
) 3
= =
E A
o'1II!IIIIIIIIIIIIIIIIIIIIIIII
02 6 14 22 30 38 46 54 (3A)
tt ot t t t t t
PO S5E&ERE
t L= —Rigs
SRYEIE T A — & 03 Ciy 14 i Cyre 30 1 Cpre 54 3
Ei'a
5 5mg/kg EIE A UE R 2= 80.4+16.9 3.1+2.4 2.6+2.1 2.0+1.6
., | (0=31~38) ATT 78.9 3.1 2.6 2.0
=N
Cup: BT 1 REIRME, Coe : BE5-HIE (ug/mL)
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2) ERSIZETA2EMHE

5mg/kg 8 WMINEE G- THRDHMERF T & W EHE O Smg/kg &5 8 ME D MLIFT A
TVFR IS TRE (AV7 ) 130.30pg/mL THoR, ZHbHDEHEIZ 10mg/ke
BERGLIESA. 1ong/kg 5 8 B OMIEHA > 7 VX~ TRE (AT ) X
L.29ug/mL £ TEFLEZY,

Smg/kg 8 BREIfRIX G THRMNMRTELRWWI O—VREFICL IS — K 10mg/kg &
BHEFHGFIRNES LFomEhS > 7Y I TREHE (A DOT7 2,
n=26~39. 0, 16 BIFRESHH LI VRER TR | KR LRT)

(ug/mL)
1000.0
il
& 1000 o
=] =
« =
y -
7 10.0 o .
U 3
5 ]
; 1.0
= ®
E -
0.1 I I I I I I I I I I I I I I I I I I I 1
0 4 8 12 16 20 24 28 32 36 40 ()
t t t t t
SRS
t LEU—RiES5
H B H H H

Y THHE T A — X . . . . .
® 03 Cpe | OJCy 83 Cpo | 163 Cppe 40 3

L

;Z 10mg/kg | FHE+HIEMERSE | 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
==

Cop: BEHAET 1 REIAME. C,p : BEH-RIE (ug/mL)
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3) BERREMEFICHSITSEYEE

5mg/kg 8 JEEIERE G- TR RAHERF C& 20\ BAE 19 BT Smg/kg 4 TR E-21T -
fo& &2 @ 4 BHROMIEPRE L, B5HREMHERT S b L Cm L7z, £7-, ik
HIREE T 40 8 F THERFE S L2 7,

P 0—URBEICL I 7 — F bmg/kg % 4 BRR CTHGRAIRAIR S L RO MEH
A7) X IR TREKR
(A7 0. n=4~19, 4 BRRHEREURKREERELE)

(ug/mL)
1000
n
V=] 100
«®
M4
¥
P4
X 1
2
=
B
7T T T T T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 (GA)
) ) ) t ) 1) ) ) ) t
4 B SR TR IS
t LEr—RiES5

BT A — a2 K . - - - o
03 Cype 0 Cy 43 C, 8 i C, 40 3
ﬁ 5mg/kg EEIE A AR SE | 1.83+2.74 | 85.50+8.65 | 6.49+6.15|8.96+7. 25 | 14. 73+9.20
| (i=4~19) AT v 0. 80 86. 75 4. 90 6.90 8.70
J=EN
Cip : BT 1 RIRME, C : BE5-HIE (g/ml)

X o FGMIREMREITIRZ 0 & L TR LT,
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4) BRIRUVRERSIZE T 5EDBE
5mg/kg O HE G- TlIm M PR E (Cu) O RAEIX 118 1 g/mL, 3MAFE (Vo fE)
OHFYAFEIE 3. 0L, I HHNX 9.5 A TH o7z, BKRBRICBW T, BEHEOME, £
i, KE, FROBHEESOE SR OFRMBNERN 72 213580 b v ho Tz, BIBK
HARNEVRIZERLZBETIE, FHLRWEBEEIC LT Vol E 2B
(17%) DRD SN, BIBRLERNVE CFINBIRENT o A THBET D720
W ~MER L7ciE R B 2 Hiviz, bdmg/kg OHEFE S 25 1F7- 20 #i Tl 2 {ﬁJ
CCAKNC KT D HURS R Sz, BEALE AR L T D IRB O BFITAK Smg/kg %
IRl 2 W%, 6 WRICKER G LIchOERMIEIL R0 o Tc, KFIOZ VT T v A,
BEDI LT F = AMEH D UVIEAST, ALT LHIRSIZZE® ST, BHERE - ATHEREREE
BB 2EREDOETFBD SR> 72, 5mg/kg DAEHEG 2521F 72 31 1T 1 4
CARANCRTT 2Pt it E e GEAICE T D)

NEEZET SV 0—RBEICL I/ — F% 3 BIEFHEHRAERES LBomE A
VIVXIUITTREHE (A DT mAIEMEE)

(ug/mL)
1000

—@-: Smg/kg(n=28~30)
—A—: 10mg/kg(n=29~32)

100

i ANRNANE LN = it =

0.1 T T T T T T T T T |
0 2 4 6 8 10 12 14 16 18 20 (&)
t t t
5 E
+ LEr—RiS
I T A — 2 038 Cyy 238 Cyye 63 C,y. 1438
5mg/kg AT 168 33.7 21.8 5.4
F | (n=28~30) U437 R ek 113-206 26. 7-46. 4 13.8-33.3 1.4-10.6
=
£ | 10mg/kg AT 359. 5 75.1 50. 6 17.6
(n=29~32) WAV ALE = 274-419 54.1-93.7 31. 7-69. 1 9.3-23.6
Cy @ HHET 1 RFAIE, C. : B G-RIME (1 g/mL)




(VI EpEhie(crid 21EE )

TBEER ) o< 7

1) REBEIZEIT2EMERE

AN bMLEH—KEFHT (6mg/ilLLE) T, AHKI3, 10mg/kg Z#¥al, 2 Hk, 6
BATKIERG Uiz & 2 oM HRE LA EIITF®E LT L7z (CEERLE
RER) . Eo. M i, BIRRERVE CHDDVITIEART v A RIEFURIEAIGEH
W2 XD E BRI OEBERED XA B> 7oy, JERE BMI) OHIMIfE - T
TEHFRESHEIMT 2N Oz, FXUXBEERERE 2 A7 5 BE ISR ERED
ENFLETDINENIARHTH D, 3mg/kg DKEHRG 2% 1F7- 49 HITIE 2 #i,
10mg/kg DK H-% 51 7= 50 BITIE 4 BT, ARANZxHT D HUEBRIH Sz 2,

BET) IR FEBABICLIZT—RZEA M MLXY— AT (6mg/BBLLL) 3 EIFFERS
IRAIZE LE=ROMmERA 7 ) F O TREWME (ADTY)

(ng/mL)
1000
-O- : 3mg/kg(n=49)
. -@- : 10mg/kg(n=48~51)
B 100
o
< 3
% .
g °F
:I— .
3, ]
X 13
7 E
P a
[ ]
0.1 T T T T T T |
0 2 4 6 8 10 12 14 (&)
t ) t
bt E=te NS
tLIT—RiS
I ENRE T A — K 03 Cyy 238 C,. 6 3 C,pe 14 8
3mg/kg THE RS | 47.9%11.3 | 11.5%4.1 5.6+4. 1 0.8+1.1
#| (h=49) AT 47.5 10.8 4.8 0.5
=
| lomg/kg | EHIMEEAEVEMEE | 168.4+48.6 | 35.6+15.2 | 22.3%13.7 5.4+5.8
(n=48~51) AT 168. 3 33.7 20. 6 3.6
Cu @ BEHHET 1 REEAE, C,. : BEH-RIE (1 g/mL)



(VI =BT 28R )

2) HBERSIZEIT5EYMHEE

AN BLEY— AT (6mg/HLLLE) T, AFK 3mg/kg 240, 2 ., 6 HWEIC
FRGeERAIRNEE S L, 51 &Hi X 3mg/kg, 6mg/kg & 2\ T 10mg/kg % 8 HHIfE CTRAEH
H L7z & & omiEHEIIHEIITIE A LT L 72 (EERER) , 3mg/kg 5%
AT 72 99 B CLE 27 B, 6mg/kg 5% %) 7= 104 T 24 i, 10mg/kg % 5-% 5%\ F
72 104 BITI 13 BllC, AANCIHT D PRI Sz 2,

I ERE T A —H 03 Cyy 14 8 Cyy 22 38 Cre 54 3

3mg/kg EEIE EEYER S | B7.77+14.23 | 60.82+13.60 | 0.85+0.98 | 0.90+1.13
(n=86~99) AT v 58. 14 60. 35 0. 50 0. 44

f 6mg/kg EEIE YRS | 58.86+11.74 [110.94+23.83| 2.18+2.30 | 2.88+2.80
_ | (n=91~104) AT v 58. 52 113.41 1.81 2.28

B

10mg/kg SRl RE RS | 58.23+11.34 | 188.70+39.61 | 4.73+4.78 | 6.50+6.26
(n=95~104) AT v 57. 16 186. 12 3.13 5. 47

C : BEAET 1 RF[ERME. Cpo @ BRG-RIAE (1 g/mL)

AF 3mg/kg & DML 6mg/kg & 8 WM THIEHR G LTz & &, DIRAH2ENTI L
T, BEMREZ 4 BICERE LS 0HEnER A o7 ) o~ 7RE (ERIRE
OMIER b7 7REO R RE) O 2 b—3 a UFERIE, 3mg/kg T 3.35~4. 15,
6mg/kg T 5.08~7.19u g/nl. Th 7=,

3) REH‘EIZEITHEMBEE

WK S ARAER  (ATTRACT 3RBR) 1238\ T, A M b9 — MEAT (12. 5mg/iLL
E) T A3, 10mg/kg Y ARl 2 %, 6 MEZICREREHIRNE G- L, 51Xk

4 WD 5% 8 MR T 102 AR G LI MERFR RN & FRMET R <

ZE LT Mg hRE 2 BHIRIC O R 2 2 L B ST, 3mg/kg DR
b (4 8/ &30 7 73 #1TiE 10 . 3mg/kg DRAERE (8 HHIR) A% iF7z
71 BT 8 5l 10mg/kg D AEHE- (4 WK Z2iF7z 74 I TIE 1 B, 10mg/kg
DG (8 W) A5 72 77 FITIL 6 Fillc, AFNIRT 25k mit S v
GMENITRGT D) 22,

1 2) AFIOAGRRK &L 1 [ 10mg/kg TH 2,



(VI EpEhie(crid 21EE )

[R—F v MAICKDHBMHREESE S RE

) REBGIZETHEYERE

AHI5, 10mg/kg P ZAIE, 2@, 6 EEICEG L, BIEfiE 8 MR T 46
FORERE Uiz & & oM hRE &G BEOEIMIE-> T 20 LE L
EPREZRIIFEICHOE MR 2 2 Bl S, ARBRTIZ 5, 10mg/kg DI
W% 2T T 8 BB\ TARANI KT PRIt Sz o729,

AN—F v MRICEHHAMRESESRRBEICL I 7— FEERERRHRN
BELEHOMBERA VIV F IR TREERE (ADT7 V)

(ug/mL)
1000
m
b= 100
=E]
4
>
7 10
9]
¥
>
~X 1 J =
3 -O-: 5mg/kg(n=3~4)
a -@-: 10mg/kg(n=3~4)
B
0'1IIIIIIIIIII[IIIIIIIIIIIIIIII
0 2 6 14 22 30 38 46 50 54 (&)
tt ot t t t t t
FOZ S E0EE
t LEo—Rig5s
IERE T A —H 0 Cyy 238 Cype 6 3 Cype 30 3 Cyp 54
e bmg/kg | FEIME T EEUEMRFE | 114.9+20.3| 15.9+9.9 | 14.3+7.7 | 6.7+4.5 | 6.8+4.7
5 (n=3~4) AT v 119.0 15.7 13.3 6.3 7.0
j% 10mg/kg | POl CFEVERZE | 193.1£17.2(32.5+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
Cpy : BT 1 IRAME, Cppe : B G-RIE (ug/mL)

1 3) ARFNOFR KB RIL 1 [A] 5mg/kg TH 5,



(VI Z=Ehee(Bad BIEEH )

723

1) REHBREICETIEMENE

5 VERZHE B & ROREPERI I 2 B 1T A bmg/kg ZWIE], 2 T, 6 WIS L.
FlEfid S MR T2 % E THE L L&, B LM hRE 2R+ 25 2 &
N =3 gl (*ﬁaﬁé’aaﬂ%ﬁ&@ﬁm&%ﬁ%ﬁ) 5mg/kg DA G- %52 F 7= 35 il
8 BINT, AAN T HHULDRI S 7o, SRR | oREIEREIR EE | e
PR R S S OV ML BOE FE T L2 AR A Bmg/kg M)JIEI 2 %, 6 WRIZHEE L.
SlEfEE S MR T46 BH E THER G LI &, 14 %D 54 HEE TOHRE 8
B OMIEPPEEE (hofi) 1% 0.39u g/ml 236 2.27 ug/mL OFFATHR L7- (B#
P 5.388) , Smg/kg DRIEHR G- %52} 7= 64 Hith 19 #iic, AFN T 5 HUEI M H
é?hz?bl 44~46)O

SEMEHREELTFEEEEREBEEICL I /— K bng/kg #EHEIEHHEHIRNIZES
Li=-BomERA 2V IUXIOTTEEWE (AT, n=21~35)

(ug/mL)
1000
m
b= 100
2]
e
>
7 10 ¥ ’
i‘: X/: ','X,: ,"\/
> , g %
~ 1
)
o
B
0'1IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
02 6 10 14 18 22 26 30 34 38 42 46 50 54 58 62 66 70 (GE)
UL S S S A N A
YO 51405
t L= —Rigs
HWENRE T A —H 0 Cyy 1438 C,. 30 # Cppe 70 ¥
iii 5mg/kg SEEE AR EEZE | 97.18+19.40 | 3.34+2.95 2.16+2.18 2.22+2.26
| (h=27~35) ATV 98.33 2.45 1.48 2.09
E
C : BEHET 1 FFHITRME, Cpe : B E-HIE (ug/mL)




(VI EpEhie(crid 21EE )

2) HBERSIZEIT5EMEEE

5mg/keg 8 IS5 TR R HERF T oW Fr M e, FomerEBIEI 2. MR ML,
B REPERL R IE B O Bmg/kg ¥ 5- 8 MH D MG A 7V ¥~ 7 e (8 B &
H) kR LA,

Smg/kg 8 BREFEIRS THRNMF TSR VEZEEERICL I 7— K 10mg/kg ZEH[E
RN S LEROmEFRA V7YX O TREKR (A7 2, n=44~51)

(ug/mL)
1000
ul
& 100
o
d
P
7 10
U
¥
v
X 1
2
s
E
<0.1 I I I | I I I I I I I I I I I I I I 1
0 4 8 12 16 20 24 28 32 36 40 (@)
t t t t t
HEEHRISE
t LEo—RigS
W& W& W& HE HE
HEBE AT A —F . . . . .
Reymime <7 0#C,. | OMCy | 8MC,. | 16MC,. | 403
ﬁ 10mg/kg | EHIHE HAEUE(RZE | 1. 452,23 | 20.9+51.77 | 2. 704, 05 | 3.18+4. 30 | 3. 60+4. 56
| (n=4a~51) AT 0. 00 237.99 0. 00 0.47 1.10
H
Cop - BGHET 1 ReRIAME, C,. - BEGAIME (1 g/mL)

AH bmg/kg 8 M HFRHR G- TR DHERF T X RV RS IZxE LT, AH 6mg/kg %

4 W CThE®R LG LI G OMENFE T A 7 U Fr~7RE (EFREBOIME

kT 7R Y%, 4.63 [0.00~37.69] we/mL (il [/ ME~RKMHE]) T

HoTz,

) WERBROEF 68 HI, 790 &) Zxtgl U REMSEYEIMEREHT (NONMEM ver. 7.2.0) (ZH-3<
B/ T A —Z N Tcy I 2 b—a URER



(VI e Bid 21EE )

MREMEHERX]

1) RERSICEITHEYERE

KAl bmg/keg ZHIlEl, 2 W%, 6 WEITHRE L, 5l&HhiE 6 BAN T 42 %k £ TS
Lol &, BELLMETREZHER T2 2 L3Blg Sz, bng/kg DIEHR G %
T 72 33 BT 2 Bl AFNTKT DHUE S Y,

BEMEHHERBECL ST — F Sne/ke EEMEHHHRNRS L-BOMFER(
VIUFRLTTRERB (X ST, n=32~33)

(pg/m)
1000 1
m
=
/B
th
- 100
> -
_J
D
¥
4
10 A
Z i ¥ e - " ® - - )
=
B
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 1
02 6 12 18 24 30 36 42 48 (3B)
t 1 t t t t t t t
HEB% S5
t LIRS
HWENRE T A —H 03 Cyy 24 1 C,. 48 1
;Z 5mg/kg LR AR ZE | 917642110 | 7. 40+4. 33 | 6.96+4. 48
| (n=32~33) AT 86. 28 7.01 7.37
=N
Cy : BEGHET 1 RFRIRMME, C, ¢ B G-RIME (ug/mL)




(VI EpEhie(crid 21EE )

(3) HhEE

(4) BE - ftAED
S 488

moa

EEMEKEE

1) REREICHITHEMEEE

AHl 5mg/kg M)Al 2 WL, 6 EHZICHE L, 5l&HiE 8 HHFET 22 B £ TRE
Lizb &, ZELTIMIEPIREZHERE 5 2 L NBE SN, Sng/kg DRIEHR G %
ZF 72 104 BCLHE 10 BNSAFNZ K3 D HURA R S viz 9,

BEEUXBRBHEIZLI S —F bmg/kg #EHEIFHEAFRNRE L-FOMET A
VINVXIURTREW®E (APF7 2., n=62~104)

(ug/mL)
1000

m

& 100

th

«®

>

7 10 é

)

*

Y o

X 1

2

=

E

0.1+ | — T | — T T T T | — T T T 1
0o 2 6 8 10 14 18 22 26 30 (&)
£ 3 t t
OIS EEE
t L=U—RES5
IERE T A —H 0 Cyy 6 3 Cype 1438 C,. | 2238C,., 30 8

f Smg/kg | IIE HAEAENRFE | 95.88+21.50| 11.09+7.19 | 3.45+3.98 | 2.52+2.73 | 2. 46+2.73
., |(n=62~104) AT 93. 72 10. 88 2.31 1.46 1.46
B

Cop : TGHET 1 BFHIRAE, Cpp P TRIME (1 g/mL)

2) REBEIZE T HEYEEE

ACTL BRBRIZI VT, AH bmg/kg ZAE], 2 %%, 6 BHZIZAMIFIRNRE L, §1&
frx 8 MR T 46 B E TG Lc & &, ZE Lo g IR E 2 BHFIC 72 0 HE
B 5 2 EBIE SNz, Smg/kg DE G- %5 1F 7= 116 17Tl 9 BN ARFNZ X §
LEESBE S GHEANCBT D) Y.

U ER e L

MG R L



(VI e Bid 21EE )

N
Hit
JoF

~

0

o
X

@ g

9]

<PBHEIU I F>

(ER)

5 1/ IHEER

A B b LY — N TRRAT S RIEEERIET U U~ F AT LT A 3ng/ke &
3lE (flEl, 2 Wk, 6% &5k, 5I&HiE 8 WM T 54 BRIREHRE L1z, 6
W 5-% 14 8 F TOMIFHIREHRL D B RO T YE R T A —F 2Rkt 2,

RTA—H BAfT BB HL B (CV%)
AUC. wg * hr/nL 39 28,600 (27.7)
Coox (6 1) wg/mL 39 120 (28.8)
Thax hr 39 o 252'(511' 822,0';)67) x
MRT hr 39 313 (17.9)
Ty hr 39 259 (22.1)
CL mL/hr/kg 39 0.109 (27.9)
Vs mL/kg 39 37.8 (22.3)

* o PRAE (/ME,  ROCE)

TFRLIER] A BRI UAENT L7z,

DN BEID B TRBRIZNEFTIEA > O O & FIRT ST AKIRE 1 GIROVEAT A A EESLRT B
2

@14 BRI IEF O 5 B 6~14 BIZIIT 5 PK SENTBARFETH o 7o AAIRE 1 Hil R OIEAT
A AEEIRET BE 4 5

@14 BETITHA 7V F U~ THURREMETH - T2 ARHFRE 10 FI L O T340 A E KT
RE10 B (T34 AERE BE10 05 B 2 Filik, B ikpl & &)

H) ST/ AR, - BUCRRSNIA 27 Y % e 7 A



(VI EpEhie(crid 21EE )

TEEMERIER U w~FBRFICRI LT, A b P LY — M T CAK 3mg/ke % K H
b LT RO S R S 7 A — 2 &y Y,

e Of) RTGA—H JiE B L) (CV%)

Coax (12 g/mL) 288 91.48 (35)

0 Coin (12 g/mL) 282 15.96 (57)
Toax (hr) 288 3.00 (1.83, 4.08) *

Coax (u g/mL) 286 111.91 (32)

2 Cotn (u g/mL) 277 6.21 (75)
Tyes (hr) 286 2.21 (0.25, 4.03) *

Coax (12 g/mL) 276 98.24 (40)

6 Cuin (1 g/mL) 266 1.49 (303)
Tyes (hr) 276 2.25 (0.08, 7.33) *

Coax (u g/mL) 267 90.35 (36)

14 Cuin (12 g/mL) 259 1.04 (137)
Toax (hr) 267 3.00 (1.17, 3.20) *

Coax (u g/mL) 256 90. 838 (40)

Cotn (u g/mL) 238 0.98 (392)
22 Tuax (hr) 256 3.00 (2.00, 3.25) *

Cavss (1 g/mL) 238 47.13 (40)

PTF 238 1.86 (12)

Coax (u g/mL) 241 83.51 (38)

30 Cuin (1 g/mL) 230 0.83 (138)
Toax (hr) 241 2.08 (2.00, 3.50) *

Coax (u g/mL) 237 84.35 (39)

38 Coin (12 g/mL) 232 0.85 (408)
Toax (hr) 237 2.08 (2.00, 3.25) *

Coax (12 g/mL) 231 80.53 (39)

46 Cuin (1 g/mL) 222 0.82 (134)
Tyes (hr) 231 2.08 (1.98, 3.25) *

Coax (u g/mL) 221 75.34 (38)

54

Toax (hr) 221 2.12 (2.00, 3.18) *

w0 FRAE (R/IME,  SRkfiE)

(1) A& Jvay =k X Ml
(2) RAGEEEH GACRBNA

() HEEEEH LR L

4 2IV752R ERFRS R

(6) NHEHE ERFRS R

(6) ZDith LR L




(VI e Bid 21EE )

3. B&EM (GREax
L—ay)
(1) fgAE

(2) IR A—3EH
2R

4. RN
il

fn 7% - A BE P9
BiE

o
&

—~
—_—
~

(2) Mm% — Rz
BiE

(3) Fir~DBITHE

(4) BRBR~DIBATHE

(5) ZFDfthDiBiEA~D
ATIE

(6) MIREAHEEER

R L

EE R L

BEARRAA

gk L

B R L

(L3 r— FRE#EEER 100)

AT A A EIED [ TREENER D D L OMEN D D, TEo T, AFIOFR G275
FIBENS OHAERIZEN T, BREOY 27 REEDTREERDH DD, £T
U F o T DRI EARLETH D O,

BRI L

BRI L

BRI L

[5%]

16. 3 4545

(LE 4 — F®&i%&:Em 100)

t hINFa b T AV 2=y 7 <0 AR NREZREHEAR <7 212, S i@k A > 7
VX <=7 10mg/kg & FRIRINEE G- LT- & & Dlifias « BN USRI EE 1TV T
D, i, B <. BBR. PR, AT M ORI PR EE . YL T B AT

Mol

EE R L

1) JeAT/ A AR EU CHGR S LA v 7 Y o~ iR



(VI EpEhie(crid 21EE )

6

7

8.

e

(1) KEBLLED
RS

(2) RBICEET S
B% (P %)
OHFH HE5E

(3) FIELEEZNRD
BFERUZDES

(4) KRBEHOEED
BERVEMEL.
LR

N 31

b5 URR—8—
(CBH9 2 15%R

REERR L
(KRANIHNEPED A & 7a7 ) 2 ERERICT X BREFEDP SRS TS Z &
Mo, RRMDA L 77 ) o ERBRICKR# ST D EEZ BN D,)

e =

16.4 &

(L 34— F®uE#HERM 100)

thINFa hT7 AV 2=y <0 AT PSS EHRA 7V X2 <T7H 10mg/kg %
HIRNR G L7 8 2 A, MiETIiEEE U ORI S, fREIamt &
NWipofe, 72, b b Ig6l & FERIZHIMEN B RMIBEIZ K 0 RN T oI S
nNoHbLOEHER SIS P,

MAERR L

Y LR

LR L

LR L
CRANINIERED A 5 ) 707 U > LB T 3 B2 D SRR SR T 5 2 2
MB. RERIEDA b 707 Y o LIRS B S N, AR LT 3/ BRIET
VBT =MD Y | BRI RONRE A LTRSS b oL B X BND,)

e =

16.5 HEftt

(L 34— F®mEEHERM 100)

EFNMNFa AV xz=w 7~ AT, PSEERRIRA 7 ) <7 H) 10mg/kg %
RN G L& 2 A, #5514 H B £ TORKOERT NI GHEEREOZNEN
11. 5% KON 12. 2% 23R S du, faPIlEE1% 23. 7% T - 7= ™,

MR L



(VI e Bid 21EE )

9. ENFEIZLD

10. BEDEREZRT
HEE

B R L

BRI L

(%]

(LS4 — R®E T 100)

16.6.1 /hNR

(Y O—2&

1) A% bmg/kg DHET 3 E (0, 2, 6 ) FrReFIRNT G4, 10 BEHGRFIZ %)
BN SN BE ZRRIC 14 BLFE 8 M TG LI-REO Ry ERE 2 Bt L
7=, 8 WM H GBI OB SRTOMIET A > 7 U R~ TIE (X7 V) TR SN
77 bmg/kg DREHREG%3%1F7- 14 FICBWTARFN T2 HUAITHRE SN/ -

- 9)

- o

MR B—URBAEICL 27— K dmg/kg ZEMEIFGIRAERS LI-ROmED
AVTVXITTREHE (ADT72, n=8~14, 0, 22, 46 BIFE5HE L VRS
BT 1BERLRT)

(ug/mb)
1000

il
b= 100
th 3
A ]
> 1@®-. .-
7 10 o ..-\.’ 3
U 3 - .- -
* 3 Re
y -
X 13
7 E
- =
E; a
<O‘l"IIIIIIIIIIIIIIIIIIIIIIIIIIII
02 6 14 22 30 38 46 54 (@)
tt 1 t ) ) 1) )
FOE S5&85E
U= —RiES
HEENRE N T A —H 0 3 Cyy 14 # Cpre 30 3 Cpre 54 3@
&
5 5mg/ke SR RS YERSE (91,194 10.60] 4. 71+3.36 | 4.28+3.32 | 4.19+3.69
| (i=8~14) AVT v 91.48 4.54 3.75 3.62
J==N
Cp : BT 1 FEEIAME, Cpe : B 5-RIE (1 g/mL)



(VI Z=¥Ehee(cBad BIEE )

HEREGITRIT 5K WEhR

2) Al bmg/kg 81

A PRI G- TRRDHERF T & W b BIlISAFH 10mg/ke ZH5-

L7z & &0 8 EEDOMEHRIEE X, M & i LT L7z, 10mg/kg D 5% 5%
72 5 BBV CTARRNIR T 2 U S e o7z ¥
iy e oy e
SRENHE R T R — &K
018 Cpe 03 Cyy 8 M Cyre 16 1
E; 10mg/ke B SRS | 2.8543.74 | 173.87+8.44 | 4.57+5.11 | 7.82+6.93
| (=3~5) AT v 0.38 173.20 1. 16 9.61
==X
Cp s BT 1 RFMIAIME, Coro : BE5-RIE (ug/mL)
¥ 10mg/kg FIAlEH5HEEZ 0 & L CERH L,
EEMEXEE% )
1) AH bmg/kg WAl 2F%, 6 BRICKESG L, 5lxHix 8 AMIRET 22 A% ET

BehL- &, BELZMIEPREZMEEFT25 2 &M BIE Sz, dmg/kg DKEH

B2 17 21 5 CIIAH

CXFT DRI S o722,

INRDBEBEMERGRDEEREICL 27— F bdmg/kg ZHEHBEIRGRAIRMNIZS L=
DIFERA V7V X TRERE (A DT, n=14~21)

(ug/mb)
1000
m
& 100
b :
4 ]
AN -
g '°3 .
+ ]
:J ol
X 13
7 3
N==:] -
= .
fg a
0.1 I I I I I I I I I I I I I 1 I 1
0 2 6 8 10 14 18 22 26 30 GA)
t ¢ t t t
FO3% 5 85E
t LEr—RiES
IERE T A —H 0 Cyy 6 3 Cype 1438 C,. | 223C,., 30 3
f Smg/kg | FHUME TAEUE(FZE | 96.18+15.65| 12.34+7.51 | 3.30+3. 03 | 2. 68+3.02 | 2. 74+3. 52
_ |(@=14~21) AT 97. 17 10. 35 2.58 1.54 1.34
B
Cu : B HHET 1 RfHRME, C @ BEG-HIfE (ug/mL)
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1. 20t EE RS L




TeH([FALDIES) CEHT HIER
\qﬂo Zi: 71 <I>I EEU?? ‘*';5 :qg
1. BERAREED | ma
HH (HREstE)
11 AFUBEIC £ Y . . BIEESCEELRLER VHMEROELSEA

HobndI EMNHY. FHEOBEERIFALNTREGLD, BEESDOHER
LHESA TN D, FENERETASEDIRF TRV LHLED. oD

BFHREBHICTOHAL, BENBERLE-CEEHALELLT, BRLOARE

11.1.4, 15.1.4 ]

MHIEREE LFEDD EHEINDIIGEICOHRETEH L, £z, AFDE
ANEBLI-GAICIEK,. TREICERTIES5BEICTIEEEZAD L,
1.2 RESE

BiI2sWT, EREGEMERAICK Y. BaMGTRBELESASENHHIDT, B
RRICTRIHETEIERERRVERMDS & TRE L., RFRERIZEIE
A

[1.21.122.14,.21.22.24.82.87.91.1.9.1.2. 914, 11.1.1. 11.1.2,
121 EELRELE

B, ERREEZECHMRREEZOBEMLGEREELHOHONEZ L
BHB1=H. +RLBBBEETIBRERFEDREISEET S L, [1.1. 2.1,
9.1.1, 11.1.1 B8]

1.2.2 ##%

BEEE (AR RUMMERZ (BEIE. BIE. ) 2 /\EF) 280HEK

PREEL. ETHLEHON TS, HEROBEREE TIHEROBEALEEWTE
EDEENNH S0, FEIRE(Z5%I > THREZICET 5 +2 02 R U R

AROLoN-HlLHESNTINS, [1.1. 2.2, 82, 9.1.2, 11.1.2 ZE]
1.3 REKLEICEET 5 KRG

LY MFURBREBIZNMZ, A4 —2J 0O -y BEHSABIIIYRILY ) URIE
BREZTVD, BERIS CTREZZITS52LICKY . BRBRLOFELXHERT S
52 &, YNILY ) URIGEDBRENEHOEEICEVT, BERTEEHEZ
1.3.1 Infusion reaction

S&. T, HBROBRBREEICE, ERREOREZELELT, FHlERET

MEFE. F7/ —E, BERE. B2 ERKEH) . EELHLHONDHIEN
RTRLTDLEEZ

p— = -

REZEDH DS WNIIZRER TR 2 BERLAIZHKI T S infusion reaction® 5

b, BEERT T 74 5F0— (MREH%, [EEE, mMEELF. mEET.
172

11.1.3. 14.2.2 B8]

Hod. FEIFRERFIZTDEHIENDTESEKZEL-LTREZRMBL. &5

L. £f-. EEL infusion reaction MHEIRL 1=
BEICIE, AFDO/SEFRIEL, BUELEEITI &, [2.3, 8.6, 8.8, 9.1.7,
1.3.2 EXMBBE (BIR5EDIEE)

. SEERE. TOE. F - EEEE. BTES. SRS

FHEZER I BULRBRICERECLDZESOERMEBHBE (FHARE. ®5.

IREESE. BRI
AHohHhd EWHd. BREICITERMEBBENERICHA. THLEHEE
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1752 &, [2.3. 86, 9.1.7, 11.1.7 3]

1.4 BREER BOBRKERR W/ XILESRZ I LB, AFIZEET TNF INHER
ZEITEHERRTHoONDZ LD H D, BEEERE (ZRMEEILESE) RUZTD
BEROHLIBHICITRE LGN LEL, RBEERERSEECREEEZE
THREICERETIEEICK. BEEGEHEOREEERT 4L, +o71
BEEITS52 &, [1.1, 24, 914, 11.1.4 BE]

(BEERY D2 F)

1.5 REIDBBEEITORNC. ERTOA FERRERR UMDY Y FEZD
FRE+AMET DL, T, FFNZODWTO+ABHHE ) I FAED
REBELOEMMAMMERT S L.

(R—=F v MRICK ZHAMRIESRE S E%)

1.6 REIDARBEEIT SR, BRFEAEE (U 0XRY UF) OFERE+IBET
528, Flzo R—F v MEICKDEAMRIESE S EXDARRRERD
REELARFICOVWTHLLMBEET 2NREOEMMNZE L ARICK LT
+oiEEE L YFERT I L,

(&3

1.7 REIDBEETSRIC. BEOLHEE (RNREEZEL) OFERE+H
BEITBHL, Tz, LEOARRBREFE ODEMEAFICOVTHALMEE
BT HEEMNEEEF L VFERTHIL,

CGAEMEHA)

1.8 ARIDABBEEITORNC. BFAEE GEXT0O4 FHERXERE) OFEAE
+AMETEE, T, KFUZDWTD+RLHHBEBEEEHELDDIHR
WABEDRRE L DEMMNERAT I &,

(P a—R)

1.9 REIDBEETSAIC. BFEABREOFEREZ+TIMETH L, F=z. FF
[COVTO+AHTMBE Y O—URABRORERZ L DEMMNERT S L,

GEBMXRE %)

1.10 REIDEBEZITORIC. BFEABREOFERE+IMET S L, £z, AF
[COVWTO+RHEAEEEBERBLARORRE L DEMANERT 52 &,

[fizari]

(EheEE)

1.1 ARANZ, AEIRT L O REERAEAS/IHRE SN TWD, Z07d, Ba
K Ch o ThH oIl T 2EEMR LK NEROS & THRET 52 L0
BHTH D,

1.2.1 AF %G Telt INF 1ER 249 % A OFE IR SCOZEEMIC I, Bt oz
BLRBYYEDFRBDE D IAE N TN D, RENE, RN ISV TEE
M E 2 LD INFa DIERZMA S 2 LI X VRPN ERET DA TH 5
7o, MBERISEWITHZENEXLND, £, KR OEKRERIZI T




(vi. 22 (EALOIES) Y ER)

b B E M A B T & RV EERBYYE S HE SN TR Y | AFIO M RE N R
HNCFET 2 2 & 2B 20 &+ 72 MM OBIRRLETH 2,

122 fEiZIC BT D MiANRE L, BT 5 L ERRFELAGEDH L0, B
FE R L 2B 21T 9 L CEEEZBT DN D REMEN H D, HIT A A
PR TR T B SV IER T 5% 5 A TRIEL7-H D b
RO B, EHITIIETHLHE SN TND, £z, BIBMRE D b IEEMRE
BeBAT LIz EHER SN DIERI LB b= 2 Eonh | FERNCR. iy
YR URE, A =T zn -y IR T VT ) RSB RO
TR CT MRS % 5 U RO BER O A T 2 BN H 5, il
B OBEBIE IR0 5.4 Lz LT, ARZ2# G545 2 &, ek
JAAKOBERRBR Tl A v Z—7 =1 -y FHERBR S OB A TR Mo K
FIZBWTH, BHSRITIFIMEZRENRD SR wERH D Y,

1.3.1 A G T H DV ITH G K TH% 2 BEUNICEI T 5 8I/E/H % infusion
reaction W9, AT A AEIELT (2B WTIE, BEEEOHREEH DV IR
HadiE L, WYNCEEIT O Z LIk D 2O NHeMICEE Lz P, EE
72 infusion reaction MJEIR & LTl WL REE, <U& &k, T B ifE
KT, MAERE, 77/ —8, KBFEE. BE B, KEERH 5,

1.3.2 AFNCH W TERMREUE & (X, BHEGLTHE 3 ALLERRE L TRELT 5
WHEUEZ VD, HEHREMM® T THEST256120%, BREEBEUE D
BUCHEET HARERH D,

1.4 TNF o PHFESE & BEREAZ B & OBIEPEIZBI U CIX HL TNF o fEFI 295 INF 5%
FRBANZ 5\ T S 72 2 LIE BF 133 2 BRR R IC B\ T, 7
T RECH L CHBEITIERNEL LTz L ORENDH D ),

F7o. BIRERABOBE AT A ARG 285 Lz & 2 A TEROELN
HHNTZE DRENRH D T,

(BEEY 92 F)

1.5 B U~ FIZB W T IBEOTRE CIERT v A RHEFRIER K OMtLoFt Y
U FI (X b b UX— MNUEIEZETe) X HEURIERETo THER
WCERT D LN RIERDELGEIC, AFlokG2175 2 & (IV-2. Zhig
XD R BET 5] OHESBM),

(R—=F vy MRICKDHAMRESE S EL)

1.6 X—F = v MEICKDEIRMEREES L 9 A OBE T LT, AFNC THREE
BAGT HANC S 7 m AR Y VEOMEH Z+HaEE L, AEFRORBBUTHL T
XL LHIRN—F = v MEIZL DHEIRMEREES L 5 R OIR R & Fr IR B
= & ARBNZ DN T 72 ik &2 3 2 NRHE O EERT A2 M & IRk LT+
Sy TeEHE R b o T A Z L,

) JeAT A ABERNL  EU THGE ST A > 7 ) 2= TR



(v 22 (ERLDOIES) I 5ER)

Fr 3
2. ¥R

EH

REEZED

(§zf8)

1.7 WREOBAEITRE LT, RFNC TR A BltAT 2 BN BEF O R IRE (SRR
BaEET) OFERZHSICBRE L, FEOIRRRER D & 2 EEAT & ARFIZDUT
+43 A AT A EMIEES L > TIREICHT-D L D ICAREERE LT,

CGEEMEH LK)

1.8 REMFHEROBE K LT, AFNC TR Z AT 5 A BEFIERE (JEA
T a4 REFIIERSE) OfHZH5ICBE L, AFIZ OV T4 ek &
SRIEMEFHESR ORI K OVERRRER D & 2 ERI DGR H 72D K D ITARHE AR
E L7z,

(YU B—29F)

1.9 7 o—JROBEITH LT, AR TR Z BT 2 BN BE AR O H 2
TR L. 7 a—IEORBRBRO B D IEMSERICH =D L ) ICREE
BRE LT,

CEBMEXRE )

1.10 JEEBME RIS O BFE I LT, RENS CTHRHE & BitET 2 AN BEFFIRE SR O 1 ]
o3I AE L IRIBE R R DIRHIRBR D & 2 R ASBFRIZ 512D £ 91Tk
HAERELT,

2. 22 (ROBHEICEFEBELEWLNIE)

2.1 EmEEZEYYE (SES) OBFE DEREZBSE2B8E01H D] [1.1,
1.2.1, 9.1.1, 11.1.1 &BH#]

2.2 IFEEREZ O BE ERZELLI 2 BEZNNH 5, ][1.1,1.2.2,8.2,9. 1. 2,
11.1.2 2]

23 AR ORI~ T AHRROERE (v A8 XA T8 b MEFUASE)
W DI BUE OO H H 8B [1.3.1, 1.3.2, 8.6, 8.8, 9.1.7, 11. 1.3,
11.1.7, 14.2.2 B8]

2.4 WBiBERE (ZRMEBES) RO OBAEREOH 5 BE UER O R &L OE
IbDBENANRH D] [1.1, 1.4, 9.1.4, 11.1.4 B]

2.5 9 oIt AREOBRE [15.1.2 BH]

[fgn]

2.1 V- 1. BENEEZOHEBE] O 1.2.1 OESME,

22 IVI-1. 25 NEEZOHEB] O 1.2.2 DESM,

23 AKKNE, v~ v AL E FOFATHRIE ) 7 a—FHiRTH Y | HLIROD Fab fEIE D
—H# (TR I~V AE 7 a—FAfUEHRO X RV ETH D, Lizio
T YU AHKD X 237 BTk 2R BUE OREEIE D & 2 BE AR 2 &5 L
7. IBBUER LT D FREIER T E TE R0,

2.4 BH &G edt INF RAIOILBEDOTEFE, HU INF FIEIZB O THHXMR R L
KRR R D PLBELR B DR BB WA ST Y | WAMNIIT D ARHFIDREAR
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. BNEER ISR IR

HYHEIREED
EH

. RERUHAEICHE
EYHIFEEED
EH

. BEEGEREE

ETNER

R CH M WEORBNHE SN WD Z &b Y| PR B &L O OB
JED & 5 BFE TG LWL D EEMER 21T 9 72, AIZF#E L7,
V- 1.5 NE EZ OB O 1.4 DESHE,

25 =a— 3 — 7 LIBHENED T, ODAREOEELE/FE (NYHA) MERIVED 5 -
MAEDARRRE Z R E LI T3 AERSD O ERRRICB T, D
REFERFEOBACIZ LV ABECHTIZELHBED 10mg/kg FHRETEWNZ &H
oo (VI-12. (1) BRI ES L E#R) @ 15.1.2 DEBM),
L7235 T, REPEGAZ L o TOARBIER DB T 5 ATREVENR & 5 7o O ARTH & 5%
E LT,

VE) ST AEIE ¢ BUCRRE NI A V7 Y F 2w TR

(V. 2. eI RICBEE T DIERE) OHSM,

V. 4. ELOHEICEES SEE] OEBMH,

8. EELEARNIEE

8.1 AANTMHIENREINC O VR T 2720 (bmg/kg I EREIDR< &b
8~12 W), Z OMIIZEWER ORBUEE T 52 &, £, oLyl &
DY EFEZDEBIERTHZ &,

8.2 AHNF G - THREZICEIT 2+ 2 R O L o b7 A 1N
2 A VE—T -y WHERBR UL L7 ) SR 2 ATV, T S
CTRESEAITH ZLICX Y, MEREREOERAHET 52 L, £, AFIESL
T, L BT U RAEF O A 2 EIRIICAT 9 72 EREEEDFE BT
EHIERE L, BEIT L, fEE R IR R B L7256 (Fied 2%, &
BGE) IITENCFREICER T AL OMBT o2 &, [1.1, 1.2.2, 2.2,
9.1.2, 11.1.2 ]

8.3 AHIZ T LeHl TNF BANZ L2 B BUATR U A /L 2O FHEMELAI]E STV D
DT AFNIFE LA > T BRFR T A NV ARG DO FE LR THZ L, [9.1.3
Z ]

8.4 Al hG Licte, FE WK, MERINEESEOREMENM R OIERDE & 5 bl
7oA TR FIREISER T2 L o BT 52 L, [9.1.5,11. 1.5
Z ]

8.5 AFNRMIX, £V FUEREITORWI &, £, AFlOFLLED Y

F UL DRIBRIITICHIT D ZENEE L, RDEGRTAEY 7 F U




(v 22 (ERLDOIES) I 5ER)

DOARFNOE G THoREREH T DI ENTERWEEITIE, VA7 « X
X7 4y FEREBEICHB L ETHERT 2L, ATV 7 F AT K DEYYEREL
DFAMREMENREE TE 20,

8.6 AHF|#E-H 1L infusion reaction |(Zx4 AU ARIEXNEE (7 KL+ VU o,
RBIEREARVEAH, Sl AZ I VHIIETE T 2 7 = UF) RRALE
FEDLICERTE D L HokEflob & T, #52GL, 5K THDL T+
DIBIEEITO 2 &, o, BRMBHEUE 3 AL ERE%) Bebbitd &
WHDOT, BEFICHSHHIL, 32, BE. £ o8, F - HmlE, S5,
SR ENFEEL L7256, FIREICEET D LR 57 Lt xhicd & 5
b, [1.3.1, 1.3.2, 2.3, 8.8, 9.1.7, 11.1.3, 11.1.7, 14.2.2 BH]

8.7 WIKRERICEH T BG4 3 EMOBHIFHE T, B Y o RSO EYEEE O
REDNME SN TN D, BERIEMEEERO S 5 BE IR OREIHIF % B 5
Lich, BYUESCEMN Y o RBEORBLOBRMENEE 2 Z ERmE ST
b. Fio. AAIEETH INF BB ZHH Liz/NEEER AW, B
U U B OEMESE N HRE SN TS, AENTERT 2008 50T,
BRSO BUITEE T S22 L, [1.1, 15.1.4 B3]

8.8 AAlF~7 AEABM KRS NH A2, b MIUIRBEATHY . H5%,
AENCKET DHUERDBEA SN D Z ERH D, BRRBRIZB O TARANCKTT 551
ROFEADPHER SNTCBERIT., FUEDRELEI N o T BERITH A
infusion reaction MIEHNLUMHEMIZH VU |, F 7=, AAND . OFEe 1 E
R BMEE DT DAL, M HEENME T Lz BE TIIROBE O AR S 5.
[1.3.1, 2.3, 7.2, 8.6, 9.1.7, 11.1.3, 14.2.2, 16.1.2-16. 1.7, 16.6.1 &f]

8.9 AH|ZEH LI-BHEICEBW T, MM N B IR I L L OREND D,
FIER GO IIAAE GO IE 2 EBE S5 2 L,

[fgn]

8.1 AH D i HP i B IR0 10.8~12.2 HTH D » 2, F7=, T34 FEIEN,
W % bmg/kg TG LI2GG, e &b 8 S 12 WM A AR A
BHEND O, Lo T, REOEGIC L 2EIEHORBUZ WL, 5 E
BIZTTRZOH L TDICHERT D2 LERDH D,

8.2 IVII-1.2EN%x L ZDOHE] O 1.2.2 DESMH,
W BNTHERZ I L2 B Tl ERDAH TR WEATH, AFIOFREFIZL Y
FEENBE LR BT 2 2 &R H D, 2 TORE OB OG BA RS 5
7o ARFNE SN B | R OBERE & G+ 7 M, L > N7 U,
Ao —Tzar-y AR (V4T 4720 ® B 22— R, T-ZARy 1@
TB) MXIX>Y L7 U U SOSHRA & ONE B S CT MASFE 41T 5 MWERH 5, il
DBEREYFE e OGN G o 5 B I IX PSR A & - LTz B OARKI A
U, M vy b7 RS 2 EMIRICAT O 55 BEORBUIZ H R T S
Z L, BEIL, BEOIERDPEDON DG (FHT 2%, JEVEE) 13ECNT
FIREISEET D X +a2ila T 2 &,

TE) ST AESS : B CERSNIA v 7 ) v~ 7 R




(V. &M (ERALOEES) 12T 5180 )

8.3 AH| L FIREDERMEF 2+ 540 INF fHI 285 S B BIFR 7 A L A% ¥
U7 OBE TR RE BN T, BEIFR 7 A L 2 OFEHALSHE ST
WA, REIZFEH L7z,

8.4 AAIDFH T L v Bk OWENH D=, REIZRHEH L ((VI-8. (1)
BERAREWER & WIHER ) OEBH),

8.5 TNFa DT 7 F VINEICKHT HDHEREIL 3T Do TE LT, AANEHR I RIE
bV 7 F o8 L CHOHIRE LIRS SR W ATREMESS, £V 7 F U 28
FELZEXITREMEERBLCLE D ZERMETE 0,

8.6 K| 512 X 5 infusion reaction {2 DWW TIL, @B S DIERICHW SN A K
W (7 RvF U o, BIREERLVEVAL IEAZ I VAIIIT 2 T 7

2 O¥E-H A VITEY R AE N TED KD KOE - BAROMEE, ks
{Jﬁ%ﬁofio< ZERBETHD P, &5, BRERMBEIEIC OV T, l:Eﬂi
DIEZBEBIIZITONRNWGAEBE X %m FERfi7 & BB @ U 22 F 58 3T
N5k oHbE CREICER L,

8.7 BAf U v~ T TIL, JEMBBEE T AEME Y VRO FEHLER E 00 | R
TR & B Y L OoNEIREERSAHBE LT D D FEm, S kI oo 6 HE G
FEMEESEORBRNE O D EORERH DH, SHIT, 7 a—RIBWT,
HERTF LI URER R X U REORBR T FERBRE L LT
T 469 RN 2. 22 5V Z ENRESNTND P, 7o — el v
~F O K ) R EHRIEMER B TIZEMICh 0 IR S HE STV b
ENEL, INHOEEBENREZOND,

2009 4= 8 H 4 HIKEEMEZRENF (FDA) 1%, H1INF RANZ L 515K A=< T 72
R OEFRANICIBT DY o EEOEMEG DY 27 EFICOWTHEER
L7z, A7) F v ~T7®AIZEGTeht INF 850 26 UBEMEREE 23 30E L7z
IR R OFFAERRN 48 Bl & it L 7o e, RN AR V% U R OFEAR Y
XY oREEGL Y oNETH oo, £7o, oBMEER & L THImE, B
i, BRI DNADRH D INRICEWTRIERENTH 2 I AIE, RS
BN AE LG EN T, 48 B0 B (88%) THuZInilH 2/ L
THY | EHEGORBICE L T2 LR OEES i 523, It INF fAIGF
RAORBLRATENESRTND Y,
AFENTE ) 7 a—FAPERTHY MEZDOHLDOE L TERNP/ADEESIND LD
TRV, Fo, AFNTEREW O TNF o & ZESERRNZ LD, TNFa
DYER 2T 5 2 L1 K 2 RWIHI 7R 5028 2 Rl C & 72 72D 23 AJRERR IR 1T
I L Cevy, Zeds, IS INF o OFER G SN TV HET L TH D TNF
oI T YRR (=/7) TiE, BEROFREN VIE & 5 U250 AEBRIC
BOWT BAER < 7 2 &g U CTHERFEA OBINTRED TR0 & OHE R
Ho ™,
LIk RANO PV ERFE 2 DX, ORI b ~EE 53 2 EHIER 0 b
DEEZHNDN, INFa ORLEDERG R E~ LI TEBIIAHREEH Y |



(v 22 (ERLDOIES) I 5ER)

6. RENEREEHY

5BEICHTS
FE
(1) BHHE - BRERE
FOHLBE

B 2 52 RICEET D 2 S IX TE RN ARG LTy iE 24
IMENH D,

8.8 EWNH I / NMHERKRBRICI T, ARFN KR OYEAT/ 31 AEIEY O e
. Wb BRteha 14 BICEFIREICE L, 54 £ TlIof oy sEhge <
T A—=H L, WEEHETRERTH o 7o, JUEDTUEROGIERIT . AH K OFeAT/3A
FEIFLD BBEEET, 14 BT 20. 0% K%Y 16.3%. 30 T 28.9% K
31.8%. 54 TIX31.0% K N42.5% Tdh 7=,

8.9 Az & Left INF AN O G2 KV | izl LA D B T b e DR BLAGR O
BT LW HIEFIE S S B 2TV EIEOSAIIXE Y R IBRE ATV AREIE S
ORIEEEZBRETDHZ L,

TE) ST S ABESES  BUCER SN A V7 ) v~ 7

9.1 EHHE - MEEZFOHLEHE

9.1.1 B (EELGBRLEZRC) OBRBXIIRLENFONIES

Y72 AL E & -3 I BN LT D RANTSIERS 2 WS T 21EHEZH L.

5 e BN B R 52 DAlREME N S D, [1.1, 12,1, 2.1, 11. 1. 1 ]

9.1.2 HEHROBRBEEE BHIHEBROBEEOHLIEBFRUVIEL > MY L&

BEMROHLEE) XITHEHRBRENEONDIESE

(1) AR OB X M2 R OME L > N7 RS & e (B 5-BRi6#% 2
HARNZATREZRR Y 1 » A 1 [l PIRIRE AL G CTC) 12179 2 LTk
O FEREIRORBUCHDICEET D 2 L M2 mEL S B2 BTN H 5,
(1.1, 1.2.2, 2.2, 8.2, 11.1.2 BH]

(2) OB EZ AT 256 KOS RN R DL D25 A 12T, ORI
B DHERNAHRT D2 &0 LLFOWT 0Bk, FHlE U THifs K
DG %E Lz BT, ARG T L,

- M E G R A CRIBMERSZ IS A ET 2 E S h bl A AT 5B

- M ORI (WA BT 26T 58%E

A F =T xu -y FHEHERBRY LT ) VRSB R EOREIZL Y.,
BRI A iR < B 5 B

- KR L OIRBHEMEA G 5B
(1.1, 1.2.2, 2.2, 8.2, 11.1.2 ]

913 BEMRIAMILRFY ) TOBREXIIEEFERESE (HBs fu/RIZE. M D HBc

FUARE 1= 1& HBs kRS %)

AR AR VA N A —H—DFE=F ) L T E2{TH 72, B BFL Y

A VA D FHEHAL OBBRER OFBU R T H 2 & ARFIE G el TNF RA

N SN BRIFR A NV AX v U 7 ORE SUIBEAERREE 2BV T, B A
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(2) BHRElEERE

() FFiRElEEEE

RFR 7 A N ZADFIEHALRRE SN TV, 2B, ZALOWMEDEL L, i
O IMHIER %2 & SHH &IPS LI BFITEE T\ 5, [8.3 ]
9.14 BREEERENRONIBIEZEIT SIEERVREEDHLHEE
(1) BiREIR B DN DL AT 5 BFIZ OV T, MR AN E {52 W
OB AT B EISERNE &AM 2 R U 72 B CAHEH 0 224 %
AL, BERITHCBIEEZITHY 2 L, MBPRERBOBENLH D, [1.1,
1.4, 2.4, 11. 1.4 /] (2) MEEEEOFERED & 5 B 1L, EEE B2 K%
DOREZFEmL, +2IEETH &, BiEERBEOBZENRH S, [1.1,
1.4, 2.4, 11.1. 4 BH&]
9.1.5 MBEMEMADBREFENDHSEE
EMRCHIRZ 2T e Y, EETD 2L, MEMMRNESOIER TS 2 L
Wb, [8.4, 11.1.5 ]
9.1.6 EELMAKER CROLEKEL. BEFRMHEAMNSE) OBREIIZOBREED
HhdEE
MEEENET DB Ehn b5, [11.1.9 B8]
9.1.7 FHEIREERDHHEE
Infusion Reaction, FEFMIRBUENFILT L5 AletEn dH 5, [1.3.1, 1.3.2,
2.3, 8.6, 8.8, 11.1.3, 11.1.7, 14.2.2 8]

[t ]

9.1.1 TVI-1.%2%5) 1.1, 1.2.1 DEBM,

9.1.2 IVII-1.%%) © 1.2.2 OIS,

9.1.3 VI-5. BEEARIEARVEE EZOHEB] @ 8.3 DHESM,
9.1.4 VI-1.%55) @ 1.4 DHEBMH,

BB B OBEED H 5 BE BT, BBEEEBOFR, BEOATHEMEA R
TR L LTWAD, BERREOHEEZKITON TVWRWEET, T0
N g D BHEIZONTH, MRI ZOMEEZWNIC L BEREOA 4 TR
LG E2ZETHULENDD,

9.1.5 VII-8. (1) ERZEWEH &AHIER) OESM,

ARANPEEAZ L0 BVEPEM R N FEH T 2 WM & 572 OO EFIR
XHBBIZ L TR LT,

9.1.6 VI-8. (1) EKXARIWEM &R OEHEM,

WM 31T D AKN D EGIR B C RS2 4P ERIBD ORI RS SL-720 Y, il
DIEDEFIRLHSEIC L TR LT,

9.1.7 TVII-1.%%5) @ 1.3.1, 1.3.2 DIEEM,

BWIE SN TN

RE I TV
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4) 4EREZERT BE

(®) 1EiE

(6) RELIF

(1 IMNRF

4

®) &

=]

BE|

FEESN TV

9.5 yEim

9.5.1 JEfm IFTIENR L TV D AIREMED & 2 MEIZIE, 1R L ORI fE i 2
EEDLLHW SN LHEICOHREET D2 L, AAMRGIC K DA A SN
AL FEM S TR ORFIZ e b INF o FREAYCENY IR FE i T X 220
=), Flo, vV AMWFa 2T LHUARGIZLY . =7 22V TRET S
NIRRT, MATRIE, RHAENE, IRIRBIEIEERD 5 TR,

9.5.2 AFTMHEEEIEDRHD L OWMEDRDH D, 1> T, AFOEKE 22T T2E
HPOOHAERIZEBNTIE, OV X7 PmE 5 IENRH 70, £V

F U AR T DBIITEENLETH D,

[fgn]

9.5.1 AANIE FD INF o ITRRIICHET D720, ~ 7 2A%x% Vo A543
PERRBR I T2 S LT ey, SBT3 A EREY OBRRICB W T, 7 A
i~ U 2 INF a Pilh 2 &5 U2 2B Cld, oo R, IR s E8
O HILTUVRNY,

9.5.2 JEAT3A AEIREY [ IBEERES S D E OWREND D, AFNIOEE EZ1F
ToBEND OMARHIB WL, B0V RV BNEE D AREERS 5,

TE) ST A ABESS  BUCER SN A V7 ) v~ 7

9.6 RELIF
15 EOFIRMER OB OFRMEZ B E L, IO TH (k&2
5L,
[fgn]
AR DOFIHFA~OBATHIZET 2 FHI T TRz At okE5ICET
%2 EMEITHEST LT 20,

i

9.7 INR%ZF

(VB—URRVEREXRER)

9.7.1 6 AT DL N E 2 k4 & LT ENEIRRERITFM L TWhisnizd, Znb
O BFITIBFE EOARENEBMEE ER D L Sh A0 FE L, Bl
ER ORI TERET D2 &,

(LRSS DZEE)

9.7.2 /RS Z %G & U BRSBTS M L U7,

9.8 EnE
EOYESFORIEAORBUCHEE L, T 07 Bl8 2175 2 &, —ICAEIKRE (o
BEES) MET LTS,
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7. MMEEHR
(1) BRZRLZNER

(2) BREEEZDER

8. ElfEA

(1) EXGEHERE
FIEAAEIR

BRE I TV

BIE SN TN

1. BIYER
ROBHWERDR D BN D ZENRHLHDT, BELZTIHITATV, BEDFHD b
EHEE TG 2P IE T 5 R ElI R NEEITO T L,

1.1 EXGEIMEAR
11.1.1 BEEAE (3.5%)
POMSE, ik (=2 —F v AT 4 AfikaEte) | BEREEGYE, Bk, Bilkx (U
27V T EMEMIER 2 E ) . HBERE O EE R EYYE (B LEYYE A 5 Tr)
NHOEDLNDZENDD, BB, FEEICESTIEF DL 1T, BIEICE 5
DTHoT-, [1.1, 1.2.1, 2.1, 9.1.1 ]
11.1.2 #&#% (0.3%)
FEREDORIEIX, BHAING & OO DA REENH D, £z, MishEEE Bk,
JafE, UL REiE) bHODNDIENHDLI ENLZTORHRENEL HOEE L
BEZTHY 2 &, [101, 1.2.2, 2.2, 8.2, 9.1.2 /]
11.1.3 EE7 infusion reaction (0.6%)
Tav ., TFT74T7F— (WA, QAE SO mE R MR,
MBI, 77/ —8, KERFRE, $E\ SMZ2EFOHEERENEN) . K1 H
HhbNdZ ENHDH, Fi-. infusion reaction |ZH| ke MM, HFEZEN
HobNdZENHDH, [1.3.1, 2.3, 8.6, 8.8, 9.1.7, 14.2.2 ]
11.1.4 BREEERE (0.1%)
ZIPEEALAE, BirriRge, BrMERZR., 7 0 - AUIEBRIEER D L b
HZENHD, [1.1, 1.4, 2.4, 9.1.4 B]
11.1.5 &M% (0.5%)
FEEN UZR, FEOR R EEE ORI FERIC 2 ICEE L, BEPED N5 E
IR, R L > B o M CT B R DM 7 A i 55 & it
L. AFEOA N Ly —  FIOREEZRIETDEEBIC=a2—F TR
T 4 Affid & DEERIZWT (B-D Z vk DORIES) ZEBIC AN, B RE R
NECHIOBGLEOMYIMLEETTH) Z &, L LTA b b LS — MNUHIG
FRFIZIUN T, VEPEIG R 2 J8 B L Befn O 722000l 2 72 & o TEFI NS S 41T
W5, [8.4, 9.1.5 ]
11.1.6 BFHEEREE (0. 1%)
AST, ALT, v -GTP, LDH D L\ EH- 2% 5 EE R IFEREREEN b bitd =
LB D,
11.1.7 BEMEBBUE (0.6%)
PR, R, EN, ZBIHEYE. £ OFE. F - BEmiEE, W REE,

K

B

B
3
N
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WHEENR . FEJRSEA0E O BERMBEUE 3 AU ERBRE) RNbobhd 2 Enb
%, [1.3.2, 2.3, 8.6, 9.1.7 BH]
11.1.8 #1 dsDNA $LAD IS & 4 5 )L— T RERIEIREE (0. 4%)
Pt dsDNA HUADSME L U, BAETRE., R, BRIZHFOIER1 S bbb d Z &3
b, ZOLIBGEICIE, BEEFIETHZ &,
11.1.9 EELMAEE (0.1%)
VL EREA | /R A Bk BRI R E RIEGRAE, /MR
OSBRSS LoD Z ERH D, [9.1.6 ]
11.1.10 1EHARRAARAE (BHEZANH)
W&, iR, CK B, AR RFIA 7oy ERICERL, 20X
RIERD S SN GA TR G2 i L, @O RAEE1TH 2 &,
[fgn]
1.1 RFNE, EERNRERBI BV TEE#X 42D INFa OEHZMA 52
LK VIBENRERET ZRENTH D720, ERIGERIT 5 2 EnE
2 ob, —RICEE Y U~ FEOBMERIEMEREER, 7 a— 9k K OVEEE
Ko D BE TIEAREIMHFTERICHNONTND Z &b, BEYYEFIC
DR T oo b | RYMEN DN D B TIEZE OIERNEAL L2
BHATREMENNE 2 B D, AFIBEGAC K 0 HT 5 REMED B 2 YLE & LT,
B fiE, A, EREEGWE, Mk, BEEE . BRRENEZ LN D,
11.1.2 TVI- 1. %% O 1.2.2 DIESHE,
11.1.3 VI-1. %% @ 1.3.1 DIESMHE,
1M.1.4 o173 ARG 2 G TeH INF RISV T, DR (SRMEmME, 11
TR, BEBAPERRBER, X7 0 « NL—EERS) ORED 5 WVITELO®E
NdHbd,
B, —HREI RS BBERE B ORHIEIRIE TREO®@ Y Th 2,
O ZHRME{E
RIBEAEIR D72V GE LD, K 10% OFEBNCERR ., FEL, BERIEIR, &
D MEHER LSS, PIERIINHRE O LY 2 THY | R
fRE (37%) . fARRA (36%) . MiJ1(35%) . $EIKTE (24%) . HHL (15%) . /I
R RFIE (11%) Oftn, BHRMED F . ZZRMEFRIE, BEEEERA LN,
WO LORUE— e Z & b @AIED Z &b H B0, FIH o 2R LAE
D 50%LL BIcHABID, TSRS NS & W T ORI S a1
KRR 2 & 7297, SRR S-S A T, A B RIE S E 5 &
HENHEHFITNTEFREICD > TFFSMEBT 28R 3 v 7RO A E
D, Wb LIy MIERB LD P,

H) ST/ AR, - BUCRRSNIA 27 Y % e 7 A
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OREET S
WADIKT, HEORE, FrCHEFOHLEA R 2T < < 725 TR R AR
MTh D, BRI —MORKICE B M T THARE L E72 L, 1 B2
ATHRADZEE LY, INCIREEERNICHE S IREZRFRA 2075288 H
Do BARRERIZV DSIHIEIR & L CALNHA, T ORISR L
FEDMOFER 2 592, 7ok, HARRUSMIIEIR 37+ H 7072 < TH B MRI
THSEGEMEDOBBERE N S D5 E X, ZSHMEEEICRRE L T\ 2 "R
PEASEN T,

@ FRWTIEFFHEAR
WL WS 8 2 WX IR AE V| SVERETERRER CI3EL & b 48 I
FLANIZIRIE N T2 T D, T OTDHEPMNITHTM S 3 v 7 Le b | ifEE
FREE (BB ) & DV EBAEMETUBORREL (SEBENZS) . AL F o4
TR OGRS O . IR BRGS0 B AR IR E S 2 295, £
D%, Pra I IREREICELT 5 ™,

@ X5 « N —EER
W FR DI INE T AWHE L EATT 2580800, LRI OB G & 5,
BN O AT SENFH DO INE T b A HAL D, 2 < AXMHAHFRELZ 7 714K
TRHALNDN, ZVOELAENGDZ LD, MRERET TR TR A
BETANEEBEEICIL L TBREDZ ENEL ., IFEAEEEREENA LN
W2 b d D, BERGHIK TRV LIEKRT 228, Bisht 55, BRI,
ARERGEB) R ARERIFREL S O IRk CRIET 5616 & 5,
TLENTEHDIN, BHRZRIIXT Y - SL—JEGFEREHDIVIET 4 v ¥ v —
JEGERED 2T D 2 L AME STV 5D, JERIT, IO OB,
FER R 2 292 O h, EBEKGREL 2T 2BEETHRATH L, &
SUEBERICIE, BPERRETE ORI IE T N7 — U B BT 5 T EREZVD,
MRS = o —a XF—EET 50655, JEFIZ L - T, £5F
B CIEIROFRE 2D Z L bbb D, IRRITITZ S DREFIT, ®ET7a7 Y v
MRS N TR S BREE SR DX T o« N —EBEREOTRIR D AT &
I, 23E~%n A THOEIE LI2Blngn ™,
TE) APEOIRBREBIRE - BN - WS RE ST D, T NU—SEGERE S FRED

FA A L, AEGEREOEER L £ 2 5T,

11.1.5 BEY v~ TFOIRFEICBWTIE, A b b d— MUAIE OB VEATH
D FEEN IR, PR R R O PR EREIR IS ICER L. 2O X9 R REN
D BTG EITITELCIC WA OB G2 Ik L, ML > b7 R,
s CT MRS K OV AT AR & i35 & & b RA@E 2175 2 &,

11.1.6 AST, ALT, v -GTP, LDH D L\ EF/-ZE 5 iTEREIEE S & b b d Z &8
bHDOT, FHITBEEITV., BEPRBD bNGE TR EELRIE L, i
B2 EZATH 2 &

11.1.7 TVI-1. 255 @ 1.3.2 DHESH,
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(2) ZOithDEIEM

11.1.8 KK & FEOIEAMTF 2B+ 550 INF K| 25 S - BE T, BohigEn
BiAl Lv— 7" ZREEWR (BAETR-Cfp AR . ALBE, U o RBilEIRS) A b
T2EWIMEND D, AFIEEIZ LV L—7 2GRN LB A1,

£ SR e B S RSN

M.1.9 MESMT BT 2 AFH O ERIRFERIZ I T B 224 BRI 0 3 8105 s

ENTND Y,

11.1.10 S0, MWY&. CK (CPK) k&, PR ORF I A7 e E&7

TEEL

iz N
ZO XS RIERD S & OB E I3 G 2Pk L myRLEz21To5 2 &,

op 1%Lk~ o -
5%L 5% el 1% A HEPE A
Ftp - GIELh) FEMED F O, | BRI, RAIPED F N, AR | £ 38 MR R
R R RETEHIRR, S | B oph, SRR, WREE . MR | EH = —n R
G M. RBEEMERRIE, U, IRk, | —. TADA
EENB S, VAR U—, M, 1 | BIE
FHEEEN LA RBRIE , RZ2, bR,
D ¥ BEIERLE, =557 BEiL,
IR (IR5)
JiiIR7:3 B (BRRZME | U o Eig, MAE, HEREUE, U | AR i s AR
2 YRMAMEE | SERIBUDE. U o SERESIE, HEREY | B MEREER
m), AU oA | JE, FAmERBEIE, & FERESIE .
P /IR | AFERERENEE , JRIMERFLH KA U &
o NIE, AFFRERERD . B RER A
m. 77BN, REARD. B
BAKIN, 77 I R, 2 a—L
5727l N VAV - 7471 || R W ()
VoSERIBRERE (BB Y VosER) Y
VOSHTE, MR RRERECE N, RERE
ML 2V o KA, CRP AN, ~~ K
VAR %)
PEBR 25 ETY ., IR, | MR, B A, RAMERERL, RIR, R | mE % (TeA I
L E L R | IR, BEIR, ODSEVERISMHE, PROE, | BR)
FE. B, ME | OARA, DB
KR, e EH
WP AR | RGERGGR WAME | PRI R SUE | JETRRETE, WAMGERHORR, S, MR | R D AR
FIEDS Xk WMk, S| KL Bk, MR, RUE SRS, M X | E
. BIEER | B (CT) B, PaO KT, KL-6 #5/0,
ke
I Hisk ALP #40 NERARTE. FF4s. BSE%s. AFlEA, me
UL E v fIE
RS | MR (R | IRESEGE R | B R, PREEE, R A MERES
7 ROBEGE, | M SR, 7 LT T, R
JREEAGE, | vbel ) —7 8N, B
BUN B4/, SRIL
b
HikE | Wank, T ME | LREECRE. WE RS, WiRrEAEA,

NN

R

IPAZE, MG, MILR R, M,
BRI, B, R, LR,
MEL, Gz, BRY -7, Bt
5. W8S, IEEAHER, 158, B
Pk, E, e

H N A

HIEPTEERIERL., R, g4, nire
PR, R, WERARZS. Die. HR




(V. &M (ERALOEES) 12T 5180 )

& H95 (MR | BRE. RER im}@ o, REEEEY, R EH
5. BEIREIS, (R 8 | 5, RIEFEE, SE, RIBER, KE
bﬂkﬁ:{ﬂk& K. AKFEMER G ﬁ@ FERGHIE, BLBAE, RofE, BRI
B AIENERE | . TERERRE R | i, ACIRHAI, RERETE . ARUR. @
B, DR | K SERREDE | A1k, SERRBmEIESOS, fx”%ﬂiﬁi’\ %
B, W, ALEE | K BEKE | BE. TN E—HERER
PR IB BEERRE | O FESE. R
Wz, BB, ML | B, fBE (8
BRIV Z) ). ZIE
5 TESHERAL RO (TSRO, 1 5ER
A NERIE, ESERALIEAR ., RS HAL
i, FEFHIALE O FERK)
iR MRAZE, Raskads, Mg, IR,
MRREE AR, ARERECIE, &0, 5%
e, FkNBE, BRIE E5-. HRAR. FEIE
&, FEMRFEI, FREF KA, MR IREA
£
jzs HYe, [mlEsrED o, B, BRI
(EPARR) . R (UL EZ&, hE,
D)
i - RIS, M | BOEIMEAR. WS, FhEesaiE, B | KSR 2%
B R S, BIEZS. EUE. MR, RRMKT. | MERRZ
WSS, CKHEhn. A s
bt ERRE NN T ST ) N, VAR, RS | =2 —F v A
A (H1 DNA Hifk PR YA M AT e T A VAHR | T 1 RE, YL
Btk i vy Bk, Bl VA, WeEE EXRTIE, FL
F VU B UHE a4 R—=T X,
1AV ZAREN MG~ A
BGitE) . AL ansF V7
Y (R T (FERGEEE
[ZNE L FONIN PIRE#IE) . 7
A AVT)T V7 havh
YRR A A
7 )
Rt oL A T | CBERIE, miihE, BORIR A LVE AN
a2 — L IUE B, AL AT a— g, NS
VU RHM
oM | FEE AR AR 16 | IRER, P AA, FEIRK, AEE
B BT M| Bedk. ASHEEILA KR, BRI, PERR ST
i, KSR, TRIE | B (AEY ). BEE, AP,
CRASPEIE, | APk, e, AaRiR, BTt

BT S5
PETEHL IR
PRVEIR, 7%
WE, AP,
)

WHUE, KRB, RERD, TR
WHE, Ve F—RuR, REIER
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SEERBE—RERF

(ER)

BE) T FREERRELEZERNE I /THBRICET5RFNEORREERES
ECTELVEEEROEBR[IBERHEE? | RKBH

WERE S (A5 - 51 6l

ik (%) FiKx (%)
EHHERG 45 88.2 ERR IR A
RIRBIRZ A E T 72 13 84 3 ALT ¥4 3 5.9
HERG ) AST H41 3 5.9
MiEFR L OV v GREEE GGT #4An 1 2.0
SRR Z PEE I 1 2.0 ey e 1 2.0
U UREIR 1 2.0 1. CPK H4/0 1 2.0
AR PR 1. PP LRI K SERE SR HE AN 2 3.9
FELE A 1 2.0 1. FR R RSN 1 2.0
A 2 3.9 1 i Bk 1 2.0
Rz A 1 2.0 i B-D-2 v L HE N 3 5.9
il 1 IR EY) 1 2.0 HA~ — 7 — 1 2.0
Bl R KO
AP 2 3.9 w2 L AT 2 —/LUE [ 1 2.0
REE 1 2.0 B Fs Rt & OVE A MRk
i) 3 5.9 NeRagii) 1 2.0
o 1 2.0 FHET D JE 1 2.0
BB 2 3.9 AR R R
- BHEER KOG OIRRE SER 1 2.0
e 1 2.0 FEIED F 2 3.9
REUE F L OVE R HUE IR, PEMRR L OVERERI O IREE
SR 3 5.9 i | 1 2.0
ElZES 1 2.0 AR L O EREE
RS 3 5.9 AIET-E i 1 2.0
S TR 9 17.6 MR, BEhds L OWEhRieEE
F e~ LR 3 5.9 M EPENTR R 1 2.0
NHBEJE 4 7.8 2% 1 2.0
R 1 2.0 ROE DO RIE 7 13.7
I ROE G 1 2.0 1 VENR SRR 2 3.9
SR Y 1 2.0 J2 & X OV Rk
ARk 1 2.0 e 1 2.0
JEIE S 3 5.9 B 4 7.8
i 1 2.0 K 1 2.0
A LV AVEE A 1 2.0 SIERRRE R 2% 1 2.0
AIVRAT A L ARG 1 2.0 AR R S %% 1 2.0
S TN 1 2.0 IS 1 2.0
FH R 1 2.0 15 2 3.9
NGRS 1 2.0 SRS 1 2.0
75 U7 % 1 2.0 I
FIETEES 2 3.9 e 1 2.0
Sa—EVAT A A ] . GRS ERIR AR SE 1 2.0
vu = Uik ) VRN EM, F5:4 : MedDRA ver. 16.0
BE, PER X OWEADHE
EALZPE D B 7 13.7
EREES 1 2.0
JEEHE BT 1 2.0
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()

ME U VY FEEERRE LEBAELRHARICE T 55F E DERBRESET
EHRVEAERRORBEFIHRERREY (1%L) : XEH

WERER (85D - 30241

FEHL B FHE (%)

2HERL 213 70.5
KRR E BT CTE WA EHRS 132 43.7
MR LY v REE

=i 3 1.0
I BRI E 3 1.0
W E

T3 | 5 | 1.7
—i% - RHEEER L OB G OREE

AL 5 SOt | 10 | 3.3
Sl R E

TF7 4 T7F—RIG 3 1.0
FEYE T 6 2.0
FRYSIE RS & OV AL HhUiE

KB 6 2.0
WP 3 1.0
B IRAEZ 21 7.0
EAGEED/S 11 3.6
Jiti g 4 1.3
RGBT 10 3.3
PR B IR G 8 2.6
IR R

ALT #4010 10 3.3
AST #4010 5 1.7
GGT #4in 3 1.0
iz LA 5 1.7
FFUAT I F—F LH 3 1.0
B H R dS & OV ALk

e 3 1.0
g v~ 7 2.3
iR b

B | 5 | 1.7
FEREF X O TRk

WA | 3 | 1.0
MR

5 | 5 | 1.7

REVEMNT R SAER, F54  MedDRA  ver. 13.1
*k J G- BHAAIER] (AKIRE 300 B & OVEAT S A A EIRG™T BE 302 ) D 5 HIAT/SA AEHRMLD FED 2 ]
WCOWTIE, AAlZE | R ERS U772 b ARAIRE & LT LT,

1) AT S FEHS  EU THRR ST A 7 Y % 2~ 7 HUA
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B
BE VR FREZRRELEZEBNE IOy FRHRICE T 5F8F & DERRE
BREBETELVETERORBRHIMEKRE Y | KB
AHE ORREREZ B E TERWAEFHFEGORBUIIENL 9 HiH 3 # (33.3%) . FEHL
HEIX T Th otz T HOREFEEREZHREVRSFINCH D & EYYER L OF
A BSED 5 (MEREEPEME R, FEREMERSRZ, HEadk, BUiiE, EXGERGE) . BRR
A (M7 A7 I F—E L) KOKERL LUK THEMES (REX) 084 14
Tholz (ZEMMNTGEER, F584  MedDRA ver. 14.0),
<&HE> (85
HEMEHROBREEZRNEZELELEZEBNE IRRARRICE TS, AXBFEORRBERZSE
ETCERVEEBROREGFIHERKEE (1nLll) : A2
WERER (&5 - 128 45
FEHLGIEL FELER (%)
EEEFSE 95 74. 2
REERE R E CE VWA EHS 64 50. 0
MR LY R
BRI SE | 4 | 3.1
—i% - 2HEER L OGN ORE
I | 3 | 2.3
JFRRE SR b
ERSLRT ISP | 2 | 1.6
g R E
S | 2 | 1.6
N A 9 7.0
EAGEEDS 4 3.1
(GFEDS 2 1.6
Il S JPE 5% 2 1.6
ARG Y 5 3.9
PR IEYG 5 3.9
BRI R A
ALT B850 12 9.4
AST B850 11 8.6
.7 CPK 4 4 3.1
GGT B4 3 2.3
cFo AT IF—FE LR 2 1.6
T SR
5 | 3 | 2.3
FEREF5 O Tk
9 $EE | 2 | 1.6
VRN GAEN], 524 - MedDRA ver. 13.1
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9. BRERIREREERIC BE STV
RIZTHE
10. BEKRES BESNTVRN

1. BRLOEE 14.1 FABUSOTE

1411 BREAE

AFNIHRERE 35 2 &, (BfR% 3 RFHUNICKRGRMET 52 L)

(1) FrerTH ) — RS THER LR, 216 H D5 WVIEE DITHIVESR %
FAWT 1A 72720 10mLl @ B RES K (B R AR SR & 464 T
EFDICEAT HZ L, ZOBRICRERE TRV TIOVIEH L2
L,

(2) A T IV E[RHE S W28 DARRCINEE L ER%IL 5 RfE T 5 2 &,
PREANEET BTN L7720, IRLTHLIES T, ERFFIEY
BN L,

(3) EBARAIZRDT, IBRBOMIRE LT, EANDREA T, bPMICHA
BPLABEBE L TND, B, BY), ZOMORTEZE O b OIFEH
LWz &,

(4) R DFRIR DO FHERSCRAFI AT DR 2 &

14.1.2 FRAE

BEOREY -0 TEHEAE Lo B & A BT 250nL, (KHAS 26kg Aili oD /N

135K 50mL, 25kg BL_E /N ITA 100mL o B RAEFRARKICHART S Z &, KE

28 100kg M 2 5 BEICHRGT 55810, FR%EOA 7 Fv~7 (Eis

THREHLZ) [ 7V X~ T 1] JRED 4mg/mL 22 720K 95 BRE

HERROBRZMET L2 L, 7 NUBERE 250 A /AR O

HEHRRITA W RNWZ &, B RAEFREER CART DB, ERBREFIRICIEA

L. IRFIOBE G FRNTATY 2 &, mREDOA 7Y <7 (GBI Z)

[ 7V F~T 1] REIX, 0.4~4mg/nL & T2 2 &,

14.2 EFIREROIE
1421 BE5HE
AFNTER - Moz T V=D TA T AN — (RTH A X 1.2 2
7ayLlF) #HWTEETLHZ L,
1422 HEBBRRUEGERE

AHNIMSZL LI T A AT T L0 & L, toERA, iR & REG L2

WZ b, F7o, JFRRL 2 FREBLLEZ 0 CRRIC TR T 2 2 &

B, 6 HO¥ELIE., FE TORE T infusion reaction 3FR& HALZRT

AR, SR A B CRMREM A BT A 2 N TE S, L. AT

HEEIE 1 K720 Bmg/kg ARG T HEE A B 202 (BRREBRICB W

TGN 720N,
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12. ZDMDEE
(1) BRERBEAIC
= SoRE ¢t

F 72 STEERE 2 A U72BRIC infusion reaction O LN BAITIE, K
BILLEO P Cld, SRR 2 i icke 5952 &, [1.3.1, 2.3, 8.6,
8.8, 9.1.7. 11.1.3 =]

[fgn]

1411~ BRSO & v X7 BRI BT LT O HEHS OB R
ENDH7D, RSB THCDICEGTHZENEZT LWV EBILND, 128,
VAR - F5 R O S EPERER TlE, 30°C T 48 BRI HE & IR L 7255 5.
EMIEVES O SEICEITRD ST )
AFNL, EIRIEDOEANBEGNC 2D X9, TIVNERREIZLTWDR, (&
JET720 G DI 5O E EOREN & 5 AlRetEn d 5720, AR &
LTW5b,

14.1.2 Z RV EEHEZRET D720 IROERBFRNITIT O T ENEE LUy,

14.2.1 AFNIOERRBR TIZA > T A > 7 4 VF —ZfH L CTHME & ZatEolR%
YE/[AVEMEPHER S TWD Z & KON BEMEORIE, BYRIaORA
DGO, A TA T ANE—ZHNTEETHZ L,

14.2.2 RF|ORESPCEL A ZLEB T2, ML U2 il 7 A A TRG-9 2 M EH
bb, Flo, —Zr w7 ) VB EFIRNEE ST 556 RIS &21T
I LRMERMARET S Z NN TS, JRAIE LT 2 BEELL T
THERICESTH LTS, 6 HOBEELEZ, TRETORET
infusion reaction NFEH HLALT, BEMENH A EABE TIX, AR 2
BT D22 EMNTE D, 12720, PR RIEE T 1 B2 720 5mg/kg &5
TOHELBZ 722 & (BARRBRIZEB W TR GRBRNR 7200,

15.1 BEER{ERAIZE D < F#R

15.1.1 AAIOEERRABIL, ENTIE 62 M (14) £T, BT 10288 (2
) TTOMMTEBINTND, £z, AFIO R IZEIT 2 8 E Ak
AT 2 EME COMBTEB SN TV D, 2L 22 AR OE
4% 5 D22 A MEIIMEST L CUu ey,

15.1.2 150 BIOHEENLEED ) > ItEOARE0OBE (FEREHER 35%LLTF
T, NYHA DMEBEFEIN/IVEE) (2, 77 BHRKOARHK 5, 10mg/kg Z#lE], 2 i
. 6 WRIT 3 ARG LI CORRRER A Fhi L7z, ZORER. KA G
BEL FFIC 10mg/kg BEICB W TLASIEROE(L R OFEC A EFEICRDO b &
DOWEND 5, PIEEG-% 28 WA\ T, 10mg/kg #EC 3 B, bmg/kg #ET
L BIOFELEZBD Hiv, 77 B REETIIETHIT 0~ T2, T2, ERE(LIZ X
A ANBRIE. 10mg/kg BE 51 B 11 4, 5mg/kg &E 50 ih 3 i), 7 Z & REE 49
H5fITH T, EHIT, VFEZOFNICK T 53 THIL, 10mg/kg #C 8 5l T
BHoTeDITK L, dmg/kg FER NS T B ARFETIEENENAHITHHT=, [2.5 &
He]
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15.1.3 Rl AT R T AFH & SRAMRIRIESUIBEAF O 25 16 & O PRI
DEINE L VRIS LTV Ry (BEFRREBRD 20,

15.1.4  ARAIOEGRE OFRHBRKE T#% 3 FE XL 5 SR OBHGERA I W
T, BV oNE, Fops, BAME, RO REOmE. BN, B &k OV
JEREEDS 169 BITEE STV D, ARG & EMEIELE 5 B 00 BIs M 2 it
DTz, FEBTEMIER 30 O AT FIECE N KB 7 — Z ~N— 2 bl
HL7EFR—Y52F T 5 BRERANLOTPRIEIEEZFR 1~3 IR LT, ZOTH|
B, SEGIEOME, Fn, BB % X Y NIH SEER 7 —# ~—Z (National
Institute of Health (NIH) Surveillance, Epidemiology, and End Results
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VL ARFIE GREZ 30 1T 2 BRI O T IIBIEL 14. 49 B 6F LBIEZBIENE 21 6T
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EPEREERE (ate) * 96 1 0. 20
LR r— REESH1
7 R AR e LI ML
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Bi%5 19. 46 Bl kF L CTEIZEBIES 15 il T o 72,

¢ 3. 2B COEMEIEE OB BIE K OV HIBIER

77 R GH
ARRER S pEN Sl SN I SN I
(A - 4F) B TR
a. Y Lo VE 2906 1 0.72
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(vi. 22 (EALOIES) Y ER)

(2) 3ERRPREABRIC
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15.2 JEERFREABRICE D < 1H¥R

AFNTE RROF o0 P—D TNFa DORICHAREAHAL, Ty b=/ 4
PV EO—RINCEY TR A SN 28D INFa LG L, 207k
D MBAFPERBRIT M S v TR,
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15.2 N1 A& DSE « 22N - AR OT- O DI GERFEAIEH 0304007
T FRC21 3 A 4 B) ) Tl [RIERG-FEMERBROREROMAT S A EIE
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VI H5hSEH RS9 B ITEE | DOIESH
AR L
HMERR L

B o Ha Gl 2w, (2) o7 v b2z 28E GE 1R #ik
W AR 152 53 M LU RRBR (2 2 3D TR L 7=,

KB SNTIAT A FEFESED 25 > M2 8E G 1E) SIRN&E 54 5 KiE#E 5
FMEEGARR 2 BBRZ2 R L=, A7) o ~T 3T v—Le FPSon
THOBPREE HIFE A ERERGLRNTZD, 20 2 WRBRITIRFRVER LIS O 2
EHHT AT DICE LD TH D,

AF 10 KO 40mg/kg #5-OfE R, /MRS, HERIR M ERE S QTR D 27~ 2 —ifilia
IZENRRBO NN, WTNLBRERE(ThH T, T O DOEEITHAT A A
BRI 1T FRERIZERY DL, WAIRICHIfE R 2213 b iRnolz, LIcd> Ty
HHEVEE (No observed adverse effect level: NOAEL) IX#&lE & 40mg/kg & I
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FBIRRBRIZB N T, ARAIUTIAT S AEIRE™Y 10 KO 50mg/kg # H-OfER, 3
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oy oI OEREN, 72 VTFUR T =BT AT IV Tr T Y VDR,
Il E R () OFmMEERHEANZIB TR b, FHREM TETA LN ol
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AAENIHE B INFa €/ 70— LHURTH Y . DNA LRIkt U CEEEIEH T
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AHNTE FROF R P—D INFa ODIRICHEAEEA L, Ty M=/ A4 HIL
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AFHNC L D AR AT L, T o0 D= LISMNC Y 2 EREWM N RETH D
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PRO BT O, IOICHBRAEFET D 2 EBNE LW SN oln T Eink,
Hliti L7g o7,
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FCTOYIMFEAEITB T 23R O - JE WA B3 2 3RIC & v BlEh okt
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Flo, AFNTL DT v UG- LR O3 BALRE 7 AR AL do W\ CTHERE AR
TEAH RN FR D b o T,

Fw MWz 2 @ GAE 1 [E) §EIRN TR G- ORGSR C R PTG O 72 8
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BIRICRTEFHET 2 2 &6, ML mHE (K5 & 40ng/kg, & 5IREE 4mg/mL,
PGSR 10nL/kg) % BE5 U 7 ARBIRE R OYe 3o A BRI GEE & O CRG-ERLIC
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iR GRUBRZEE 5 8214158) D—Bg & LT, ARFIDPEFNEE A T/34 A 3K
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F) EE-EMSOLFEICLVERTLZ &
2) Bk A7 VX ~T7 (B THEaZ) [ 70X ~T7 % 1]
AW R B

AR 2 60 v A (TIV-6. WAIDOSFRRN TSR D LEN) OEHEM)
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NR—F = v MR, BEEERE, 70— 0N, IEEERIBR K OSREEERER TR E
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1 INDICATIONS AND USAGE

1.1 Crohn’ s Disease

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

INFLECTRA is indicated for reducing the number of draining enterocutaneous

and rectovaginal fistulas and maintaining fistula closure in adult

patients with fistulizing Crohn’ s disease
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RESITZ R (¢ %) | 1.2 Pediatric Crohn’ s Disease

INFLECTRA is indicated 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 Crohn’s disease who have had an
inadequate response to conventional therapy

1.3 Ulcerative Colitis

INFLECTRA is indicated for reducing signs and symptoms, inducing and
maintaining clinical remission and mucosal healing, and eliminating
corticosteroid use in adult patients with moderately to severely active
ulcerative colitis who have had an inadequate response to conventional
therapy.

1.4 Pediatric Ulcerative Colitis

INFLECTRA is indicated 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 ulcerative colitis who have had
an inadequate response to conventional therapy

1.5 Rheumatoid Arthritis

INFLECTRA, in combination with methotrexate, is indicated for reducing
signs and symptoms, inhibiting the progression of structural damage, and
improving physical function in adult patients with moderately to severely
active rheumatoid arthritis

1.6 Ankylosing Spondylitis

INFLECTRA is indicated for reducing signs and symptoms in adult patients
with active ankylosing spondylitis

1.7 Psoriatic Arthritis

INFLECTRA is indicated for reducing signs and symptoms of active arthritis

inhibiting the progression of structural damage, and improving physical
function in adult patients with psoriatic arthritis

1. 8 Plaque Psoriasis

INFLECTRA is indicated for the treatment of adult patients with chronic
severe (i.e., extensive and/or disabling) plaque psoriasis who are
candidates for systemic therapy and when other systemic therapies are
medically less appropriate. INFLECTRA should only be administered to

patients who will be closely monitored and have regular follow—up visits

with a physician [see Boxed Warning, Warnings and Precautions (5)].
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2 DOSAGE AND ADMINISTRATION

2.1 Dosage in Adult Crohn’ s Disease

The recommended dosage of INFLECTRA is 5 mg/kg given as an intravenous
induction regimen at 0, 2 and 6 weeks followed by a maintenance regimen of
5 mg/kg every 8 weeks thereafter for the treatment of adults with moderately
to severely active Crohn’s disease or fistulizing Crohn’ s disease. For
adult patients who respond and then lose their response, consideration may
be given to treatment with 10 mg/kg every 8 weeks. Patients who do not
respond by Week 14 are unlikely to respond with continued dosing and
consideration should be given to discontinue INFLECTRA in these patients.
2.2 Dosage in Pediatric Crohn’ s Disease

The recommended dosage of INFLECTRA for pediatric patients 6 years and
older with moderately to severely active Crohn’ s disease is 5 mg/kg given
as an intravenous induction regimen at 0, 2 and 6 weeks followed by a
maintenance regimen of 5 mg/kg every 8 weeks

2.3 Dosage in Adult Ulcerative Colitis

The recommended dosage of INFLECTRA is 5 mg/kg given as an intravenous
induction regimen at 0, 2 and 6 weeks followed by a maintenance regimen of
5 mg/kg every 8 weeks thereafter for the treatment of adult patients with
moderately to severely active ulcerative colitis

2.4 Dosage in Pediatric Ulcerative Colitis

The recommended dosage of INFLECTRA for pediatric patients 6 years and
older with moderately to severely active ulcerative colitis is 5 mg/kg
given as an intravenous induction regimen at 0, 2 and 6 weeks followed by
a maintenance regimen of 5 mg/kg every 8 weeks

2.5 Dosage in Rheumatoid Arthritis

The recommended dosage of INFLECTRA is 3 mg/kg given as an intravenous
induction regimen at 0, 2 and 6 weeks followed by a maintenance regimen of
3 mg/kg every 8 weeks thereafter for the treatment of moderately to severely
active rheumatoid arthritis. INFLECTRA should be given in combination with
methotrexate. For patients who have an incomplete response, consideration
may be given to adjusting the dosage up to 10 mg/kg every 8 weeks or
treating as often as every 4 weeks bearing in mind that risk of serious
infections is increased at higher doses per infusion or more frequent
dosing /[see Adverse Reactions (6.1)].

2.6 Dosage in Ankylosing Spondylitis

The recommended dosage of INFLECTRA is 5 mg/kg given as an intravenous
induction regimen at 0, 2 and 6 weeks followed by a maintenance regimen of
5 mg/kg every 6 weeks thereafter for the treatment of active ankylosing

spondylitis
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%) | 2.7 Dosage in Psoriatic Arthritis

The recommended dosage of INFLECTRA is 5 mg/kg given as an intravenous
induction regimen at 0, 2 and 6 weeks followed by a maintenance regimen of
5 mg/kg every 8 weeks thereafter for the treatment of psoriatic arthritis
INFLECTRA can be used with or without methotrexate

2.8 Dosage in Plaque Psoriasis

The recommended dosage of INFLECTRA in adult patients is 5 mg/kg given as
an intravenous induction regimen at 0, 2 and 6 weeks followed by a

maintenance regimen of 5 mg/kg every 8 weeks thereafter for the treatment

of chronic severe (i.e., extensive and/or disabling) plaque psoriasis
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Available observational studies in pregnant women exposed to infliximab
products showed no increased risk of major malformations among live births
as compared to those exposed to non-biologics. However, findings on other
birth and maternal outcomes were not consistent across studies of different
study design and conduct (see Data).

Monoclonal antibodies such as infliximab products are transferred across
the placenta during the third trimester of preghancy and may affect immune
response in the in utero exposed infant (see Clinical Considerations).
Because infliximab products do not cross—react with TNFo in species other
than humans and chimpanzees, animal reproduction studies have not been
conducted with infliximab products. In a developmental study conducted in
mice using an analogous antibody, no evidence of maternal toxicity or fetal
harm was observed (see Data).

All pregnancies have a background risk of birth defect, loss, or other
adverse outcomes

The estimated background risk of major birth defects and miscarriage for
the indicated populations is unknown. In the U.S. general population, the
estimated background risk of major birth defects and miscarriage in

clinically recognized pregnancies is 2-4% and 15-20%, respectively.
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(2024 /- 5 HHES) Disease—Associated Maternal and/or Embryo/Fetal Risk
(Fex) Published data suggest that there is an increased risk of adverse pregnancy

outcomes in women with inflammatory bowel disease or rheumatoid arthritis
associated with increased disease activity. Adverse pregnancy outcomes
include preterm delivery (before 37 weeks of gestation), low birth weight
(less than 2.5 kg) and small for gestational age at birth.

Fetal/Neonatal Adverse Reactions

As with other IgG antibodies, Infliximab products cross the placenta.
Infliximab products have been detected in the serum of infants up to 6
months following birth. Consequently, these infants may be at increased
risk of infection, including disseminated infection which can become fatal.
At least a six—month waiting period following birth is recommended before
the administration of live vaccines (e.g., BCG vaccine or other live
vaccines, such as the rotavirus vaccine) to these infants [see Warnings
and Precautions (5. 13)]. Cases of agranulocytosis in infants exposed in

utero have also been reported /[see Adverse Reactions (6.3)]

Data_
Human Data

Two prospective cohort studies were conducted assessing birth outcomes as
well as the health status of infants up to the age of one year in women
exposed to infliximab compared to non-biologic comparators including
methotrexate, azathioprine, 6-mercaptopurine and systemic corticosteroids
used for the treatment of similar diseases. The first study was conducted
in an IBD pregnancy registry in the United States and assessed pregnhancy
outcomes in 294 women with inflammatory bowel disease exposed to infliximab
during pregnancy compared with 515 women on a non-biologic treatment.
Infliximab exposure was not associated with increased rates of major
congenital malformations, miscarriage/stillbirth, infants of low birth
weight, small for gestational age, or infection in the first year of life.
The second study among IBD and non—-IBD patients in Sweden, Finland, and
Denmark compared 97, 7, and 166 women exposed to infliximab to 2,693, 2,499
and 1,268 women on non-biologic systemic therapy, respectively. In this
study, comparing pooled data across the three countries, exposure to
infliximab was not associated with increased rates of congenital anomalies
or infant death. Infliximab in combination with immunosuppressants (mainly
systemic corticosteroids and azathioprine) was associated with increased
rates of preterm birth, small for gestational age, low birth weight, and
infant hospitalization for infection compared with non—biologic systemic

treatment. Although the study did not show any associations with infliximab
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KE OGS T CE monotherapy, the analyses could have been underpowered to detect an
(2024 4E 5 AHEM) association. There were additional methodological limitations with these
(Fex) studies that may account for the study findings in both studies: the

concomitant use of other medications or treatments was not controlled and
disease severity was not assessed; in the U.S. study, patient reported
outcomes were collected without clinical validation. These methodological
limitations hinder interpretation of the study results.

Animal Data

Because infliximab products do not cross-react with TNFa in species other
than humans and chimpanzees, animal reproduction studies have not been
conducted with infliximab products. An embryofetal development study was
conducted in pregnant mice using cVlq anti-mouse TNF«, an analogous
antibody that selectively inhibits the functional activity of mouse TNF «.
This antibody administered in mice, during the period of organogenesis on
gestation days (GDs) 6 and 12, at IV doses up to 40 mg/kg produced no
evidence of maternal toxicity, fetal mortality, or structural
abnormalities. Doses of 10 to 15 mg/kg in pharmacodynamic animal models
with the anti-TNF analogous antibody produced maximal pharmacologic
effectiveness. Analyses of fetal samples on GD 14 indicated placental
transfer of the antibody and exposure of the fetuses during organogenesis

In a peri—and post—natal development study in mice, no maternal toxicity
or adverse developmental effects in offspring were observed when dams were
administered IV doses of 10 or 40 mg/kg of the analogous antibody on GDs
6, 12 and 18 and lactation days 3, 9 and 15

8.2 Lactation

Risk Summary

Published literature show that infliximab is present at low levels in
human milk. Systemic exposure in a breastfed infant is expected to be low
because infliximab products are largely degraded in the gastrointestinal
tract. A U.S. multi-center study of 168 women treated with infliximab for
inflammatory bowel disease (breast milk samples obtained, n=29) showed
that infants exposed to infliximab through breast milk had no increase in
rates of infections and developed normally. There are no data on the
effects of infliximab products on milk production.

The developmental and health benefits of breastfeeding should be considered
along with the mother’s clinical need for INFLECTRA and any potential
adverse effects on the breastfed child from INFLECTRA or from the

underlying maternal condition.
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An Australian
categorisation of
risk of drug use

in pregnancy
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C : Drugs which, owing to their pharmacological effects, have caused or may

W

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.

</INRIZEAT %iEsMER>
AINZB T AEH EOEE 19.7 /NRE ) OEOGZHIZLLTOHEY THY | KE DU
£y 3csE, #E[E SPC LT R D,

9. BENERZATHEEICHT HIE

9.7 INR%E

(VB—URRVEREXREL)

9.7.1 6 AR O I 2 %I & U ENERRRERITIEM L T\ ez, b o
BE TR EORRIERNERIEE BRI LS 2560 L, BITER
DREBUTEET D2 &,

(LEEELSDZEED
9.7.2 /RS A %G & U7 BB S0 L T 7euy,

i R
KE O ERATCE 8.4 Pediatric Use
(2024 4£ 5 HRERD) The safety and effectiveness of infliximab products 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
infliximab products in pediatric patients <6 years of age with CD or UC
have not been established. The safety and effectiveness of infliximab
products 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 infliximab products 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 infliximab 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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KE O FA 0 Infliximab has been studied only in combination with conventional
(2024 -5 HIFR) immunosuppressive therapy in pediatric CD. The longer term (greater than

1 year) safety and effectiveness of infliximab products 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 infliximab products. Due to the risk
of HSTCL, a careful risk-benefit assessment should be made when INFLECTRA
is used in combination with other immunosuppressants in pediatric CD
patients [see Boxed Warning, Warnings and Precautions (5.2)]

Pediatric Ulcerative Colitis

The safety and effectiveness of infliximab products 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 infliximab for this indication is supported by
evidence from adequate and well-controlled studies of infliximab 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), Clinical Studies
(14. 4)]. The effectiveness of infliximab 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 INFLECTRA is used in combination with other immunosuppressants in
pediatric UC patients [see Boxed Warning and Warnings and Precautions
(5.2) 1.

The longer term (greater than 1 year) safety and effectiveness of
infliximab products in pediatric UC patients have not been established in
clinical trials

Juvenile Rheumatoid Arthritis (JRA)

The safety and effectiveness of infliximab products in the treatment of
pediatric patients with juvenile rheumatoid arthritis (JRA) have not been

established.
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KE O SCE The safety and efficacy of infliximab in patients with JRA were evaluated
(2024 = 5 A Iy ) in a multicenter, randomized, placebo—controlled, double-blind study for
(i) 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 of infliximab or placebo were administered intravenously
at Weeks 0, 2 and 6. Patients randomized to placebo crossed—over to receive
6 mg/kg of infliximab 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 infliximab for up to 2 years in a companion
extension study.

The study failed to establish the efficacy of infliximab 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.

Population pharmacokinetic analysis showed that in pediatric patients with
JRA with a body weight of up to 35 kg receiving 6 mg/kg infliximab and
pediatric patients with JRA with body weight greater than 35 kg up to
adult body weight receiving 3 mg/kg infliximab, the steady state area
under the concentration curve (AUCss) was similar to that observed in
adults receiving 3 mg/kg of infliximab.

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 infliximab 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 infliximab 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 infliximab 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
infliximab by rapid infusion (duration of less than 2 hours). Antibodies
to infliximab developed in 38% (20/53) of patients who received 3 mg/kg
infliximab compared with 12% (6/49) of patients who received 6 mg/kg.
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HKE O SCE A total of 68% (41/60) of patients who received 3 mg/kg of infliximab in
(2024 5 A HE5) combination with MTX experienced an infection over 52 weeks compared with

65% (37/57) of patients who received 6 mg/kg of infliximab 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.
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